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KPATKA XAPAKTEPHCTHKA HA IPOAYKTA
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1. HME HA JEKAPCTBEHHA IPOAYKT
Krnamap XL 500 mg TabneTku ¢ yOBIIKEHO 0cB0b0oMNaBaHe
Klacar XL 500 mg prolonged - release tablets

2. KAYECTBEH H KOJNHYECTBEH ChCTAB

Bcesika Tabnerka ¢ yAnDKeHO 0CBOB0KAaBaHe ChABDKA KIAPHTPOMHLIMH wuTpar {clarithromycin citrate),
ekpuBaneHTeH Ha 500 mg knaputpoMuuuH (clarithromycin).

TloMOLIHO BEILECTBO ¢ H3BECTHO AcHCTBHE:
Bcaxa tabnerka Knanap XL ceabprka 239 myg nakTosa.
3a mbIHKMA CIIMCHK Ha TTOMOIMIHHATE BEINECTBA BMK TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TabnerTka ¢ yABDKEHO OCBOOOXKIaBaHE,
JXEITY, NPOABLATOBATH, ABOHHO-N3ITEKHANH GUIMApaHn TAOGNETKH, THA/KH OT ABETE CTPAHH.

4. KJIHHAYHH JAHHH
4.1 TepaneBTHINH NOKA3aHHA

Knauap XL TabneTku ¢ ynuenkeHo ocBo00KaaBaHe € TI0Ka3aH 32 NeUYeHHe Ha HHQEKINY, MPHYHHEHH OT

YYBCTBHTEJIHH MHKPOOPraHHIMH, KATO:

- HHG}eKLIHH HA NOMHKTE THXATEIHH THTHIIA {HAp. OPOHXHT, MHeBMOHuA) (BX. TOUKH 4.4 1 5.1 0THOCHO
TECTOBETE 34 UYBCTBHTENHOCT);

- WH(EKIIHY HA TOPHHTE THXATETHH NBTHLIA (HATp. CHHYMT, GapAHruT);

- MHOEKIIUH HA KOXKATA M MEKHTE THKAHH (Hanp. GONHKYIIHT, UENYIHT A epH3UNEN} (BX. Toukd 4.4 1 5.1
OTHOCHO TECTOBETE 33 HYBCTBHTEIHOCT);

- JIEYEHHE Ha OJOHTOTEHHH NHPEKIHH.

4.2 [Jo3HpOBKA H HAYHH HA MPHACKEHHE
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Buv3pacmnu

(Oo0uyaiinara npenopsaeana go3a Knanap XL tafnersu ¢ yasmkeHo ocBo00XaAaBane NIPH BB3PACTHH ¥ €A Ha
H Haz 12 roaMiliHa BE3PACT € €0Ha TableTKa AHEBHO, NPHETA © XPaHa,

I1pu no-Tesxku uHGEKIAY, N03aTa MOXKE A2 ce nosui Ao 1 000 mg penurx aHeBHo (2 x 500 mg). O6HuatinaTa
TIPOMBIDKATENHOCT HA JIEUEHHETO € 5 N0 14 1HM, C H3KIIOUEHHE Ha TTHEBMOHHH, NPHAOOHTH B 00LLECTBOTO H
CHHYHT, KOHTO W3HMCKBaT Tepanmus o1 6 ao 14 axu.

Odonmozennu un@exyuu
Ipu neveHHe Ha ofloHTOreHHH HH$EKIMA, 0GHuaiinata nosa Knauap XL TabneTk ¢ yIbmKeHo
¢ 500 mg BeAHBXK AHEBHO 32 5 THH.
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Tabnerkure Knanap XL ¢ yabaxeHO ocBoOokrapaHe He TpsadBa Aa ce MyNAT HAH ObBYaT.

Buopeuna yepescoane

Knauap XL tabnerxu ¢ yapmxeHo ocsoboxaasaHe He TpsadBa 1a ce NPHIAra NpH MalHEHTH ChC 3HAMHTEIHO
6wp0peuHo yBpexaane (KPeaTHHHHOB KaMpbHC oA 30 ml/min), Thil KaTo NOAXOOAIIO HAMAIEHHE HA 103aTa He €
BE3MOXHO TIPH NMIPHIATAHETO HA TOZH NEKapcTREH npoaykT. [IpH Te3d NallMEHTH MOXe 1a ce npunoxu Kiauap
Tabnerky ¢ HezabapHO ocRobOKIaBaHe (B, TOuKa 4.3).

Tpu narMeHT! ¢ yMepeHo yepeaena on6peuna Gyurund (kpeaTuHrHos KnupeHe 30 0o 60 mi/min) Tpabea 1a ce
npunara 50% HaManeHue Ha 103aTa, KOeTo NMPeACcTas/IfaBa MaKCHMAanHa 1032 oT eana Tabnerka Knangp XL ¢
yABIKEeHO ocBoOOKIaBaHe Ha HeH.

Heduampuuna nonysayun
Vnorpebara Ha Knauap XL TabieTku ¢ yrbnkeno ocBoOmEIaBaHe He € IPOYYBAHA NPH Jela o 1 2-roamiHa

BBIPACT.

4.3 [HpotHBonoOKazaHua

. CBpPBXUYBCTBHTETHOCT KbM MAKPOJIH/IHM AHTHOHOTHI HTH KbM HAKOE OT IOMONIHHMTE BEIIECTRA (BXK.
Touka 6.1);
. ENHOBPEMEHHOTO NPHITOKEHHE HA KIAPMTPOMULNH © HAKOE OT CIEAHHTE ICKAapCTRA € IPOTHBOMOKA3AHO!

ACTEMH30T, LH3ANIPHE, JOMICPHACH, THMO3K], TepdeHaIuH, THH KaTO ToBA MOKE 12 AOBEIE 10
yoemkasade Ha QT HHTEPBAIA M CHPACUHH APHTMHH, BKIIOYHTENHO KaMEPHA TAXHKAPAHS, KAMEPHO
MEXIEHE A forsades de pointes (Bx. Touka 4.4 n 4.5);

. EnHOBpeMEeHHO NPHIONKEHHUE HA KNAPMTPOMULMH C THKArPENOp H PaHONA3HH;

. EnHOBpeMEeHHO NPATOKEHHE Ha KIIAPHTPOMHLUKH H €pro ayIKanonaH (Hamp. eproTaMuH 1
JUXHIPOEProTaMHH) € MPOTHBONOKA3aHO Thil KATO TOBA MOXKe A3 JOBEAE A0 HOBHINEHA €pro TOKCUYHOCT
{Bxk. TOuka 4.5);

. En#oBpeMeHHO NPHIOKEHHE HA KAAPHTPOMHLKMH ¥ NEPOpaleH MHIA30AaM & IPOTHBONOKA3aHO (BiK.
TouKa 4.5);
. KIAPUTPOMHLIMH He TpAOBa N1a ce npunara NpH NaupeHTH ¢ aHaMHe3a 3a yasmkeH QT (sponeno win

ACKYMEHTHpPaHO NpuAcONTO yahmxapake Ha QT WHTEpBANA) HAH KAMEPHA ChPAESYHA APUTMHA,
BKIIKOIUTENHO torsades de pointes (Bx. Touka 4.4 u 4.5);

. KJIapUTPOMHIMH He TpaOBa 1a ¢ NPHIAra NPM IALMEHTH C eNEKTPOIHTHH HApYIIEHHA (XHIOKATHEMHA
WIH XHIIOMarHe3HeMHA [IOpaal pHCK oT yasDkaeane Ha QT uHTepBana);

. KIapUTPOMHIIMH He TpA0Ba f1a ce npiara mpH MalHeHTH ¢ TeXKa YepHOAPoOHa HENOCTaThYHOCT B
KoMOuHauus ¢ 6u6peuHo yBpexnaHe;

. KIApPHTPOMHLIMH He TpAGra Aa ce npunara exnoepemerHo ¢ HMG-CoA penykrasin HHXUOHTODH

{cTaTuHuK), kOUTO ce MeTabousKpar ocHOBHO oT CYP3A4 (n0BacTaTHH H CUMBACTATHH), NOPaTH
MOBHIICH PHCK OT MAOTIATHSA, BENKYHTENHO pabaoMuonnsa (Bik. ToUKa 4.5);

. Kakto u npu apyru MowHa CYP3A4 HHXMOHTOPH KIapHTPOMHLUKH He TpsabBa Ja ce ynorpedasa
€JHOBPEMEHHO ¢ KONXULMH (BK. Touka 4.4 u 4.5);

. Twit kaTo gozarta oT 500 mg NHeBHO HE MOKE a Oblie HAMAaNeHa, IPHIMKEHHETO HA KIaPHTPOMULIMH
TabNeTKH ¢ yABIDKEHO OCBOGMIKIABAHE € [POTHBOMOKA3AHO NPH NAlMeHTH ¢ KpEaTHHHHOB KIHPBLHE no-
HHChE o1 30 ml/min. Benskn opyru nekapcrserd dopMu Morar 212 §baT H3NOI3BAHH [IPH TA3H Py
HALMEHTH;

. CBIBTCTEALIOTO PHUIOKEHNHE Ha KNAPUTPOMHKLMH H JIOMHTAIKI € POTHBONOKA3aHO (BXK. Touka 4.5).

4.4 CneunaJiHH npefyApeXIeHHS H NPEANAIHH MEpPKH NpH ynoTpeba




JIelcapsn' HE TpﬂGBa A4 NPEAINHCBA KNAPHTPOMHIIHH Ha GpeMCHHH xeHH Oe3 npeaBapHTeIHA BHHMATEIHA
HpeLEHKa Ha CbOTHOILEHHETO nonaa/pncx, ocobeHo fIpe3 NBpPBAA TPHMECTED Ha 6peME:HHocn'a.

JIsnroTpafinata ynotpeba, KakTo M NIpH JpYTH aHTHOHOTHLHM, MOXKE Ja IOBEIE A0 KONIOHU3ALIHA C MOBHINCH
Gpoii He YyBCTBUTENHH OaKTEpHH U I'bOH. AKO ce NOABH cynepHHbeKuna, TpabBa na ce 3allouHe MOAXOAAIA
TEPAIUs.

IloBHIICHO BHHMAHHE CE MpEeIIOPBYBA IIPH MAIHCHTH € TEXKA 6’1:6])6‘:[Ha HENOCTATBYHOCT.

TIpu npHiIoKeHHE HA KIAPHTPOMUIIHH ca 6UAH NOKIANBAHH YepHOAPOoOHA AHCHYHKIIHS, BKITIOYUTENHO
FOBUILEHH 9epHOIPOCHA EH3HNMH, H XCNATOLETyNapeH 1/l XONecTaTHIeH XeNaTHT, ¢ Ui 6€3 xKbITCHHLA.
Tasu yepHoapoOHa AUCHYHKIINS MoXe Aa 6ble Texka H oOuKHOBeHO ofpaTuMa. B HIKOU ciydan € AoKNaaBata
yepHOApCoOHa HENOCTATHYHOCT ¢ (aTalleH H3X0A H OOHKHOBEHO & CBBP3aHA ChC CEPHO3HH MPHAPYKaBallll
3a60ISIBAHKSA H/H/TH CHITETCTBALIH IEKAPCTBERM cpecTBa. [lalHeHTHTe TPsGBa fa NPeKbCHAT He3abaBHO
[pHeMa Ha KIAPHTPOMHUIIMH aKO Ce Pa3sBUAT NPU3HAIA ¥ CHMITTOMH HA XEMAaTHT, KATO AHOPEKCHA, X BJITCHALA,
TEMHA YPUHA, cbp0ex, NN HATIPETHAT KOPeM.

IMpw moyTH BCHYKK aHTHOMOTHIIH, BKTIOYHTETHO MAKPOJIHAH ca OHIIH JOKNaABaHH CIydad Ha
nceBAoMeMOPaHO3EH KOJIAT, KOHTO MOXE 4a BAPUpA OT JIEKO 10 XHBOTO-3aCTpaIaBalo cecrosuue. Clostridium
difficile - cewpsana auapus (CDAD) e crobinapana npH NPHICKEHHETO HA IOYTH BCHIKH aHTHOAKTEPHATHY
JNIEKapCTBEHH MPOAYKTH, BKIFOYWTETHO KIAPHTPOMHLIHH K MOXE Ja BapKpa OT JIEKa AHapHsA 10 daTajicH KONHT.
JledenueTo ¢ aHTHOAKTEPHANIHN NEKAPCTBEHH NPOAYKTH Hapyllasa HopManHara (uiopa Ha nebenoro 4epBo,
KOETO MOXeE Ja AoBezie 1o cBphxpactex Ha Clostridium difficile. CDAD Tpsa0Ba fia ce MMa [IPEABUL NIPH BCHYKH
NAIHEHTH ¢ ZHAPHA Chefl TPHAMKeHHeTo Ha anTHGHoTHIH. HeobXoa1uMo € BHEMATENHO CHEMaHe Ha
MeJHIMHCKA aHaMHe3a, Thii kaTo cay4al Ha CDAD ca crofmaBaiH OKONO ABa Mecela C/iell TPUIOKEHHETO Ha
anTHGaKTepPHATTHHTE NCKAPCTBEHH MPOLYKTH.

KnapHTpOMMLIHH C€ OTASJIA I'IABHO IIpes YepHus Apob. [Topand ToBa NpH NALMEHTH ¢ YBpPeIeHa 4eproOIpoGHa
GYHKIHA, NPSATHCBAHETO HA TO3H aHTHOHOTHK TpAORA a cTaBa BHHMaTeAHO. [loBHIICHO BHHMAaHHE €
HeoOGXOMMMO H KOFaTO KIAPHTPOMHUIMH CE IPEANHKCRA Ha MALHEHTH ¢ YMEPEHO [0 Texko Or0pedHo yBpexaHe.

Konxuius

Ilo BpeMe Ha MOCT-MapKETHATOBHA MIEPHOZ €2 CHOOMABAKM ClIyYaH Ha KOMXHIHHOBA TOKCHYHOCT NIPH
€HOBPEMEHHOTO NMPHIIOKEHNE Ha KIAPUTPOMHIEH H KOJXHUHHA, 0COGEHO NPH NAUHEHTH B CTAPIECKa BE3PACT,
KaTo HAKOH OT ManueHTHTe ca 6uiH ¢ 6p0peyHa HenocTaTbYHOCT. JIOKIAaIBAHH Ca CMBPTHH CyHaH NMpH HAKOH
OT TE3W MAUHEHTH (BX. Tovuka 4.5). EfsHoBpeMeHHOTO NPHIOKEHHE HA KIIAPHTPOMHLIUH ¢ KONXHIKE €
[POTHROTIOKA3aHO (BK, TOuka 4.3).

IoBuimeno BHUMaHHE Ce IPeNophUBa IPH eAHOBPEMEHHO [IPHJIAraHe Ha KNAPHTPOMHIIHE K
TPHa30100EH30/MA3EMMHH, KATO TPHA30IaM M HHTPABEHO3EH WIH OPOMYKO3eH MHa30MaM (BX. TOUka 4.5).

CEpae4HOCHA0BH CLORTHA
Vaepxasane Ha QT uHTepBana, oTpazaBam edeKTHTE BEPXY PEIIO/IAPH3AlHATA HA ChPLIETO, KOKTO Ca CBBP3aHA

C PHCK OT pa3BHTHE HA ChpeuHa apTHMHA H forsades de pointes, ca Habmojapand NpH NALUCHTH HA JIEYEHHE C
MAaKPOITH/IH, BKIIOYHTENHO KIAPUTPOMHIEH (Bk. Touka 4.8). TTopaay noBulieH s pUck oT yabixapane Ha QT
HHTEpPBAJIa U KAMEPHH aPHTMUHK (BIUTIOMUTENHO forsades de pointes), ynotpebaTa Ha KJIADHTPOMHIHH €
OpPOTHBONOKA3ZHA: MPH TALMEHTH MPHEMAILH ACTEMH301, IH3ANPH], IOMIEPHIOH, TMMO3H H TepcbeHanHH npu
HAlLlHEHTH C XHMOKAMEMHSA HIIH XMNIOMarHe3HeMHs; H [IPH MalHCHTH ¢ aHaMHe3a 33 YIb/DKaBaHe
HHTEpBATIA HIIH 33 KaMepHa apHTMHAA (Bx. Touka 4.3). '/
KnapuTpoMHIMH, OCBEH TOBa TpAORA Aa C€ K3M0/13Ba C IOBHIICHO BHHMAHHE MpPH:
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. TTauHeHTH ¢ HCXEMIMHA 6ONECT Ha CHPLETO, TEXKA ChPACYHA HEAOCTATBYHOCT, IIPOBOAHM HApYyLISHA
WITH KJIHHHYHO 3HaunMa OpagHKapaus;

. ITatHeHTH, NPHEMAIY eTHOBPEMEHHO APYTH IeKapCTBEHH IIPOJAYKTH, KOHTO ¢a CBbP3aHH ¢ YABIUKABAHE
Ha QT uHTepBana, paiiHuHM OT TE3H, KOHTO ¢4 NPOTUROIIOKA3ZHH.

EnnaeMHONOrHYHH NPOYYBaHHA, U3CTCABALIM PUCKa OT HEXKENAHA ChPICYHOCHI0BH NOCIEACTBHA NPH
NPHIATARE HA MAKPOJIMIM, Ca [TOKA3aly pasliHIHH pe3yaTaTH. HAKOH HeHHTEPBEHLIHOHAIHM [IPOYIBaHHS Ca
MACHTHGHLMPATH PAIBK KPATKOCPOUYEH PHCK OT apuTMKA, HHGAPKT Ha MAOKApAa ¥ CEPASYHOCHI0BA
CMBPTHOCT, CBEP3aHa C MAKPOJTHIH, BKNIOUHTETHO KITAPHTPOMHLINH. BieManeTo NpeABK HA TC3H HAXOIKH
Tpa6Ba fa ce 6anaHCHpa ¢ NION3ATE OT TEUEHHETO NPH NIPEANHCBAHE Ha KIAPHTPOMHLMH.

[TneBMoHHA

[Mopann 3acunBanaTa ce pe3UCTEHTHOCT Ha Sireptococcus prewmonide KbM MAKPOIMAN € HeOBXOMHMO
peBAPHTENRC TECTBAHE 32 PE3UCTEHTHOCT NPH HA3HAYABAHE HA KIAPHTPOMHIIMH 32 THEBMOHUH NPUIOOHTH B
obwecreoto. I1py BLTPEOONHHYHH TTHEBMOHEH KIIGPHTPOMHILMH Tps0Ba [1a C& M3M0/13Ba C JIOITLAHHTE/IHH
NMOAXOOALH AHTHOHOTHLIH.

KoxXHH 1 MEKO-ThKaHHH HHGEKIIHH ¢ NeKa 10 YMepeHa TEXECT

Tesn nudexunu Haki-9ecTo ce NpHIMHABAT 0T Staphylococcus aureus M Streptococcus pyogenes, Kato H asara
NpPHYMHUTENA MOraT Ja {bAAT PE3UCTEHTHY HA MAKPOIMAH. 3aToBa € Heo0X0AHMO Ja ¢e NPOBEAAT TECTOBE 33
JYBCTBHTE/IHOCT. B cyan, korato e Morar ga 6baar usnonseany Oera-1akTaMHN aHTHOMOTHIM (Hamp.
aleprus), Apyru aHTHOHOTHLIM KaTo KNMHAAMHLIMH MoXe 1a GBAAT IeKapcTBo Ha OpEB M3bop. B MmomeHTa camo
32 MAKPOJIHIMTE C& CUHTA, Ye HMAT POJIA NPH HAKOH KOKHH H MECKO-ThbKAHHA HHGEKIHM IPHYHHEHH OT
Corynebacterium minutissimum, akAe ByNTapuc H epU3HNINEN, U B CIIy4aH, IPH KOUTO HE MOKE [1a Ce H3TON3Ea
NEHHLWIHHOBO JIEYEHHE,

Tepanusara ¢ KNAPHTPOMHLIMH TpAGBa 11 C& PEYCTAHOBH He3a0ABHO M A C€ 3aM0YHE NOIXOAAILG CELHO
JIe4€HHE TIPH CEPHO3HH OCTPH PEAKIHH Ha CBPbXYYBRCTBHTENHOCT, KaTo aHa(IIIaKCHA, TEKKH KOXHH HEKEIAHH
peakuni (SCAR) (Hanp. ocTpa reHepanu3HpaHa eK3aHTeMaTo3Ha nycrynosa (AGEP)), cunapom Ha Stevens-
Johnson, TokcHWHA ennepManHa Hekpoimza 4 DRESS.

KnapyTpoMuia TpaOBa Aa ce U3N03Ba C NOBUILEHO BHHMAAKME TIPH NIPHWIOKEHHE C JIEKAPCTBE, KOHTO
HHAYHHpaT naToxpoM CYP3 A4 ensuma (px. Touka 4.5).

Heobxomumo € TOBHILIEHO BHUMAHKE MO OTHOILIEHHE HA Bh3MOJKHOCTTA 33 NOABATa Ha Kpbh<TOCaHa
PCSHCTCHTHOCT MEXAY KITAPHTPOMHIHH H APYTH MAKpOTHIHH aHTl'l6HOTHL[Pl, KaKTo KIIHHAaAMMIMH H
JIHHKOMHILIHH.

HMG-CoA peaykrazHyu uHXHEOUTOpH (CTaTHHK)

EnsoBpeMEeHHOTO NPUEMAHE HA KIAPHTPOMHIMH ¢ IOBACTATHH H CHMBACTATHH € NPOTHBOMOKA3aHO (BX. TOUKA
4.3). HeoOxoanuMo e MOBHILIEHO BHWMAaHKE, KOTATO C€ H3NHCEA KNapUTPOMHIMH C APYTH CTaTdHH. JloxnaasaHi
ca choOerHs 3a pabIoMAoIH3a IPH NaUMeHTH, IPHEMANH KTAPUTPOMULMH U cTaTHHH. [TanuenTute Tpabpa na
ce HaOMoAaBaT 3a MPAHALM H CHMIITOMH Ha MHONATHA. B ciyyas, KoraTo eNHOBpEMeHHATa ynoTpeba Ha
KNAPUTPOMHIMH ChC CTATHHH HE MOXKe 7la ce H3berne, ce npenopsyBa Ja ce H3NHIIE HAH-HUCKaTa
PErHCTpHpaHa J03a Ha cTaTHH. Mosxke J1a ce 06MHCIH H3MOI3BAHETO HA CTATHH, KOWTO HE 3aBHCH OT
metaGonuima Ha CYP3A (manp. dmysacraran) (Bx. Touka 4.5).

TepopallHi XHNCITRKEMHYHM JICKAPCTRA HHCYIUH
EnHoBpeMEHHOTO MPHEMaHe Ha KIAPHTPOMHLIME ¢ MEPOPANHH XHNOTTHKEMAYHH JIEKapCTBa (KaTo

cyndaHunypes) H/UITH ¢ MHCYJIMH MOXKE 4 ZOBEIE 10 3HAYMMa XHIoraukemnsa, [Ipenophyea ce BHHM2TEAHO
NIpocieAABaHe Ha ITIIOKO3HUTE HUBA.
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Iepopainy AHTHKOATYIAHTH
CBIlECTBYBa PHCK OT CEPHO3HA XEMOPATHA M 3HAYXTEIHO NoBKmasae Ha INR »n npoTpoMOMHOBOTO BpeME,

Korarto papdapyH ¥ KIQPUTPOMHIMH Ce mpunarart ¢aHospeMenHo. INR 1 nporpomGuHOBOTE BpeMe Tpabea na ce
MPOCNENABAT YECTO B IEPHOMA HA €AHOBpEMEHEH [IPHEM HA NEPOPATHH AHTUKOATYIAHTH H KIaPHTPOMHIAH.

Tpabra pa ce 00pbila 0cofeHO BHUMAHKE, KOTATO KIAPHTPOMHUMH ce TIpHiara eTHOBPEMEHHO ¢ IMPEKTHO
AeHicTRallH NepopalHy aHTHKOAryJIaHTH, kaTo naburarpaH, pupapokcabas u anukcabaH, oco0eHo fapH
TIALMEHTH ¢ BHCOK PHCK OT KbpBeHe (Bx. Touka 4.53).

TNomousu BenlecTra

To3u nekapcTBeH NPOAYKT CHABPKA JTAKTO3A.

TTAlMEHTH ¢ peikM HACNIEACTBEHH NPOBlieMH Ha HEMOHOCHMOCT KBM MaNakTo3a, bJeH NaKTaseH AeULUUT Wi
FIIOK030-raakTo3Ha Manabcopbnus He TpabBa 1a NpHEMaT TOBa JIEKAPCTBO.

4.5 BaaumozeiicTBHE ¢ IPYrH JeKapcTBEHH NPOAYKTH H APYTH GOPMH Ha B3aHMoaeiicTBHE

Hpuncxcenuemo Hg NPLOCHIBERUING NO-00AY JEKaPCMBEHU NPOOVKINK ¢ CIMPO20 NPOMUBONOKAIAND,
NOPAON ELIMONCHOCHING O NOKEAING HA MENCKH eexmiut RA ASKAPCIMEERN 63QUMOOCHCMBUR:

34| OMIIC COH. TTHMO3. AcCTEMH30I H TEpMEHAOHH
Joknageany ca NOBHIICHH HHUBA HAa LH3ANPHI TIPH NaLHEHTH, IEKYBaH# €NHOBPEMEHHO ¢ LM3anpua 1
KIapuTpOMHUKH. Tosa Moke aa aoBene no YABLXARAHE HA QT HHTCPBaNa H CEPACYHH apHTMHH, BKIHOYHTCIIHO
KaMEepHa TaxuKapaus, kamepHa dulpwiauus u torsades de pointes. [lomoOHH edekTH ca HabmoaaBaHK NPU
MALHEHTH, PUEMALIM CAHOBPEMEHHO KNAPUTPOMHULIMH H IUMO3KU], (BX, Touka 4.3).

Jloknagpano e, Ye MakpoOIWAHTE NORTHNBAT MeTabonu3Ma Ha TepdeHanrH, KoeTo BOAM A0 NMOBHILIABAHE HA
INTA3MEHHTE MY HHB& U CE CRPBP3Ba CbC ChPAEMHM apHTMHHM, KaTo yOkDKaeane Ha QT HHTEpBana, kaMepHa
TaxXuKapaHs, KaMepHa GUGpHNaLNA i KaMepHo MEXKAEHE | torsades de pointes. {BX. Touka 4.3).

B KauHMYHO M3NATBAHE MpH 14 3apaBH NOGPOBONLH, €IHOBPEMEHHOTO NPIIOKEHHE HA KIAPUTPOMHIIMH H
TepheHaTHH € NOBENO OT ABYKPATHO O TPHKPATHO NOBHILABAHE HA CEPYMHHMTE HHBA HA KUCETHA METaboIMT Ha
Tepdenannu 1 1o yasnkasane Ha QT nHTepBara, KOHTO He € Z0BeN 0 KAKBUTO H 12 € KITHHHYHO 3HaYHMH
edekTu. [TonobHH edekTH ca HaONIOaBAHN i NIPH ENHOBPEMEHHO JIEYEHHE ¢ ACTEMH30N M APYTH MAKPOIHIH,

Epro ankanonon

[ocr-MapkeTHHTOBUTE CHOOLICHHS [TOKA3BAT, Y€ €IHOBPEMEHHOTO NPIICKEHKE Ha KIIADHTPOMHIHH H
CProTaMuH WIH JUXUIPOEProTaMHHE € CBLP3aHO ¢ OCTPa eProTaMHHOBA TOKCHYHOCT, XapakTepH3Hpala ce ¢
Ba30CMa3bM U HCXeMHA Ha KpaliHHIIMTE U APYTH ThKaHH, BKJIOYMTEIHO IEHTPATHATA HEPBHA CHCTEMA.
ENHOBpEMEHHOTO NPHAMKEHAE HA KITADHTPOMHLIMH M €Pro aAKalOHIM € IIPOTHROMOKA3AHO (BK. TOUKA 4.3).

[lepopanen MHaazomaM
Koraro Munasonam e 611 Ha3HAYaBaH qHOBPEMEHHO ¢ TabneTky KiapuTpoMuuH (500 mg apa IMbTH AHEBHO),

gacTTa nog kpueara (AUC) Ha Munazonam ¢ Ouna yeennueHa 7 IThTH cllel TEpOpaTHO NPIIOKEHHE Ha
MuazonaMm. EnHoppeMeHHoTe npunokeH e Ha Nepopalled MEAAz01aM H KIapHTPOMKLME € NPOTHEOMOKA3aHO
(Bk. Touka 4.3).

HMG-CoA penykra3sy HHXHOUTOPU (cTaTHHH)

EqHOBpeMEHHOTO NpHeMaHe Ha KIADATPOMULIMH C 10BACTATHH U CHMBACTATHH € MPOTUBOTIOKA3aHO (BXK. TOUKA
4.3), Thii KaTO Te3H cTaTHHH ce MeTabanusupar ocHoBHO 0T CYP3 A4 M KNapUTPOMHLIMH NOBHIIABA TEXHUTE
NNa3MeHH KOHLIEHTPalHK, KOETO TIOBHILABA PHCKa OT MHONATHA, BKIIIOYHTENHO paGromuonusa. JIoknaasany ca




NEYSHNETO ¢ KIAPHTPOMMIIME HE MOXe Aa ce u3berte, Tepanuara ¢ J0BacTATHH WIM CHMBACTaTHH Tpadea na
Onoe npekbcHaTa.

Heo6x014Mo € MOBHIIEHO BHHMAHKE NPH HA3HAYABAHETO HA KIAPHTPOMMEMH ChC CTATHHH. B cnyvau, korato
€AHOBPEMEHHATA YHOTPeta Ha KIApHTPOMHIMHA ChC CTATHHH HE MOKE 14 ce niberne, ce npenopbusa A4 Obe
H3NUCAHA Haii-HiCKaTa pericTpHpaHa 1033 Ha cTatui. Moxe aa ce oGMUCH H3NONI3BAHETO HA CTATHH, KOHTO
He 3aBUCH 0T MeTaGonmnzma Ha CYP3A (uanp. dnysacratun). IMauperTnre Tpa6sa aa ce Habmonapar 3a
MPU3HALM W CUMNTOMH HA MHOIMATHA,

CHbObTCTBAIEOTO MPUNMKEHAE HA KIIAPHTPOMHMIIMH o IOMHTAMHA € IPOTHBOMOKA3HO IOPaZH BE3MOKHOCTTA 34
3HAYHTENHO MOBHILAEAHE HA TPAHCAMHHA3HTE {BX. Touka 4.3).

Edexmu na dpyzu nexapcmseny npedyKmu 6bpXy KiapumpoMuiun

Jlexapcrsa, KOMTO ca uHaykTopu Ha CYP3A4 (Hanp. pudamnuuui, ¢enurouH, kapbamasenns, peHobapburan,
ABIAT KAHTAPHOH) MOKE Ia HHAyuwpar MeralonmmsMa HAa KIAPHTPOMHMUHH. ToBa MOXe Ja JoBeae 0
CyOTEepaneRTHYHM HMBA HA KNAPHTPOMMLHH, BOJCINM 10 HamaneHa edmkacHocT. OCBEH TOBZ MOXe /3 e
Heo0X0AMMO 13 ce MOHHTOpHpaT TiasMenute HuBa Ha CYP3A4 wHaykropa, KOHTO MOXKE Ja C€ YBENM4H,
nopany HHxuOHuwMATa Ha CYP3A4 OT KIapHTPOMHUMH (BHXKTC CBLIO NPOSYKTORaTa HHpOpMaiua 3a
npunoxeHre Ha CYP3A4 uaxnGuTopH). EnHOBpeMEHHOTO NMpHAOKEHHe HA pudabyTHH H KIAPHTPOMHIEH
MOXeE Ja [oBefie [0 MOBHIIABAHE HA CEPYMHHTE HHBA HAa pudabyTHH W MOHHKARaHE Ha CEPyMHHMTE HHBA Ha
KIAPHTPOMHLIMH, SAHOBPEMEHHC C TIOBHIIECH PHCK OT YBEHT.

3a NpeCTaBeHUTE NO-ACITY 1EKaPCTBA € HABECTHO HIIH CE IIPEANONara, Ye NOBIHABAT UHPKYIHpPaLIHTE
KOHLICHTPaUWH Ha KNapHTPOMHIIMH, MOXe Ja € HeoGX0auMa TPOMSHA B [03aTa Ha KIApHTPOMMLMH HITH
oOMHCIAHETO Ha AITEPHATHBHO JIEHeHHE:

Edasupenii, HeBupanuH, pudaMOHLINH, pudabyTun 1 pudaneHTHH

MouHH HHAYKTOPH Ha UHTOXpoM P 450 crcTemata, kaTo eaBHpeHL, HeBHpanHuH, pudaMMHLEH, pudabyTuH U
pHdaNEeHTHH, MOTAT A3 3ACHIAT MeTaloNu3IMAa HA KIAPHTPOMHIIAH ¥ TaKa 1a MOHWKAT [UIA3IMEHHTE MY HHBAE,
noeHINaBaiike Tesd Ha 14R)-xuapokcu-knapurpoMuiuH {14-OH-xnapurpoMunys), KoHTo caIlo €
MHKpPOOHONOTHIHO aKTHREH MeTabommT. Tl KaTe MUKPOOHOIOTHIHATA aKTHBHOCT HA KJIADHTPOMHIHH W Ha 14-
OH-xnapHTPOMHIIMH ¢ PAYIHYHA 32 pasTHYHHTE GAKTEPHH, XenaHusT edekt Moxke aa ObAe HAPYNICH NpH
€/IHOBPEMEHHO NPHIATaHE HA KNAPHTPOMMUIIMH H €H3HMHH HHAYKTODH.

EtpasupHs

ExcnoznuHATa Ha KIapHTPOMHLIHH ¢ OHiTa HOHMKEHa OT eTpaBHPHH, 00ade KOHUSHTPALMHTE Ha AKTHBHEAA
merabonur 14-OH-knapurpoMuiuH ca unu noeunieHu. [opanu Toa, ye 14-OH-1tapHTpOMHILMH HMA
pelyuxpana akTHBHOCT KbM Mycobacterium avium complex (MAC), obliaTta aKTHBHOCT KbM TO3H NATOIEH
Moxe Na 6byie HapyllieHa, 3aT0Ba TpA0Ba fa ce MMaT NpeaBH)L ANTEPHATHEH HA TOBA JIEKAPCTBO NPH JIEHEHHE Ha
MAC.

durykoHazon

EnroBpeMeHEOTO NpHICKEHHE HAa QiIykonaszon 200 mg qHEBHO H KIaprTpoMHALIHH 500 mg 1Ba MbTH AREBHO
npH 21 31pasy A00pPOBOJILH € IOBENO A0 NOBHILABAHE HA CPEIHUTE MAHHMAIHH PABHOBECHH KOHLCHTPAilHH
{Cruin) HA XIAPUTPOMMLKH # TLIOLETA N0 KpuBaTa (AUC), cxoTtBeTHO € 33% 1 18%. PaBHOBECHHTE
KOHLIEHTPALIHH Ha aKTHBHHA MeTaGonuT 14-OH-K1apuTpOMHIIHH HE Ca IIPOMEHEHH 3HAYHTENHO MPH
CIHOBPEMEHHOTO NpunoxeHue ¢ dmykonason. He ce Hanara azanTupaHe Ha 0034Ta Ha KITAPUTPOMMIIHH.

Puronaeup
®apMakOKHHETHYHO NPOYYBAHE € JEMOHCTPHPAIO, Y€ EMHOBPEMEHHO TIpIAarane Ha puroHaBup 200
BCekH 8 vaca u kaapuTpoMHLMH 500 mg Ha Becekn 12 vaca e JOBENO A0 3HAYHTEAHO NIOTHCKAHE H,




Ha KIapUTPOMHIMH. MakcuManHata koHneHTpauns (Crax) Ha KNAPHTPOMULIMH ce TIoBHINaRa ¢ 31%,
MMHHMaMHaTa KoHueHTpaunA (Cpin) ce mosHmaea cse 182% u miowra noa kpueata (AUC) — ¢se 77% npu
€/IHOBPEMEHHOTO MY [IPMEMAHE ¢ PHTOHABHP. HabmoasaHo € NbIHO NOTHCKaHe Ha oGpasysaneto Ha 14-OH-
KapuTpoMULEH. [opany MHPOKHS TepaneBTHYEH IIPO30pell Ha KIAPUTPOMEBIUMH, MpH MAIHEHTH C HOPMAaIHA
On0peuna GYHKIHA HE ¢€ Hanara HaMansBaHe Ha no3ara. Bempexn Tosa, nmpu naunenTn ¢ 650peyHo yBpeKaate,
TpaGBa Aa ce 0GMHCIH CIEHOTO: IPY NALHEHTH ¢ KPeaTHHHHOB KNHpbHC oT 30 go 60 ml/min nosata Ha
KJAPMTPOMIIHH TpabBa 1a ce Hamanu ¢ 50%. [Ips nauMeHTH ¢ KpeaTHHUHOB KNHUpEHe < 30 ml/min nosara Ha
KIapPHTPOMHILIMH TPAOBEA Aa ce HaManu che 75%. Jo3u no-eucokn ot 1 g THEBHO He TpabBa Ja ce npuiarar
€JHOBPEMEHHO C PUTOHABHD.

[Tono6HO ananTHpaHe Ha ao3aTa TpAGBA 1a C& HMa NIPEIBUA PH NalkMeHTH ¢ HaManeHa 6p0peuHa QyHKuMS,
KOTaTO PHTOHABHP Ce H3NON3BA KaTo (apMakokUHeTHYeH noaoGpuren ¢ apyrn HIV npoTea3Hin MHXHOHTODH,
BKIIOUHTETHO aTa3aHaBHP H CAKBUHABMD (BHXKTE NO-A0MY TouKa JIBynocouHH ¢gapMaKkoKMHETHIHH
B3aHMOJEHCTBHA).

Egexmu na krapumpomuyun ¢vpxy Opyzu aexapcmea

BsaumoiieicTBhg, Bazupany Ha CYP3A

EAHOBPEMEHHOTO NPWIOKEHHE HA KIAPHTPOMHIMH, 34 KOATO e H3BecTHO, e maxuoupa CYP3A u nexapcres,
MeTalonn3upani ocHOBHO ¢ noMoniTa Ha CYP3 A Moxe fa nopeje 10 MOBHLIABAHE KOHLIEHTPAIMHTE Ha TE3H
NEKapCTBa, KOETO Ja OBHIIY WM YIBIDKH, KAKTO TEPAIlEBTUYHOTO IEHCTBHE, TAKa H HEXENAHHTE ¢hEKTH Ha

€JHOBPEMEHHO MPHIATaHOTO C KIAPUTPOMHKLUMH JIEKapCTBO.

Vnotpebara Ha KIapUTPOMHLHH € IPOTUBONOKA3HA PH NALMEHTH, NOMyJaBainy cyoctpati ha CYP3A
ACTEMH30J1, LH3AIpua, IOMIEPHAOH, NMMO3H] H Tep(beHaI[HH, Nopanyd PUCK OT YAbJIKABAHE Ha QT HHTEPBAIA H
CHPACYHH apUTMHH, BKIIOUBAIIH KAMEPHA TaXuKapaus, kamepua Gpubpunauna u torsades de pointes (BX. TOUKa
43u44)

Ynotpebara Ha KIapUTPOMHLMH CBHLLO € NPOTHBOMIOKA3aHA C €pro ATKATOHIM, NEPOPANeH MUTA30/1amM,
uaxuburopn 1a HMG CoA peayxraza, MeTaGonu3npany ocHoBHO oT CYP3A4 (Hanp. noBacTaTHH H
CHMBACTATHH ), KOJXHUWH, THKArPENOP H paHONIAa3HH {BX. TouKa 4.3).

MNepopanHu arTHKOAryIaHTH (HAmp. BapdapuH, puBapokcabaH, anukcabaH).

JupextHo neficTBalny nepopantu antukoarynanti (DOAC)

JlHpexTHO NeficTBAlUMAT NepopaieH aHTHKoAryIaHT aaburaTpaH e cyGeTpar sa edulykcHH TpascrnopTep P-gp.
PusapokcabaH u anukcabaH ce metabommsupar upes CYP3A4 u cbiito ca cyGerparu 3a P-gp. Tpabpa aa ce
o6pbina ocofeno BHHMAHHE, KOTATO KIaPHTPOMHLMH Ce TIPHIAra eTHOBPEMEHHO ¢ Te3l CPeACTBa, 0COOEHo MpH
ITALHEHTH C BUCOK PHCK OT KBPBEHE (BXK. Touka 4.4),

Heo6x0nrMO0 ¢ BHAMAHHE KOTATO KIAPHTPOMHLIH Ce TIPHIATa eTHOBPEMEHHO ¢ APYTH ICKAPCTBA, 38 KOHTO ¢
3Hae, ue ca cyberpary Ha eHzuM CYP3A, ocobeHo ako cyberpara Ha CYP3A uMa TeCHH TepaneBTHYHH
rpaHHLH (Fanp. kapbamasenuH) u/wm cyGerpara ce MeTabonu3Hpa eKCTEH3MBHO OT TO3H eH3HM. Moxe na ce
OOMHWCTIH KOPEKLHA Ha K03aTa, H KOTAaTO ¢ Bb3MOXKHO, 3 C¢ TIPOCTIEAABAT BHUMATEIHO CCPYMHHTE
KOHLECHTpallH Ha NeKapeTsarta, kouto ce Metabomisupat ot CYP3A, npH nalMeHTH, KOHTO [TOTy4YaBaT
€IHOBPEMEHHO KNapUTPOMHIKH. JIekapcTRa WM JieKapcTBEHH K1AcoBe, 32 KOHTO ¢¢ 3HA¢ HIIH Ce IIpeanonara,
ue ce MeTabonmuupar ot chuina CYP3A H30eH3MM BKJIIOUBAT (HO TO3M CIHCEK HE € H3YEPIIaTeNcH) anfpasosam,
KapGamMasenuH, LWI0CTA30/, RUKAOCTIOPHH, JHI0ONHPaMuA, HOPYTHHHO, MeTHNTIPSIHA3ZO0IIOH, MHUA30/IaM
(MHTpaBeHO3€H), OMEMPAz0N, HEPOPATHA AHTHKOATYIAHTHA (Hanp. sapapiH), aTHIMYHK aHTATICUXOTHIM (Hanp.

KBETHAIKH), XMHHUIHH, pudabyTin, CHnaeHadun, CHPOIHMYC, TAKPOIHMYC, THA30JAM H BHHOTACTHH, =~~~
P




JlekapcTBa, KOMTO B3aMMOASHCTBAT 4pe3 NOAOOHM MEXAHHW3IMH C JAPYTH H30€H3UMH OT LMTOXpoM P450
CHCTEMATA ¢ ReHATOMH, TeOdHITHH, BANPOAT.

AHTHADHTMHIIM
ChinecTBYBaT NIOCTMAPKETHHIOBH CHOOIICHUA 34 torsades de poinfes HACTBIIBALIM NPH €HOBPCMEHHO

TIPHIIOXKEHHE HA KNADATPOMHLUHH H XHHUIMH WA OuzonupaMii. [IpH eqHoBpeMeHHO NpHilaraHe Ha
KNGPHTPOMULIMH C Te3H NIEKAPCTRA ENeKTPOKAPIHOrpaMHTe TpAbBa Ja ce HadMonasar 3a yobokasaHe Ha QT
HHTEpBATA.

Mo BpeMe Ha nedeHneTo TPAOBA A4 Ce MOHMTOPHPAT CEPYMHHUTE HHBA HA JIEKAPCTBATA.

,[[omannaﬂn Ca NOCTMAPKETHHIOBH CLOOILCHHA 32 XHIIOTIHKEM HA IpH SOHOBPEMEHHOTO NPUIOKEHHE Ha
KNApUTPOMHLIKH B JH30IMHpaMHAA. Cnenoearento Tpﬂﬁl!a Aa ce MOHHTOPHPAT HHBATa HA KPBBHATA 3aXap NnpH
CAHOBPEMEHHOTO NPWIOXKEHHE HA KNAPUTPOMHLHH H AH30MHPAMUI.

[{epopaiHH XHNOTTHKEMHYHH JICKAPCTRA/MECYIHH

[Tpx HAKOH XHTIOTTHKEMHYHH JICKAPCTBA, KATO HATETTHHU M PEMATTHHHA, MOXKe Aa ce BKIIOYH HHXMOHLMA Ha
CYP3A en3uMHTE OT KNapUTPOMMITKH ¥ TOBA Jla NPHUHMHH XATIOTIMKEMHES NIPH €AHOBPEMEHHO TIPHEMaHe.
TIpenopruBa ce BEUMATENHO NPOCICNSBaHe HUBATA HA [IHOKO3aTa.

Omenpason
Knapurpomuums (500 mg Ha Bceku 8 waca) e nipunarad B kKoMOHHaUMA ¢ oMenpason (40 mg AHEBHO) Ha 3APaBH

BLIPACcTHU JIMLA. PAaBHOBECHHUTE MIAIMEHH KOHUEHTPALMY HA oMenpa3ol ce yeenuuaBaT (Cmax, AUC g2au tizce
YBENHUABaT CHOTBETHO ¢ 30%, 89% 1 34%) npu eAHOBPEMEHHO NIPHJIaraHe Ha K1apuTpomuunH. CpenHara 24-
yacosa croliHocT Ha pH e 6una 5,2, xoraTo oMenpa3on € Gun MpHiIarad cCaMOCTOATENHO U 5,7 KOrato oMenpason
€ TIpWIaraH B KOMOGHHALHA ¢ KNapHTPOMHLIHH.

Cunaenadun, Tananadun 1 apaeHagun

Bceku eanH oT TesH docoanecTepasiys MHXHOHTOPH ce MeTabonu3upa none oruactr of CYP3A, xato CYP3A
Moxe na Obic WHXMOMpaH TP ETHOBPEMEHHOTO TPUNAraHe Ha KIAPUTPOMHIMH. ENHOBPEMEHHOTO
TIPMIOKEHHE HAa KIADHTPOMHIMH cb¢ cunneHadwi, Taganapun W BapaeHadwun, OoGMKHOBEHO BOAM /10
nOBUMIABAHE ekcnozulmsita Ha docdoauecrepazHua wuxubutop. IIpH emHOBPEMEHHOTO NPWIOKCHHE Ha
cungeHadmi, Tajatadun H BapAcHadHn ¢ KWIAPHTPOMHUIMH TpaGBa 1a ce OOMHCIHM Eb3MOXKHOCTTa 33
MOHHKABAHE HA TAXHATA 1033.

Teodwnnnn, kapbamazenun

PesynTaTy OT KIMHHYHH IPOYYBAHMA OKA3BAT, Y€ CHIUECTBYBA YMEPEHO, HO CTATHCTHYECKH 3HaTHMo (p <0,05)
MOBHIIABAHE HHBATA KA LHPKYTHPAlWA Teo(HNHH WM kapdaMa3lenmHH, KOraTto efHO OT Te3d JEKapCTaa ce
TIpHJIara EAHOBPEMCHHO ¢ KIIAPHTPOMHIIMH.

Tonrepoaun
MeTaboaH3MBT Ha TONTEPOOMH Ce OCHLIIECTBABA NpeauMHO upe3 2D6 miodopmara Ha uutoxpoM P450

(CYP2D6). Brenpeku ToBa, NpH nonynaumsta ¢ nunca Ha CYP2D6, e ycranoBeHo, ye METabONH3IMBT Ce
WiespinBa ¢ nomowurra va CYP3A. Tpu Tasu rpyma, unxubupadero Ha CYP3A Boan 10 3HAYHTENHO [I0-BHCOKU
CEpYMHH KOHUEHTPAallMH Ha TONTepomuH. Moxe ma e HeoGX0AUMO HaMansABaHe HAa A03aTa Ha TOATEPOAWH B
npucheTBHETo Ha CYP3A HHXMOMTOpH, KATO KNAPHTPOMHMLNH, IPH NONyNaumsTa Ha ciabo meTabonm3uparii
ype3z CYP2D6.

Tpuazonben3onuasenMHy (HANpP. ANMpazonamM, MUIA30IAM, TPHAZOTAM )
Koraro MyMaazonaM ce npwnara 3aeado ¢ knapurpomuims (500 mg Asa mbrd AHerHO), AUC na mupasonam ¢
NOBHIICHO 2,7 NBTH CJI¢/| HHTPABEHO3HO NMPIIOKEHHE HA MHAazonaM. IIpH HHTPaBEeHO3HO NPHJONKGHHE Ha
MHAA30/1aM ¢ KNapUTPOMHLIMH, HauueHTHTe TpsbBa Aa ObAaT pefoBHe HabmomapaHM ¢ Of. i




mpoMAHa Ha fo3ara. [IpHIOKEHHETO Ha MKOA30]aM [0 OPOMYKO3EH MMbT, KOETO MOXE J1a 3a00MKonH
MPECHCTEMHOTO ETHMHAHPAHE HA JIEKAPCTBOTO, ¢ M0-BEPOATHO J1a JIOBEAE A0 B3aMMOACHCTBHE, NOLOOHO Ha
HaGNI0AABAHOTO IS/l MHTPABEHO3HO MPUCKEHNAE Ha MHAA30/IAM, OTKOJIKOTO JI0 B3aUMOAEHCTBUE, NONOGHO Ha
TOBA CJIe]l TTEPOPAITHO TIPHIIOKEHHE.

CpimTe npeanasHd MePkH TpaOBa na ce NPHIOXKAT MO OTHOWEHHE HA JpPYrure OeH30/MaseTIHHM,
meraGonuznpann ot CYP3A, BKmouMTenHo TpHasosaM M anmpasonaM. Tlpu OeH3oauasenMHHTE, YHETO
eIHMHHUpaHe He € 3aBHcHMo oT CYP3A (Temasenam, HMTpasellaM, jOpa3enaM) HE Ce O4YaKBa KIHHHMYHO
3HAYHMO B3aHMOEHCTBHE C KNAPUTPOMHLIMH.

HmMa mocTMapKeTHHrOBH CLOGINEHNA 34 JeKapcrBeHH BiaumogmeiicTBus u edextd Bepxy LIHC (manpumep
COMHOIIEHTHOCT M OOBPKAaHOCT) TPH ¢AHOBPEMEHHO MPHIOKEHHE Ha KJIAPUTPOMHLHH H TpHA30IaM.
IlpenopbyBa ce NpocaeaABaHe Ha MAUMEHTHTE MO OTHOIICHHWE HA TOBHIIABaHE (JapMaKOIOTHYHHTE eeKTHTE

eepxy LUHC.
Apyzu rexapcmeenu e3aumodeiicmenn

Komxuuun

Konxuuun e cyberpar kakto Ha CYP3A, Taka u Ha eryKCHATa TPaHCTIOPTHA CHCTEMa, P-riidkonpotenH (Pgp).
HzpecTHo €, Ye KNapHTPOMHLIMA A IPYrH Makpoiauad ¢a HaxuonTopn Ha CYP3A u Pgp. TIpu eTHOBpEMEHHOTO
NIPHIOXEHNE HA KIAPWTPOMMLUMH H KOIXMIMH, HHXHOMpaHeTo Ha Pgp wiwmm CYP3A oT KnapuMTPOMHLIAH MOXE
Aa fpoBele IO TNOBHIJABAHE EKCMO3HLHATA Ha KOMXUUMH. EQHOBpPEMEHHOTO NpHNAraHe Ha KOJXHLHH H
KNapUTPOMHIIHH € TIPOTHBOTIOKA3aHo (B, Touka 4.3 u 4.4),

LMrokcus

Cuaura ce, 9e JUroKcHH ¢ cy0eTpar Ha eduiykCHATa TpaHCnOpTHA cucTeMa P-rimkonpotenH (Pgp). MssectHo e,
Ye KIApUTPOMHIMH WHxuOupa Pgp. [lpu emHoBpeMeHHara ynoTpeba Ha KIApUTPOMMIMH W JIMTOKCHH,
HHXHOHpaHeTO Ha PEp OT KIAPHTPOMHIMH MOKE [a AOBEAE A0 NOBHIIABAHE HA CKCIIOHIMATA Ha JIHTOKCHH. B
NMOCTMapKETHHIOBHA IIEPOH] Ca CHOOIIABAHM CTYy4YaH HA IOBMINABAHE HA CEPYMHHTE KOHLEHTpalliH Ha
NUrOKCHH IPH IMamHCHTH, NPHCMALTHA CAHOBPEMCHHO KIApHTPOMHLIHH H AWrOKCHH. HsAxoH OT nalMeHTHTe <a
MOKA3aNM KIHHHYHHW [PM3HALIM HA JHIOKCHHOBA HMHTOKCHKAUMA, BKIIOUMTENHO NOTCHIMANHO daranHu
aputMud. CepyMHHTE KOHLUEHTPALlMM Ha AHIOKCHH TpabBa na ObJar BHUMATETHO NPOCHCAABAHH TIpH
NaMeHTHTe, MPHEMAINH €IHOBPEMEHHO JHROKCHH M KIAPHTPOMHIIHH.

Juposynuu
EnHOBpeMEHHOTO NepOPANHO IPAICKEHHE HA KNAPHTPOMULMH U 3unoByaud npu HIV nHpeKTHpany BL3pacTHH

MAIHEHTH MOKE Ja JAOBENE [0 MOHMKEHO PABHOBECHO CBHCTOAHME Ha KOHUEHTPAUWHTE HA 3HIOBYIHH.
Hsrnexaa, 4€ KNIapHTPOMHEHHE NIOBIHARA pe3opOUHATA HAa €AHOBPEMEHHO TIPANCKEHHA NEpopaneH 3HI0BYIHH.
Toea BaumMofeHicTBHE MOKE f1a ¢¢ W3berue upe3 pasfeldHe Ha JO3UTE HAa KNAPUTPOMHUMH H 3WJ0BYIMH 32
[IOCTHIAHE HA 4 — 4aCOBM MHTEPBAH MEXAY NpHEeMa Ha JeKkapcTBaTa. TOBAa BIaHMONEHCTBHE He C¢ MpPOABABA
npH neavarpuHi HIV HH(exTHpadd nanueHTH, NpHeMalld KIAPHTPOMHIMH CYCNEH3HMA ChC 3HTOBYIHH HIH
JWACOKCHHMHO3HMH, BianMmonelicTBHETO ¢ Manko BepodATHO MNpH INPWIOKEHHE HA KAAPUTPOMHLHH 4pes
HMHTpaBeHO3HA HHY3HA.

(DeHUTONH M BANNPOAT

Hannue ca cnoHTaHHM #iH Ny0nMKyBaHu aoknaan 3a ezauMoaeiictens Ha CYP3 A4 HHXHONTOPY, BKITFOUHTETHO
KIAPHTPOMHLMH ¢ JIEKAPCTBA, 34 KOWTO CE CYMTA, Y€ He ce merabonuzipar or CYP3A4 (Hanp. (eHHTOMH M
pannpoar). [lpenopwuBar ce ompefiesisHe Ha CepyMHHTE HHMBA HA TE3IW JICKAPCTBA, KOTaro ¢¢ nNpHaarar
€JHOBPEMEHHO ¢ KIIApHTPOMHINH. JoKIanBaHK ca NOBHIICHH CEPYMHH HHBA.

eynocouniu dpapmaxoxunemuini e3aumodedcmenn




ArazaHaBup
KnapurpoMHUMH W aTasaHaBAp ca cyOcTpard W uAxubuTropy Ha CYP3A n cbleCTBYBAT HAaHHH 33 IBYNOCOYHO

B3auMoAciicTBHE. ENHOBPEMEHHOTO NpHIOKeHUe Ha KnapuTpoMuimH (500 mg nsa MeTH AHEBHO) ¢ aTazaHaBHp
(400 mg BeaHBX AHEBHO} BOAH 10 ABYKPATHO MOBHINABAHE EKCTIOZHUMATA HA KIAPHTPOMMIMH H T0%
NOHIKEHUe Ha eKcrosuupATa Ha 14-OH-knapurpoMuunH, npH 28% nosuienne AUC na atasanasup. [lopaay
WIMPOKHA TepaneBTHYEH NPO30Pell Ha KIAPHTPOMHIIMHE, HE CE Hajlara NOHWKABAaHE HA [03aTa MMPH HAUHEHTH C
HopManHa 6b6pedna dynkius. Tlpu nanuesTH ¢ ymepeHa yspeaeHa Ge6peuna GyHKIms (KpeaTHHMHOB KIIHPBHC
or 30 go 60 ml/min} nosara Wa knapuTpoMuimMH TpAbBa Aa Oboe HamaneHa ¢ 50%. Ilpu maumenTHTe C©
KpeaTHHWHOB KIApBHC < 30 ml/min, mosara Ha wiapuTpoMHIMH TpabGBa Ja Obae Hamanena che 75% npu
M3M0/I3BAHETO Ha NMOAXOMAILA JekapcTBeHa fopMa Ha KnapuTpoMulKH. JIo3H Ha KNIApHTPOMELUHH MO-BHCOKH OT
1 000 mg aHeBHO He TPAOBa Ja Ce pUarar 3aeMHO © NPOTEa3HH HHXHOHTODH.

BnokepH Ha kaniMeBHTE KAHATH
TMpenopbusa c€ MOBHIICHO BHAMAHHE MPH EAHOBPEMEHHOTO NMPHIOKEHHE HAa KNAPHTPOMHLUMH H OJOKEpH Ha

KaILMEBHTE KaHANH, KOMTO ce MeTaGomusupatr oT CYP3A4 (manp. BepanaMin, aMNOJHIHH, JHNTHA3EM),
Mopaas pucK oT xHnotoHns. IliasMeHHTe KOHUEHTPALIMH Ha KIAPHTPOMMIMH M Ha 61OKepUTEe HA Kall[HEBHTE
KaHATH MOXe J1a C& YBENHYAT, KOSTO C& IBIDKH Ha B3auMoacHcTBHETO MM. Bunn ca HabmonaBanH XHNOTOHHS,
OpaZHapHTMHA ¥ TAKTaTHA allMA03a [IpH NalHeHTH, MPHEMAIIH €AHOBPEMEHHO KITADHTPOMHUILHH # BepanaMun.

Hrpakonazon
KnapuTpoMHIIMH M WTpakoHazon ca cyOcrpatd v MHxHOHTOpH Ha CYP3A, koero BoaM 10 ABYNOCOYHO

B3aHMoeHCcTBHE. KIapyTPOMHIIME MOXe Ja MOBHIIH IUTA3MCHHTE HHBA HAa MTPAKOHA30J1, 4 MTPAKOHA30N MOXE
[1a NOBHIIY IUTa3MEHHTE HHMBA HA KIAPHTPOMHLHH. [TanmenTHTE, NPHEMAINH €IHOBPEMEHO KNAPHTPOMHLHH H
HTpaKoHa3oA TpAOBa Ja ObAaT pefoBHO NMPOCEAZBAHH 33 IPH3HALM WIH CHMITOMH HA NOBHIIEH HIH YABIKCH
dapmMakonorndeH edexr.

CakpuHaBHp
KnapuTpOMALIMH W CakBWHABHp ca cyDcTpatd v maxuGuTop Ha CYP3A M e 7nokasaHo HANHIHETO HA

ABYIIOCOYHH IEKAPCTBEHH B3aHMOACHCTBHA. EAHOBpEMEHHOTO MpIIOkKEeHHe Ha knapuTpoMuimH (500 mg nBa
ITBTH OHEBHO)} W CAKBHHABHpP (MEKH »enaTHHoBM Kancynw, 1 200 mg Tpu neTH AHeBHO) npy 12 3hpaBH
HOOPOBONLY € NOBENO 0 CTOMHOCTH B paBHOBECHO CHCTOSHNE HA AUC U Ciex Ha CAKBHHABMP, CHOTBETHO 177%
1 187% T0-BHCOKH OT Te3H IIPH CaMOCTOATEIHO NPHIMKeHHE Ha cakBUHABHD. CrofinocTure Ha AUC 1 Crax HA
KAApUTPOMHLIMH ca OHNH ¢ okoso 40 % [0-BHCOKM B CPaBHEHHE ¢ TE3U [IPH CAMOCTOATENTHOTO IIPWIOKEHHE HA
KapurpoMuui. He ce nanara nmpoMsHa Ha J03aTa NpH €AHOBPEMEHHOTO NMPHIMKEHHE HA ABETE JICKapCTBa 3a
OTPaHHYEH NEPHON OT BPEME B NPOYUBAHMTE AO3H/AEKApCTBEHM (OpMH. JlaHHMTE OT NMpOY4YBAHHATA BEPXY
JIEKAPCTBEHHTE B3AHMOACHCTBHA TIPH TNPUIOMAEHHETO HA MEKHTE JKENaTHHOBM KancCyld MOXKE /1a He ca
NIOKa3aTeNIHA NO OTHOIMEHUE HA e)eKTHTE TIPH MpWIarale Ha CAaKBHHABMP NMOA GopMara Ha TERPAH XKENATHHOBH
kancynd, JlaHHHTE OT NpOpPYYBaHUATA BBPXY JIEKAapCTBEHUTE BIAMMOJCHCTBHA NpH CaMOCTOATENHOTO
TIpUNOXKEHHE Ha CAKBUHABHP MOXE Jia He Ca NOKA3aTeNHH N0 OTHOIIEHHe HA HabMmonaBaHUTe eBEKTH MpH
JIEYEHHETO CBC CAKBHHABHMDP/pUTOHABHp. [IpHM eAHOBpPEeMEHHOTC NPHAOKSHHE HA CAKBHHABHD C PHTOHABHUD,
TpA0Ba N1a e UMAT NPEIBH]L IOTEHLHATHHTE e()EKTH Ha PHTOHABHD BBPXY KIIAPHTPOMULMH (BX. TouKa 4.5).

4.6 DepTnanNTET, GPeMEHHOCT H KbPMEHE

bpemeHHoCT
Be30onacHocTTa Ha KIAPUTPOMHLIKH 3a yroTpeba mo BpeMe Ha OpEMEHHOCT HE e ycraHoseHa. Be3 ocHOBa Ha

TIPOMEHIINBH Pe3YNTATH, TIONYYEHH OT MpOYYBaHHA NPH *XHBOTHY H OTTHTH TIPH XOPa, HE MOKE J1d C¢ M3KIIOUH
BCPOATHOCTTA OT HCKCIAHH peaklHM BEpXy emOpuodeTanHoTo pasBuTHe. B HAkoM 0OCEpBaLMOHHH
MPOYYBAHHS, OLICHABALIH EKCIIO3MLMATA Ha KIAPHTPOMHLIHE NMPe3 IbPBHA H BTOPHS TPHMECTRP, €€ fqboémagg}a
NOBHULLIEH PUCK OT CTIOHTAHEH A6OPT B CPABHCHUE ¢ HEM3TION3BAHETO HA AHTHOHOTHK WJIH H3MOI38A It mqlgg\\
4 (@‘i:/ N
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aHTHOMOTHK IIpe3 CbIlMA nepuog. Hanwuynure enuueMHONOrHYHH NPOYYBAHHA OTHOCHO PHCKA OT CEPHO3HH
BpoOcHH MandopMalMH npH ynotpeba Ha MAKpPONHAM, BKIIOUHTENHO KIAPHTPOMHIHH, TIO BpeMe Ha
GpeMeHHOCT IPeACCTARAT MPOTHEOPEYHBH pe3yntaTi. [Topaau ToBa He ce penopbypa ynotpebara no speMe Ha
OpeMeHHOCT, 6€3 112 € HaIIPABEHA OLIEHKA HA CHOTHOLICHHETO [OA3a/PHCK.

Kxpmene

Be30nacHOCTT2 Ha KIIAPHTPOMHLIMH 110 BpeMe Ha KbPMEHe He € yCTaHoBeHa. KnapHTpoMuLkH ce eKCcKpeTHpa B
KbpMaTa B MaIKH KONMYECTBAa. VI34HCIEHO €, Ye KhpMauero, e moiyyd okoiao 1,7% o1 noszara
KIApPHTPOMHLIME, KOPHTHPaHa cTiopel TErNoTo Ha Maiikara.

Deprunuier
TTpoy4BaHHATA NIPH TUTEXOBE HE TIOKA3BAT NAHHH 32 BPEAHH eekTH BbPXY depTHIMTETA (BA. TOUKa 5.3).

4.7 EdexTH BBpXY cniocolHocTTa 33 modupane n paboTa ¢ MAITHHH

Hsama gaHHM 3a BTMAHHETO HA KIIAPHTPOMHLMH BBPXY cnocofHOCTTA 33 modupane wiy pabora ¢ MalnuHy. [1pu
mogupase uny padora ¢ MalnWHA TpADRa Aa ce MMa TIpefBHI BEPOATHOCTTA 34 TIOSBA HA BEPTHIO, 3aMaAHOCT,
00LPKAHOCT H AC3OPHEHTALIAA.

4.8 Hexeaann jleKapcTBeHH peakuHu

06001IeHHe Ha npoduia Ha Ge30macHocT

Haii-yecTo HabnoIaBaHHTE HEKENAHH JEKAPCTBEHM PEaKLMH, CBbP3aHH ¢ TCPANUATA C KIAPHTPOMHUMH [IPH
Bb3PACTHH W TIEAHATPHYHA ITONMYAUHEA, ca KopeMHa GoJka, THapus, rajieHe, MOBPBIIAHE H IPOMEHCH BKyc. Tesn
HEXenaHu peakuHiH OGHKHOBCHO Cca JIeKH IT0 HHTEH3HBHOCT MU ¢4 B CLOTBETCTBHE C IMO3HATHA l'lpOdJHJ'I Ha
6e30IacHOCT Ha MaKPOJIMAHNTE AHTHOHOTHLM.

Hsma 3HAauuMa paznHka B 9eCTOTATAa HA TE3H HEWKENAHM PEaKIMH OT CTPaHa Ha CTOMALIHO-YPEBHHSA TPAKT MO
BPEME HA KITHHHYHH NPOYYBaHH MEX/y TIONyNaliMHTe NallHEHTH ¢ WK 6¢3 npeaiecTBalH MEKOOAKTEPHaHH
HHpEKLHA.

Cnenpamara Ta0nHia TOKasBa [JOKIAABAHMTE HEMENaHH peakudd OT KIMHHYHH APOYYBAHHA M
MOCTMAPKETHHIOB OIMT C KIAPHTPOMMIMH TPaHYJNH 34 TNepopaiHa cycneHsua, TalNeTkH ¢ H3MEHEHO
oceoGokIaBaHe, PUIMHMPAHHK TAONETKY 1 Npax 33 HHOY3HOHEH PA3TROP.

Peakuuure, CHMTaHH KaTO TOHC BH3MOKHO CBEP3aHH C KNAPHTPOMHELIMH, Ca MOKa3aHH N0 CHCTEMHO-OPraHHAaTa
KnacHQHKaLUKA M ONpedecHH 10 9eCTOTa KaTo: MHoro 4ectd (> 1/10); wectd (= 1/100 po < 1/10); HewectH (=
1/1 000 mo < 1/100) H c HEMIBECTHA YECTOTA (HEKCNAHUM PEAKLIHHM OT MOCTMAPKETHHIOBHA NIEPHO; MECTOTaTa HE
MoKe 1 CE ONPEACIH OT HATHYHHUTE AAHHH).

BB BefKa Ipymna Mo YECTOTa HEKENAHATE PeaKHH ¢a NpeICcTABCHH B HA3XOAMAN] pe Ha TAXHATA CCPHO3HOCT,
TaM KBACTO CEPHO3HOCTTA MOKe Aa ObJe oleHeHa.

C HeH3BeCTHa

MedDRA-6a3a JecToTa*
Muoro Yeen

AaHHH qecTH 1/ 100 10 Hedectn (oT HaAMYHHTE
CHcTeMHO-0pranna E1/10) 221 110) A (=1/1 000 no < 1/100) JAHHH He Moke 13
Kaacnpuxannn - 6bae nanpasena

OlieHKA)

1
Hudexmmu u Leaymur’, kanmanosa, Il¢cesgoMeMOpaHO3eH
HHDECTAUH racTpOEHTEPHT”, KOJIHT, CRUBATIC -
HHQEKIHS , BATMHAJIHH ’/E Rea):] ;;J\
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HHGEKIMH

Hapymenus Ha J'[emconemm,4
KPBBTa U TuMbHAaTa HEYTPONEHHA, ATpaHyIOUHTO33,
CHCTEMA TpoMBoLUTEMHS’ TPOMBOLMTONEHHNS
eozunodunms’
AxadunakTonaHa
Hapywenna Ha eaxfll T ki R —
HMYHHATA CHCTEMA peakLud, peaKiusd, aHTHoeAEM
CBPBXYYBCTEHTEIHOCT

Hapymenns Ha

AHoOpeKCHs, MOHIKEH

MeTalonH3Ma 1

XPAaHEHETO aneTHT
TcrxoTHunH
HapyILIeHHS,
o0LpKaHOCT,

TTeHxHaHKn JieriepcoHanu3anys,

HApYLICHUS beschume TpPeBoKHOCT, HEPBHOCT | JeNpecHs,
HEe30pUEHTALIHA,
XaTIOUWHALIMH
HeoOMYaliHe ChHMILA,
MaHHA

Hapyuienus Ha Hucreysus, 3ary6a Ha cb3HaHue', KonByncuu, areysus,

rmapobonue, JIMCKHHE3NA!, 3aMatHOCT, | MApOcMiA, aHOCMHA,

HCPBHATA CACTEMA

IpOMEHEH BKYC | CBHAMBOCT, TpeMoOp napecTesns
HapynicHus Ha yXoTO Beprturo, HapylmcHua Ha
I'nyxora
H nabupuHTa clyXa, THHATYC
CobpaeteH apect’,
1 )
Cupreuss TIPEACHPAHO MBXAEHE , Torsades de pointes,
HAPYIICHNS yunnked QT Ha EKT, KamepHa TaxvKapirs,
€KCTPacHCTONH ', KaMepHO MBXIeHe
NAJIIHTALHH
C1bO0BH HAPYIIEHHA Basonunaraums’ Xemoparus
Pecnmparopuu,
TPBIHE H AcrMa!, emuctakcue?,
MEeAHACTHHAIHH Genoapobex emMGom3nM!
HAPYIIEHUA
Ezodarur’,
racrpoesodareanta
Tlapus peduykcna Gonect?,
HOBp‘pr;aHe racTpHT, IPOKTAITHA, OCTBbp NaHKpeaTHT,
CroMalllHO-upeBHH PR ’ CTOMATHT, TTIOCHT, NpoMAHA B L{BETA HA
HApYIIEHNUA raneHe i KOHCTHITALIU, €3dKa, IPOMSAHA B
’ MOayBaHe Ha KopeMa®, LBETA Ha 3B0HTE
KopeMmHa Goka
CyXOTa B yCTaTa,
OpHrBaHe,
dnarynennps
Xonecraza®, xemarur?
AbHopmeH OBMIIER ;Jlamm ’ Yeprogpobua
Xenaro-OunHapsn YepHOOPOOeH HETOCTATBYHOCT,
aMHHOTpaHchepasa,
HapyLIEHHA dyRKunOHANEH XemaTouenynapHa
MOBHILEHA AcApTaT
TEeCT KBITEHHIE
aMHHOTpanchepasa, e
12
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NOBHILEHA rAMa-
rayraMuiTpancdepasa’

Hapyimenns sa

BynoseH gepMaTHT’,

Cunppom Ha CTHBBHC-
JIHOHCHH, TOKCHYHA
enuaepMaiHa
HEKpONH3a,
JeKapcTBeH 00pHB ¢

wpoex HKapHa
KO’KaTa H IIoAKeKHaATa g:r?:';; 032 ; P J'[O’lz,al::'lT JIOZE:?H i CO3HHOPUINA H
TbKaH PXHIp o 6i “:‘ o ¥ CHCTEMHH CHMITTOMH
P (DRESS), akne, ocTpa
reHepanuzHpaHa
EK3aHTEMAaTO3HA
nycryaoza (AGEP)
Hapynrenus ra
MYCKy/HO-CKeNleTHaTa MyCKyJTHH CTIa3Mu?, Mutonarus
CHCTEMA U MYCKYJTHO-CKENeTHa aﬁnomuo.l;uwz**
CheHHHTETHATA CKOBAHOCT', MHAJITHS P
TBHKAH
HYCHHE HA Bubpeuna
Hapywenus Ha Vaenue 1 pe
SOpemTe i KpeaTHHHHA B KPBBTA', HEeOOCTATBYHOCT,
yBeJIMuEHHE Ha YPeATa B | HHTCPCTHLHANEH
MHKOYHHTE ITHTHLIA )
KpPBBTA HedpHT
Bonka Ha
Onebut Ha MACTOTO Ha Hepasnonoxenne®,
OBk HapyIeHnA 1 MACTOTO HA | MHKexTHpaHe' | noBulIeHa TemnepaTypa’
e(eKTH Ha MACTOTO Ha “p P 4
HHKEKTHPaH | BhINaneHWe Ha | acTeHMd, rpbana Honka’,
IPHIOKEHHE 1 4 4
e MSACTOTO HA BTpHcaHe®, yMopa'
HIDKEKTHpane!
AGHOPMHO
CHOTHOIIEHHE
anbyMun/rnobymun', [Mosuinen INR,
MOBHIIEHHE HA YABLKEHO
Hzcnenpanus ankanHara gocdaraza NPOTPOMOMHOBO

B KpbBTa', moBHLIEHHE
HA JIAKTAT
AEXUAPOTEHAZaTa B
kpbBTa*

BpeMe, aGHOpMEH
LBAT HA YPUHATA

*TlopaaM Tosa, Y€ TE3M PEAKLIHH Ca AOKIAABAHH N0GPOBONHO OT NOMYNALMA ¢ HEONPEACHeH pasMep, He BHHarn
€ BBL3MOXKHO 1d C€ TPEeANOAKH TAXHATA YeCcTOTa WIH Ja ce YCTaHOBH TIPHYMHHO-CIIENICTBEHATa BPL3KA C
CKCTIO3HIMATA KbM JIGKAPCTBOTO. EKCTIOZHIMATA HA MALHEHTHTE C& MpEAnonara ja € no-roiaMa o1 1 MUnHapn
JHHU NMaHenTo-TeHeHHe 38 KIAPHTPOMHIIHH.
**B HAKOM OT JOKJIAHTe 3a palAOMHONH3A KNAPHTPOMHIIKH € TIpIUIaraH eAHOBPEMEHHO C APYIH J1€KapeTBa, 3a
KOHTO € H3BECTHO, Y¢ Ca CBbp3aHM C IosBaTa Ha pa0aoMHONH3a (karo crarHay, PHOpaTH, KOMXHIMH WIH

AOITYPHHOI ).

THJIP moxnazsaHH camo 3a Npax 3a HHQY3HOHEH Pa3TBOD

?HJIP noxnagBaHU CaMo 3a TaGNETKH C H3MEHEHO OCBOOOKIaBaHE

*HIIP nox/iagBaHy caMo 3a rpasyH 3a Nepopania cycneHcus

*HJIP noxianBaHu camo 3a (uiMHpann TabreTky ¢ HezabasHo 0cBOGOKIABaHE

~
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HMyHOKOMIPOMETHPaHH TAHUEHTH

ITpu naunentu cbe CITHH 1 apyrd HMYHOXOMIPOMETHPAHH NALMEHTH, JEKYBAHH € NO-BHCOKH NEPOPATHH 103K
KJIAPHTPOMHLMH 33 MPOIBL/DKHTENCH Nepuoj 3a MuKobakTepHarHy HHpexuun, yecto € GWio TpyaHo Aa ce
OTNIMYAT HeXeaHHTE PeaklMH, CBEP3aHH ¢ KnapuTpoMuuuH oT cummromure Ha CIIMH wnu uHTepKypeHTHO
3abonsAsase.

1py BR3pacTHH DALMEHTH, NEKYBaHY ¢ KiapuTpoMHLuH 1 000 mg ofma nHeBHa 1034, HAH-4ECTO AOKNANBAHUTE
HEKENaHH PEeaKLHU ca rajeHe, MOBPLLLAHE, NPOMAHA Ha BKYCa, KopeMHa Gonka, AMapus, oOpuBH, QraTyeHuys,
rragobonue, 3anek, HapyIIEHHA HA CTyXa, IOBMILEHH CEPYMHA IIyTaMaT oKcanoaueTar tpancamunasa (SGOT)
H cepyMHa TNyTamar nupyBaT TpaHcaMmunaza (SGPT). JoneiHHTeNHY CBOMTHA ¢ NO-HUCKA YECTOTA €A 3aayX,
fe3chbHME W CYXOTA B yCTaTa.

IIpy Te3H MMYHOKOMIOPOMETHPAHH MAUHEHTH TabopaTOpHUTE MOKAZATENAM <a OLEHSHH IIPH aHANH3IHpaHe Ha
Te3W CTOMHOCTH 0e3 BKIFOMBAHE HA TONEMHTE OTKIOHEHUA (EKCTPEMHO BHCOKH H E€KCTPCMHO HHCKHM) 33
KOHKPETHOTO H3cneapaHe. Ha azara na te3u kputepiu, okono 2% ao 3% oT T¢3u NalMEeHTH, KOHTO Noayvasar
1 000 mg KIapHTPOMULAH JHEBHO, ¢a UMAIH CEpHO3HO moBumeHi HuBa Ha SGOT u SGPT n abHOPMHO HHCHK
Opoii Oenu KPBBHH KIIETKH H TPOMGONMTH. HECHK IIPOLIEHT MaleHTH ¢a OMIIM C MOBMLLIEHH HEBA Ha ypes.

Crofiasane Ha HOJO3HMPAHH HEXEIIAHH PEAKIIHH

Cpo0bilaBaHeT0 Ha MOAO3MPAHM HEKEAKA JICKAPCTBEHM DeakuMH CJel pa3pelnaBaHe 3a yrnoTpeba Ha
JTekapcTBEHHs TIPOAYKT e BakHo. Topa mo3ponssa Aa POALIKY HAONIOAEHHETO HA CHOTHOILICHHETO MON3&/PHCK
33 JIEKApCTBEHHA MPOAYKT. OT MENMIMHCKMTE CIICLHAIMCTH ce U3HCKBA Jia choOliaBaT BCAKA MOJO3HpaHa
HeXKeJlaHa peakLHd 9Ypes HalHOHATHATA CHCTEMA 3a Cho0IIaBaHe:

H3menHuTERHA areHnus no neKapeTeaTa
yn. ,Jdamad I'pyes” Ne 8

1303 Codmin

Ten: +35 928903417

yebcaitT: www.bda.bg

4.9 Ilpenoznpane

CaMnroMu

TMonyueHuTe CROOIICHHA MOKA3BAT, Y€ TPHEMA HA FOJEMH KONHYECTBA KIADHTPOMMLHH MOXKE Ja JOBCIC 0
MOABATA HA TACTPOHHTECTHHATHH CHMOTOMH. IIpH eNHH MalMeHT c aHaMHesa 3a GHIONAPHO Pa3CTPOiicTBO,
npien 8 g KIAPUTPOMHULHH ¢ HAGmoJaBaHO MOCNENBAII0 HAPYLISHHE HA MeHTAIHMTE (YHKUHH, IapaHOUIHO
MOBEACHHE, XHIOKATHEMHA H XHMOKCEMHAL.

Jlewenue
Hexenanure e(])CKTH, TNpHApYXasally Npeno3npaHeTo, 'rpxﬁaa Aa ce JEKYBAT CbC CBOCBPCMEHHO €NUMHHNpane
Ha HeaGcopOHPaHOTO JICKAapCTBO W MONTBKAIIM MepkH. KakTo npd ApyrHre MakpoJNHIH, HE CE OYaKBa
CEPYMHHUTE HMBA HA KNGPHTPOMHLIHH Oa C€ MOBIHAAT 3HAYHATENIHO MNpPH XeMOoIHanHu3a MW MNEPHTOHEANHA
Jvanusa,

5. ®APMAKOJOIHYHH CBOHCTBA

5.1 @apmakoaHHAMHYIHH cBOilcTBA
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apMakoTepaneBTHYHA TpyNa: AHTHOAKTEPHANHHM JIEKapCTBCHH TPOAYKTH 3a CHCTEMHO [IPHIOXCHUE,
makponuau; ATC xoa: JOIFAQ9.

KyapuTpOMMIMA € NOJYCHHTETHUYEH MAKpOIMAEH aHTHOMOTHK nonydeH 4pes sams#a wa CH:O rpyma ¢
xuapokcwiHa (OH) rpyma Ha nosuuus 6 OT epHTPOMHUMHOBHA NakTOHEH npbeTeH. TTo-KOHKPETHO
KNapuTpoMALHH ¢ 6-O-meTnn epurpoMuumH A. Benuar no moutH Osyi aHTHOHOTHYEH Mpax € TIOPUMB,
TIPAKTHHECKH 0§63 MHPH3MA, MO CHIISCTBO HEPasTEOPHM BbB Bona H ciado pasTBOPHM B €TAaHON, METAHON H
aueToHMTpuI. Heroeoto monekynno terno e 747,96.

MikpoGuonorus

KJrapHTpOMHUMH YIIpaKHABA AHTHOAKTEDHATIHOTO CH AEHCTBHEe Ype3 cBbp3BaHe ¢ 508 puOosomHara
cyGeMANLA HA YYBCTBHTENTHATE GakTepUM, KaTo MO TO3H HAYHH [I0THCKA IPOTEHHOBHS CHHTCS.

KnapHTpoMHLIMH TOKa3Ba OTIMYHA iW VilFe aKTHBHOCT Cpellly CTaHZApTHW maMoBe 0aKTepHH H KINHHHYHH
n3onaru. Tolf mpuTekaBa MHOro MOINHO AHTHOAKTEpPHANHO AEHCTBHE Cpelly LIMPOK CHNEKTBLP OT acpoOHH M
aHacpoOHH ['paM-moNoxkuTENHH M ['paM-OTPHUATENHHM MUKpOOpraHMsMu. MHHHMamHHTE MHXHOHpaIuy
koutentpaumn (MHK) Ha KIapuTpoMHUMH KaTo UANO ¢a ¢ eaHo log paspexaade mo-cunad or MHK na
CPHTPOMUIIHH.,

In vifro DaHHEUTE CHINO [I0KA3BAT, Y€ KIAPHTPOMHIINH HMA OTIIHYHA aKTHBHOCT cpely Legionella pneumophila v
Mycoplasma preumoniae. Toit e Gaxtepuunaed 3a Helicobacter pylori, Ta3u akTHEHOCT Ha KIAPDHTPOMHIMH €
No-BHCOKA IIpH HeyTpanHo pH, otxonkoro npH kuceno pH. fr vitre W in vive JaHHMTE MOKa3BaT, He TO3H
AHTHOUMOTHK HMa aKTHBHOCT Cpeily KIMHHYHO 3HAYHMH MMKOOAKTEpPHATHHA BHAOBE.

In vitro naunuTe noxassar, ue Enterobacteriaceae, Pseudomonas BUI0BETE H IpYyTd HE GepMEHTHPALILH FAKTO032
I'pam-oTpuLaTen K GakTepHH He ca YyBCTBUTENHH KbM KIapHTPOMHIIMH,

KnapuTpoMHKIMH € MOKa3a aKkTHBHOCT CPElLy MOBEYETO WAMORS HA CIETHHTE MMKPOOPraHH3MH, KAKTO i1 vifro,
TAKA H OPH KIHHAYHH HHGEeKINH, KAKTO € ONHCcaHo B Touka 4.1:

Aepobru lpam - ROROXCUIMERHY MUKPOOD2AHUIMU
Staphviococcus aureus

Streptococcus pneumoniae

Streptococeus pyogenes

Listeria monocytogenes

Aepobuu [ pav - omputiamennu Mukpoopeausiu
Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

g'ggzu MUKPOOPAHUIM U

Mycoplasma preumoniae
Chlamydia pneumoniae (TWAR)

Muxobaxmepuu
Mycobacterium leprae

Mycobacterium xansasii

- ‘,.....__,_._

Mycobacterium chelonge /”//,:r ‘r\ﬂxi? %) “\
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Mycobacterium fortuitum
Mycobacterium avium complex (MAC), cecroawm ce ot: Mycobacterium avium
Mycobacterium intraceilulare

Bera-nakrama3sHara nponykius He TpAGBa Na HMa edeKT BBPXY KIaPHTPOMHIIMHOBATA AKTHBHOCT.

3abenexka: [lopedero maMoBe METHULWIHH-DE3UCTEHTHH M OKCAIMIHH-PE3NCTEHTHH CTaQWIOKOKH ca
PE3HCTERTHH KBM KJIAPHTPOMHIIHH.

Helicobacter

Helicobacter pylori

H. pylori € U307MpaH B KyJITYDH, OTy9eHH NIPEIH TEPANMATA, KaTo KnapuTpoMuimiH MIC ca onpeaenehu npeau
Jedenuero nipy 104 namuenTa. OT TAX 9eTHPAMA MALMEHTH HMAT PE3MCTEHTHH ILAMORES, ABAMA TMALIMEHTH HMAT
IAMOBE ¢ MEKAHHHA HYBCTBUTENHOCT i 98 ManueHTH MMaT 9yBCTBHUTETHH UIaMOBE.

Cnennure in vitro NaHAM Ca HATMYHH, HO TAXHATA KIMAWYHA 3HAYMMOCT He € W3pecTHA. KnapurpoMHuMH
TIOKA3B4 in Vitro AKTHBHOCT CPEIlly [I0BEYETO WAMOBE OT CeAHHTE MHKPOOPraHHW3MH; BCe M1aK, Ge301acHOCTTa M
€(EKTHBHOCTTA HA KIApUTPOMULUMH [pPH J€ueHHe Ha KIHHWYHH MHQEKUMH, IBDKAM Ce HA Tesu
MHKPOOPFaHM3MH, HE Ca YCTAHOBEHH NPH 33J0BOHTENHH H o0pe KOHTPOIMPAHH KITHHASHH H3TTHTBAHHA.

Aepobuu I pam-nonoicumennu Muxpoop2aHuami
Streptococcus agalactiae

Streptococei (Tpyna C, F, G)

Viridans zpyna streptococci

Aepobnu I pam-ompuyamennu Mukpoopzanuzmu
Bordetella perrtussis
Pasteyrella multocida

Anaepobru I pam-noroscumeniu MUKpoop2aHuzmMu
Clostridium perfringens

Peprococcus niger

Prapionibacterium acnes

Anaepobnu I'pam- ompuyamenni MUKpOOD2aHUIMU
Bacteroides melaninogenicus

Crupoxemu
Borellia burgdorferi
Treponema pallidum

Kavnunobaxmep
Campylobacter jejuni

OcHopHuAT MeTadONUT Ha KIAPHTPOMUMIMH TIPH YOBEKa H APYTH NPUMATH € MUKPOGHONOTHYHO AKTHBHHAT
meTabomar 14-OH- wiaturpoMuups. To3d metabosHT € ChIIG TONKOBA AKTHBEH HilH 1 A0 2 IbTH NO-MAIKO
aKTHBEH OT M3XOIHOTO CHEAMHEHHE 33 IOBEYETO OPraHU3MH, ¢ W3KIoueHHe Ha f. influenzae, cpenty Koiito e
IBa MBTH NMO-aKTHBEH,

Haxonsoro Bemectso W 14-OH MeTaGonuThT YNpaXHSBAT agWTHBEH HIH CHHEPrHuyeH eexT Bbpxy .
influenzae in vivo W in vitro, B 3aBUCHMOCT OT GaKTepHAIIHUTE 1IaMOBE.
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3a KNapUTPOMHLIMH € YCTaHOBeHo, 4e e 2 a0 10 IBTH TI0-akTHBEH OT €EPUTPOMHIMH B HAKONKO
CKCTICPHMEHTANIHM JKMBOTHHCKH HWHQEKUHO3HH MoJena. YCTAHOBEHO € HalpuMep, Y€ ¢ no-eeKTHBEH oT
€PHTPOMHIHH [IPH MHITH CHCTEMHH HHEKLHH, MHLIW NOAKOKHY aGCIecH W MHIIH HHQEKIHH Ha THXATC/IHKTE
NbTHIA, NPUUMHEHH OT S. preumoniae, S. aureus, S. pyogenes W H. influenzae. TIpn Mopckm CBHHYETA ¢
NerHoHeNHA WMH(EKUHA, To3H edeKT € NO-CHIHO H3paseH, HHTpallepuTOHeanHa josa or 1,6 mglkg/aen
KIapUTPOMHIMH € no-edexThBHa oT 50 mg/ kg/ IeH epHTPOMHIIAH,

TecroBe 3a 9YBCTBHTENHOCT

KonuiecTBeHH METOIH, KOWTO M3HCKBAT M3MEpBAHETO HAa 30HOBH JAHAMETPH JABaT Half-TOYHHTE NPEUSHKH 33
YyBCTBUTENHOCTTA Ha OaxTepHuTe KEM aHTHMHKpoGHHTE Nekaperea. Exna npenopsiada npoleaypa H3MoA3Ba
IMCKOBE, HAaTIoeHH ¢ 15 [g KnapHTPOMHLMH, 32 H3CIeNBaHe HA YyBCTBUTENHOCTTA (Andy3uoHeH TecT Ha Kbpbu-
Bayep); WHTepNpeTHPAHETO KOPETHpa AMAMETPUTE HA MHXMOWTOpHaTa 30HA Ha TO3H JHCKOB TecT ¢ MHK
croiinocTHTe Ha KiapaTpomkiuy. MUK crofimocture ce onpeneiart 4pe3 OyJbOHEH WM arap-THIYUMOHEH
MeTol.

Ipn 1e3m nponenypu coolimeHHe oT gaboparopHsTa 3a ,,MyBCTBHTENIHH TOKAa3Ba, 4¢ HHQEKTHPAILHAT
MHKpOOPTaHHIbM BEPOATHO INE OTrosopH Ka nedednnero. CpollleHne 3a ,,pE3MCTEHTHH [IOKA3Ba, Ue
MHQEKTHPAIAAT MMKPOOPraHH3bM BEPOSTHO HAMAa 0@ OTroBOpH Ha TepamnaTa. Choblnenwe 3a ,,MEXIMHHA
9yBCTBHTENHOCT NpeAmnoiara, 4¢ TEPaneBTHYHHAT e)eKT Ha JISKapCTBOTC MOKE Ia € HECUrypeH HAW
MHKPCOPraHH3MET 1 Oh1¢ 9yBCTBUTENCH, AKO CE W3MOT3BAT MO-BUCOKH Jo3H. (MeXHHEATA 4yBCTBHTE/IHOCT
CBILIO C& HapHM4a YMepeHa YyBCTRHTEIHOCT)

Mons, BixTe cnemmduynara wadopmauma 3a Bamara cTpaHa HIH PerHoH OTHOCHO TPaHHYHH CTOHHOCTH 3a
JyBCTBHTEHOCT, PE3UCTEHTHOCT M MEXKIHHHA 9YBCTBHTEHOCT.

5.2 ®apMaKkoKHMHETHYHH CBOHCTBA

Abcopbums

KunetukaTa Ha NepopanHo NpHIOKEH KIapHTPOMUALEH TabneTky ¢ YIBKEHo 0cBo00KAABAHE € IPOYYEHA IIPH
BB3PACTHH MHIMBHIH W cpaBHeHA ¢ TasM Ha KiapuTpoMunmH 250 mg u 500 mg, tabnetkn ¢ HezabaBHO
oceoboxJapaHe. YCTAHOBEHO €, 4e CTeneHTa Ha aGcopGlHA € eKBUBANEHTHA NPH (IPHEMA HA ¢IHAKBH JHEBHH
I03H. AGCOMOTHATa OHOHATHYHOCT € NpuGiHauTenHo 50%. YeTaHOBEHA € HHCKA WX JIUNCBAILA HENpEABHICHA
aKyMynailhis H MeTabONHTHATA IUCTIO3MIMA HE Ce MPOMEHs NIPH Xopa Clell MHOTCKpaTHo Jo3upaHe. basupano
HA 3aKTYCHUETO 34 CKBHBANICHTHATA CTENeH Ha alcopOuua, cleAHuTe in vivo H in vifre NaHHH ¢a NPATOXKHMHA
KBM TabIeTKHTE C YIBIAEHO OCBODOK AaBAKE.

Paznpenenenue, 6uorpancdopManng v enuMUHHpaHe

In vitro

In vitro npoy4BaHHs NOKa3Bat, Y& CEBP3BAHETO HA KJIAPUTPOMMIIHH C YOBEUIKHTE MNa3MeHH IIPOTEHHH CPEIHO €
okoao 70% npu koHueHTpaumu ot 0,45 a0 4,5 pg/ml. TloHwkasaHe Ha cBBP3RaHeTO 0 41% npu 45,0 pg/ml
[peAnonara, Ye MecTara Ha CBLp3BaHe Morar Aa OBAaT HACHTCHHU, HO TOBA CE CITy4Ba CaMo MPH KOHUEHTPAIHM,
Daned HATXPBPALIH TEPANEBTHYHHTE ICKAPCTBEHH HHBA.

In vivo
PesynTatd OT npoy4BaHus ¢ >KHBOTHH TMOKA3B&T, ¢ HHBATA Ha KIAPHTPOMMLUMH BBB BCHYKH TbKAaHH, C
H3KI0YEHHE HA LIEHTPANHATA HEPBHA CHCTEMA, ¢4 HAKOJNKQ ITHTH IO-BHCOKHM OT LMPKYNHpPALIMTE HMBA HA
nexkapcTBoTo. Hal-BHCOKM KOHUEHTpallMH ¢€ OTKpHBAT B 4YepHns Apo0d W Genwte apoboBe, KbOETO
CHOTHOLLIEHHETO ThKad/mna3Ma (T/P) poctura 10 go 20.
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3dpasu undueudu

I[Ipu HaxpaHeHH NallMeHTH, KOHTO npuemar 500 mg KIapHTPOMHUWH, TaBNETKH ¢ YABDKEHO 0CBOOOXKAaBaHe,
€IHH TbT IHEBHO, MAKCHMANHHTE DABHOBECHH IUIA3MEHH KOHLEHTPALMH HA KIApHTpOMMUMH u 14-OH-
knapurpoMAlMH ¢a 1,3 ug/ml u 0,48 pg/ml, chorbeTHo. ENHMHUHALIMOHHHAT NOTYXKHMBOT Ha H3XONHOTO
nekapcTBo € Okono 5,3 u Ha Meradonura 7,7 uaca, choTBeTHo. Korato knapuMTpOMHLHH C YABIKEHO
ocsoboxnasane 1 000 mg ce mpunara penubxk aHeBHO (2 X 500 mg), Cmex B PaBHOBECHO CBCTOAHHE Ha
KNAPUTPOMHLHMH H HA HETOBUAT XHAPOKCHAMpaH Merabonur ca cpeaHo 2,4 pg/ml u 0,67 pg/ml, cworserHo.
Monyx’HBOTET HA WIXOAHOTO JEKAPCTBO, Npd A0a or 1 000 mg e npubmmswrenno 3,8 vaca, a Ha 14-OH-
KJIGPHTPOMHLIAH € 0kono 8,9 1yaca. Tumax 32 500 mg 1 1 000 mg aozure e npuGnasuTeHO 6 vaca. B papHOBecHO
cberosHie HHBata Ha 14-OH-knapuTpoMuumms He <€ NOBHIIABAT TPOMOPLHOHANIHC H& MpHETaTa [103a
KJAPUTPOMHLIHE, a NONTYKHBOTET HA KNAPWTPOMMIINH W HErOBHA XMIPOKCHITNPAH METabOMHT € ¢ TeHASHLAA Ja
Obje No-ABABT NMpPH TI0-BHCOKH N034. ToBa HenuHcHHO (apMaKoKMHETHYHO MOBSISHHE HA KJAPHTPOMHLMH,
3aeJHO ¢ OOLIOTC MOHHXKEHHE BbLB ¢opMupaHero Ha 14-xuapokcHmupadnd W N-meMeTHIHPaHH NpPOAyKTH NpH
TIO-BRCOKHTE 03K N0KA384a, Ye HENMHEHHUAT MeTaboNH3IBeM Ha KAapHTPOMHLHH CTaBa MO-CHIHO W3Pa3eH IpH
I10-BHCOKH NO3H.

VpHHHATA eKCKPells NpeAcTapissa npronuinTendHo 40% ot no3ata HA KAAPHIPOMUIMH. ExuMuHUpaHeTo ©
dexamipTe e MAGTA3ZATENHO 30%.

HHayuenmu

Knapurpomutyn M Rerosust 14-OH meraGonut ce pasnpenenst Oup3o B TENeCHHTE ThKAHW M TEYHOCTH.
OrpaHM4eHH JaHHH OT Mambk Gpoif mauueHTH Npennonarar, Me KIAPHTPOMHUMH HE NGCTHra 3HAMHMH HHEA B
uepefpocnuHaNHaTa TEYHOCT Cejl OpaIHd A03H (T.e. camo 1 ao 2 % OT cepyMHHTe HHBA B LiepeOpOCIIHHANHATA
TEUHOCT NMPH MAIMEHTH ¢ HOPMAJTHA KPEBHO-THKBOpHA 6apuepa). KOHUeHTpaluTe B TEKaHHTE 0OHKHOBEHO Ca
HAKOJKO ITETH NMO-BHCOKH OT CEPYMHHTE KOHIIEHTPAITHHA.

Yeprodpobro yepeacoare

B npoyusaHe, CPaBH/ABAMIO €AHA IPYIIa OT 3APABK XOpa C Ipymna IALHEeHTH ¢ YepHOAPOOHO yBpekaaHe, Ha KOUTO
ce gapat 250 mg KIapuTpOMHIINH ¢ He3abagho ocBoboxkaasaHe b.i.d. 3a 1Ba IHW W eaMHENAA 2032 o1 250 mg Ha
TPETHA [eH, INa3MEHXTE HUBA B DABHOBECHO CHCTONHHE U CHCTEMHHST KJHPBHC HAa KNapHTPOMHLHH HE ce
PazTM4aBaT 3HAMHMO MEXKLY ABETE CPYIH. 3a pasiiiKa OT TOBa KOHHEHTPALHATE B PABHOBECHO CHCTOAHME 32 14-
OH MetaGon#ta ca Toa4eprale NO-HHCKH B IPYNATA NALHEHTH ¢ YepHOIpoOHO yBpexiaHe. Tosu HamancH
MeTaboNHTeH KIHPBHC Ha M3XOOHOTO NCKapeTBO 4pes |14-XxHApOKCHIHpaHe 9YacTHYHO CE KOMIIEHCHpa OT
nopunieHre B GbOPEYHHI KJIMPBHC Ha H3XOAHOTO JIEKAPCTBO, KOETO BONH O CPABHHMH HHBA B PABHOBCCHO
CBCTOAHHE Ha W3XOAHOTO JIEKapCTBO NpPH 9epHONPOOHO YBPEACHH W 31paBH HHAHBMIM. TesH pe3ynTaTH
TI0KA3BAT, 9€ HE € HeoOX0AMMO KOPHTHpPaHe Ha I03HPOBKATA NPH TIALIHEHTH C YMEPEHO WM TEKKO YePHOAPOOHO
yBpekIaHe, Ho ¢ HopMaTHa GeOpedHa dyHKuwA.

Bvbpeuno yepencdane

IpoBeaero e Npoy4BaHe 3a OLEHKA H CpaBHEHUE Ha (APMAKOKHHETHYHHS MpodAn HA MHOTOKpATHH /103H OT
500 mg xnapdTpOMHLMH mnepopanHo, ¢ HezalasHe ocBofoKJaBaHe TPH XOpa C HOPMATHA H MOHWKEHA
GuOpeuna ¢ynxuma. [InasmeHnTe HHBA, TONYKHBOTET, Cmax H Cmin 32 KIQDHTPOMHUMH M nerosd [4-OH
MeTabonKT ca nmo-eHCokAH H AUC e no-ronsma npu nauueHtd ¢ OBOpeuno yBpemnaHe. Keim M YPHHHATA
eKcKpelHa ca no-Hucku, CTenexTa Ha paziiKa MEXKOY TE3M IapaMETPH KOPENHpa Che cTeneHTa Ha 6b0peunoTo
yBpexIaHe. Pa3lHKaTta e TONKOBa 10-3HaUMMa, KOJIKOTO HO-TEXKKO ¢ Ob0peunoTo yBpexkaaHe (BxK. Touka 4.2 1
4.3).

Hayrienmu & cmapuecka evapacm
ITpoBeacHO ¢ NpoyuBaHe 33 OLCHKA M CPaBHEHHE Ha Oe30MacHOCTTa M (papMakOKHHETHuHHTe NpoduIu Ha
MHOTOKPATHH MPHEMH TEPOPATIHO HA 1034 OT 500 mg kI1apHTpOMHITH ¢ He3abanHo 0CBOGOK 1aBaHE NIPH 3APABH
MEXE H KEHH B CTapdecka BB3pacT CApAMO TC3M TNPH 3APaBM MR Mbke. B No-Bh3pacTiiara,r,
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LHpKYNHpaliuTe TIAa3MEHH HUBAa ca [O-BHCOKM, a €JTHMHHALMATA ¢ Mo-0aBHA, OTKOAKOTO NPH NO-MJAjaTa
rpyna, KakTo 3a H3XOMHOTO JeKapcTBO, Taka H 3a 14-OH merabonuta. Bee nak HAMa pasnuka MEKRY JBETE
rpynH, Korato OBLOPEMHHAT KIHPBHC C€ KOPEIHpAa ¢ KPCATHHHHOBMA KITHPBHC. 3aKMOYEHHETO OT Te3M
PE3YyNTaTH €, Y€ BCEKH e(eKT NPy M3NOIIBAHETO HA KNAPHTPOMULKH € CBbp3aH ¢ ObGpeunaTa GyHKUMA, & He C
Bb3pacTTa cama nmo cebe cH.

5.3 [IIpeakIHHHYHH A3HHH 3a Oe30macHocT

OcTpa, IoAOCTPA B XPOHHYHA TOKCHYHOCT

VspepmenAn c¢a Mpoy4BaHHA ¢ MHIIKW, IUTBXOBE, Ky4eTa WHIM MaHMyHH ¢ NepopaTHO IIPHIO0KEH
KIIapHTPOMHITHH. l'lpom.mlcmenﬂocna Ha NMPHNOMXKEHHE BapHpa OT €IHHH4YHA OpalHa A03a J0 MOBTOPAEMO
AHEBHO TIEPOPANHG NPHIGKCHAL 33 HIECT TIOCAEN0BATEITHH MECCLIA.

Hpﬂ NpPOY4YBaHHWA HAa OCTPATa TOKCHYHOCT NPH MHUINKH KB ILTEXCBE, YMHPAa €1HH IUTBX, HO HUTO €AHa MHULIKA CIICH
€AHHHYHO TNpHIMKEHNE HA 5 g/kg TEJICCHO TEIrJIO. C.nenosa’re.lmo MEIHAaHHATA JIeTallHa no3a € MOo-BHCOKA OT
5 g/kg, Hali-BHCOKaTa IPHEMITHBA ZI033 33 NPHIOKEHHE,

HsMa HexenanH eekTH, ALTKAIE ce Ha KNApHTPOMMIMH MPH NPHMATH, usnoxkenn Ha 100 mg/kg/nen 3a 14
riocienoBaTeNnyH IHH MNu Ha 35 mg/kg/neH 3a ennn Mecen,. ChINO Taka HE ¢a HaGNiomaBaHU HekKelaHH edekTd
MPH TIbXOBE, HITOXKEHH Ha 75 mg/kg/nen 3a eaun Mecew, Ha 35 mg/kg/neH 3a Tpu MeceLia unn Ha 8 mg/kg/nen
3a wecT Mecena. Kyderara ca no-4yBCTBATENHH KBM KII2PHTPOMHLIAH, Kato Toaepupar 50 mg/kg/nen 3a 14 auu,
10 mg/kg/nex 3a egnH W TpH Meceua # 4 mg/kg/nen 3a weeT mecena, 6e3 cTpaHHYHH edeKTH.

I'nagnuTe KNHHAYHA OEMTE3H IIPH TOKCHYHH ZO3H B T€3H NMPOY4BaHHA, OIHCARH rope, BEAKOUBAT HOBPhLIANE,
cnadoct, HaMancHa KOHCYMAnHs Ha XpaHa W HaMaJleHO NMOKAYBaHe HA TErjlo, CanuBaluf, NeXHIPaTaldd H
xunepaxtusioct. JIse ot 10-Te MalimyHu, nonyyasamu 400 mg/kg/nen, yMupar Ha O¢MHS JIeH OT ACUCHUETO;
HBJITO OLBETEHH (EKATHR ca OTAENIEHH B HAKONKO M3ONHPAHH CIIyYas OT HAKOM OT OLENENMTE MaiMyHH, Ha
KOHTO € NaeaHa no3a 400 mg/ kg/new 3a 28 nHu.

[TBPBUYHHAT TAPreTEH OpraH IPH TOKCHYHM AO3MPOBKHM 32 BCHYKHM BHNOBE € YepHHAT apo6. Passuruero Ha
XeNaTOTOKCHYHOCT IIPH BCHYKH BHIOBE Ce OTKPHBA Upe3 paHHO NOBHINABRHE HA CEPYMHUTE KOHLEHTPAUUH Ha
ankanHara docatasa, aNaHUH K acmapTaT aMHHOTpaHcdepasa, raMa-DiryTamml TpaHcdepasaTa WMWIH NakTaT
nexuaporenasara. NpeKECBAHETO HA NPUEMA HA NEKAPCTBOTC OGHKHOBEHO HMa 33 Pe3yNTaT BphIIAHE 0 WIH
KbM HOPMATHHTE KOHUEHTPALMH HA Te3W CelH(HYHE napaMeTpH.

JlonsnruTenay TEKAHH, KOUTO NO-PAIKO C& 3ACATAT HPH PAIIHYHHTE (ipOYYBAHHA BKITIOYBAT CTOMAX, THMYC H
Apyry# nuMGpONIHH TEKaHH, KakTo i 6s6peuTe. KOHIOHKTHBANKA MHEKUHA B TAKpUMAallHs, NOCIeABAINH QIIH3KK
A0 TEpaneBTHYHHTE NO3HPOEKH ¢a HaGmonaBann camo npu Ky4era. [Ipy MacHeHa fozupoeka ot 400 mg/ kg/nen
HAKOM KyueTa H MAaHMYHH pPa3BMBAaT NOTBMHABAHE HA POTOBHLIATA H/WIH OTOK.

(Deg; HIIHOCT, PENIPCAYKUHA H TePATOTeéHHOCT

[TpoyusaHuATa BBPXY (epTHIMTETa H PENPOMYKTHBHOCTTA TOKA3Bar, Y€ AHEBHH J03MpoBKH oT 150 a0 160
mg/kg/IeH MpA MBXKH W XKEHCKH IUTBXOBE HE NPEIM3EWKBAT CTPAHWYHH e€(eKTH BBPXY II0JIOBHA LHKEI,
GepTWIHOCTTA, paXAaHeTo M OpoA M JKM3IHEHOCTTA Ha MOTOMCTBOTO. J[Be MpoyuBaHHMA 34 TEPATOrEHHOCT ¢
wrexose Wistar (p.o.)} v Sprague-Dawley (p.o. u i.v.), eAHO TIpOYYBaHe ¢ HOBO3ENAH/CKU Gen 3y U eIHOo
Ipoy4BaHe ¢ MaliMyHH MaKak He JOMOHCTPHPAT KaKBaTo H J1a € TEpAaTOreHHOCT Ha KIapPHTPOMHULMH.

Camo B eIHO AOTILIHWTENHO TpoyuBaHe cbe Sprague-Dawley TbXoBe NpH nofodHH IO3M M MPAKTHYECKH
nopo6HM yCnoBHA CE OTKPMBA MHOTO HHMCKA, CTATHCTHYECKH He3HAuMMa vectora {(nmpubausurenHo 6%) Ha
CBPAEUHO-CHAOBM AHOMATMK. Te3d aHOMANHM M3INeXJa ce TBIKAT Ha CIIOHTAHHA eKCIPCCHA Ha TeHETHYHH

MPOMEHY B KOJOHHUATA. J[BE npoyuBanus ¢ MHIIKH CEHINO NOKA3BAT MPOMEHTMBA YECTOT Ha LEN %glﬂq?;g
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80 30%) cren nosu 70 MBTH HAJ rOPHATA FPaHHLA Ha oOHYadHATa JHEBHA KAWHWYHA JI03a TIpH Xopa (500 mg
[1Ba ITHTH THEBHO), HO He M NPH 35 TTH MaKCHMaIlHaTa AHEBHA KIMHUYHA A03a MPH X0pa, KOETo Npearonara
MaifuMHa H (eTaHa TOKCHIHOCT, HO HE TEPaTOTEHHOCT.

3a KIapHTPOMHLMH € MoKa3aHo, 4Ye npuumHsiBa 3aryba Ha emOpHOHa OpH MaiiMyHH, KOraTo ce TIPHNIara
MpHONTH3IUTENHO OeceT MbTH HAJ FOpPHATA IPaHuila Ha ofuualiHaTa IHEBHa mo3a mpH xopa (500 mg aBa nMbTH
IHeBHO), 3anouBaitkn or 20-MA recrauuones geH. Tosu edexr ce ornaBa Ha MailiHMHa TOKCHYHOCT KbM
JIEKAPCTROTO TIPH MHOTO BMCOKH N03H. JOITEIHUTENHO NpoydBaHe ¢ OpeMCHHH MaiMyHH NPH JIO3HPOBKH
NpHONHIUTENHO 2,5 10 5 ITHTH MaKCHMATHATA TLIAHMPAHA JHEBHA JO3HPOBKA HE TIOKAIBA KOHKPETHA OMAcHOCT
34 IIOJA.

HJoMmuHaHTeH neraneH TecT NpH MMIIKH, Ha KOWTO ca aaeaHu 1000 mg/kg/nen (npubnmsurenHo 70 nbTH
MAKCHMATHATA AHEBHA KITHHHYHA 1034 TIPH X0pa), € BUAHMO OTPHIATENESH 38 MYTAHTHA aKTHBHOCT, a B CerMeHT
1 npoyuBane Ha IUreEX0Be, TpeTHpaHH ¢ 10 300 mg/kg/nen (npuOMH3ATENHO 35 NMBTH MAKCHMAJHATA JHERHA
KIIHHHAYHA F03a MpH Xopa) 3a 80 oHH, He € MoKa3aHo NOKA3ATENCTRO 32 PYHKIMOHATHO YBPEKIAHE HA MBXKaTa
GCPTHITHOCT, ARDKAIN0 Ce HA TPOXMLKHTENHA eKCTIO3HUHA HAa TE3H MHOTO BHCOKH JIO3H KIIAPHTPOMHILIHH.

MyTaresHocr

H3pLpIeHd ca MPoYUBAHHA 33 OLEHKA HA MYTATCHHHA MOTEHUMAN HA KIAPHTPOMELMH, KaTo ca H3MOI3BaHK
HEaKTUBHH M AKTHBHpaHH (OT IUTEXOBE) 94epHOAPOGHH MHKPO3OMHH TECTOBM CHCTEMH (TeCT Ha Ames).
Pesynrarure OT Te3d NpoOYUBAHMA TIOKA3BAT JIMICA Ha JAOKA3aTE/ICTBO HA MYTAreHeH MOTCHUMAN MpH
NIEKAPCTBEHH KOHIIEHTPALMH OT 25 ng/meTpH WAH No-HHCKH. TIpH koHuenTpamusa o 50 ug KNapHTPOMULUMH €
61N TOKCHYEH 32 BCHUKH M3CAEIBAHY IAMOBE.

6. PAPMANEBTHYHH JAHHH
6.1 CnHcBLK HA MOMOIMHMTE BERIECTRA

TabnerHo aapo
JlakTo3a MOHOXMApPAT

XHAApPOKCHNPOMIUT METHIILIETYN03a
XHAPOKCUNPONHI METHI LelTysio3a ¢ranar
Tank

Marnesuee creapar

TabnetHo nokpuTHE
Xunpomenosa

JlakTo3a MmoHOXHApAT
TMonvernnex rmukon
XuHonuHoBo xkwnte (E104)
Tank

Turanor prokcun (E171)

6.2 HechBMeCTHMOCTH
Henpunoxumo

6.3 Cpox Ha rognoct

3 roauHH E ;i'};g;,¥\\lb1$? /;;;\
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6.4 Cnennainn yc10BHA HA ChXpaHeHHe

Hsma cneupaniii yclnoBHsA Ha CEXPAHCHHE.
Ja ce chxpansdBa B OpHrHHANHATA OMIAKOBKA.

6.5 Bua H chABbpXkAHHE HA ONAKOBKATS

Bnuerep ot npozpaded PVC/PVAC, saneuaran ¢ anymumueso Goano, chAbpixail 7 TabneTkH ¢ YABRIKCHO
ocBoOMKIaBaHE.

EnH GnHcTep B KAPTOHEHA KYTHA, 32€THC C THCTOBKA 32 IAUMEHTA.,

6.6 CneunajHH ODpeANa3HH MepPKH 33 H3NOJI3BaHe, H3XBLPJAHe H paboTa

Hemznonspannar JIEKAPCTBCH NMPOAYKT HIH OTOAABYHHUTE MarcpHald OT HEro T]JﬂﬁBa Ja C& H3XBBPIAT B
CBOTBCTCTBHE C MCCTHHTE H3HCKBaHHUA.

7. TPHTEXKATEJI HA PAZSPEHIEHHETO 3A ¥IIOTFEBA
“Yajixadapma Bucoxokauectsenure Jlekaperea” AJY

Oyn. “I'". M. JlamMutpor™ Ne 1,

rp. Codus 1172, Brirapus

Ten.: 02/ 962 54 54

daxc: 02/ 960 37 03

e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PAPEIIEHHETO 3A YIIOTPEBA

Per. Ne: 20110352

9. JATA HA ITBPBO PASPELIABAHEMIOJHOBABAHE HA PASPEIIEHHETO 3A YIIOTPEBA
Jlara Ha mupro paspemaeane; 02.06.2011

Jara Ha mocneJHO MOAHOBABAHE HA paspelieHHeTo 3a ynorpeba: 01.09.2016

10. JATA HA AKTYAJTH3IUPAHE HA TEKCTA

03/2021
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