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W3NbAKNTENHA ATEHUWUS NO JIEKAPCTBATA
Kpamwa xapawmepuctuxa Ha npogyxma - pusowerue 1

1. UME HA JIEKAPCTBEHHUS TIPOAYKT

Kunauna 250 mg/5 ml rpanynn 3a nepopanna cycneHsus Paspewerue Ne
Klacid 250 mg/5 ml granules for oral suspension BG/MA/MP - :U’:FG(T ....... J’ o
| OgoGpevue M ... T .

2, KAYECTBEH H KOJIMYECTBEH CbCTAB

5ml or roroBarta cycrieH3MATa 3a [EPOPATHO TPHIOKEHHE ChAbPKAT CbhOTBETHO 250 mg
KJIAPUTPOMMUMH (clarithromycin).

[TomolHO BellecTBO ¢ U3BECTHO JeiicTBHE: 3axapo3a 455 mg/ml.
3a MbJIHKA CNIMCBK HA MOMOLIHUTE BELIECTBA, BUKTE Touka 6.1.

3 JIJEKAPCTBEHA ®OPMA

["paHynu 3a nepopasiHa cycrieH3us.
['paHynuTe 3a NpPUroTBsHE Ha NepopajiHara cycrensus ca 6esn 10 noyutH 6eu Ha LBST.

4. KJIMHUYHHU JAHHU
4.1 TepaneBTHYHH NOKa3aHUS

Knauua FpaHyJIH 3a nepopajiHa CYCIEH3HA € IOoKa3aH 3a JICHEHHUE Ha HH(I)GKU.HH, INPUYHHEHHU OT
HYBCTBUTC/IHH MHKPOOPraHH3MH, KaTo:

. HMupekunn Ha ropHdTe AMXateadn nbTuila (Hanp. GapuHrur, CHHYMT);

e HMudexunm Ha JONMHATE AMXATEIHH MbTHIIA (Hanp. OPOHXMUT, NHEBMOHMS) (B, Touku 4.4 u 5.1
OTHOCHO TECTBAHE 3a YYBCTBHTEIHOCT);

. OCTbp OTHT Ha CPeaHOTO YXO;

. Mudexumn Ha kokata M NMOJKMKHHMTE TbKaHWM (Hanp. GOJHKYIHUT, LUENYIHT, epu3unen) (Bik.
ToUKH 4.4 1 5.1 OTHOCHO TecTBaHe 3a YYBCTBHTE/IHOCT);

. JMceMUHHpaHH MW JIOKAIW3MpaHH  MUKODAKTepHalHHW  WHGEKLMH, T[pPUYUHEHH  OT

Mycobacterium avium wnn Mycobacterium intracellulare; nokanmznpann MHOEKUHH, NPHUHHEHH
ot Mycobacterium chelonae, Mycobacterium fortuitum wnu Mycobacterium kansasii.

4.2 Jo3HpoBKA H HAYHH HA NPHJIOKEHHE

2103HQOBK3

Heya noo 12-co0uuna ev3pacm

KrnuHuunKu npoyuBanus ca OWIM NpoBeAEHH NpH Jeua oT 6-MecevHa Bb3pacT 10 12-roauilHa Bb3pacT ¢
KJ1apUTpOMHMUMH cycnensus. ChaeaoBatenHo jgeua noa 12-roaduwina Bb3pact TpadBa jJa u3nons3sar
KJIApHTPOMMLIMH CYCTIEH3Hs (TPaHy/IH 3a MepopaiHa CyCrneH3us).

[IpenopburaHaTa AHEBHA /1032 HAa KJIApUTPOMHULIMH cycneH3us 3a jeua (125 mg/S ml wnu 250 mg/5 ml)
npy neua e 7,5 mg/kg aBa nbTH AHEBHO A0 MakcumasiHa jo3a oT 500 mg aBa mbTH JHEBHO MPU He
mukoOakTepHanHu MHpekunud. OOuuaiiHaTta NMpoABMAKHMTETHOCT Ha JiedeHHeTro € oT 5 a0 10 auu, B
3aBMCHMOCT OT NPHUHHHTENS M OT TexmecTTa Ha 3abonsraHeTo. [IpUroTBeHaTa CyCrneH3us Moxe
npueme ¢ Wiu Oe3 XxpaHa, U Moske aa Obae B3eTa ¢ MIISKO.

Ha cnensaiara Tabauuara e npeacTaBeHo MNOMOLLHO PLKOBOACTBO 3a onpe/iesHe Ha A03a1g
Ha TEJECHOTO TEr/10 Ha AeTEeTO W KOHUEHTpauuaTa Ha cycneHsuaTa (125 mg/5 ml uan 250 m /5;



PBKOBOACTBO 3A 1O3UPAHE INPH NEJUATPHYHH NAITUEHTH,
Bb3 OCHOBA HA TeJeCHOTO TErJIo
Terao* 7,5 mg/kg 103a B ml AaBana ABa NBbTH JHEBHO
Kg 125 mg/5 ml 250 mg/5 ml

8-11 2,5ml 1,25 ml

12-19 5 ml 2,5 ml

20-29 7,5 ml 3,75 ml

30-40 10 ml 5ml

* [1pu aeua ¢ Terao noa 8 kg, aosara Tpabea aa ce onpeaens Ha 6aza KUNOrpam TEAECHO TEMO
(oxono 7,5 mg/kg, ABa MbTH AHEBHO).

Hozuposxa npu nayuenmu c muxobaxmepuanrmu unghexyuy

[lpy neua ¢ JAMCEMMHMpPAHK WNW  OKATU3HpaHH MHKoDaxTepuanuu uHpekunn (M. avium, M.
intracellulare, M. chelonae, M. fortuitum, M. kansasii), npenopbuBaHata no3a ¢ 7,5 a0 15 mg/kg
KJIAPUTPOMMLIMH 1BA MHTH AHEBHO, 6e3 na ce npeBUlIaBa MakcHManka go3a ot 500 mg aBa mbTH AHEBHO.

JleyeHueTo ¢ KNAPUTPOMULIMH TpaOBa a MPOABIDKY J0KATO UMa KIMHUYHA non3a. JobaeiaHeTo Ha apyr
aHTHMHKODaKTepuaneH NeKapcTBeH NPOAYKT MOXe Aa 6bae oT non3a.

PBKOBOJACTBO 3A JJO3HPAHE ITPH [IEAUATPHYHH NALIMEHTH
C MUKOBAKTEPHAJIHI HHOEKIUY,
B'b3 OCHOBA HA TEJJECHOTO TErJ10

Terno* Jo3a 8 ml papasa ABa 0LTH NAHEBHO
(KJIAPUTPOMMIIHH 250 mg/S ml)
Kg 7,5 mg/kg 1Ba NbTH AHEBHO 15 mg/kg nBa nLTH AHEBHO
8-11 1,25 ml 2,5 ml
12-19 2,5ml 5 ml
20-29 3,75 ml 7,5 ml
30-40 5ml 10 ml

* [1pu meua ¢ Terno nox 8 kg, no3aTa TpsaOea fa ce onpenens Ha 6a3a KMIOrpam TENECHO TEMIO
(7.5 mg/kg no 15 mg/kg, nea NbTH AHEBHO).

Fubpeuno vepexcoane

Ipu feua ¢ kpeaTWHHHOB KIMpbHe moa 30 ml/min/1,73 m?, no3ata Ha KNapUTPOMHUKH Tpabea Ja Gbae
HaMalleHa HanoAOBHHA, T.€. 10 250 mg aneBHO, unu 250 mg npa NbTH AHEBHO MPH NMO-TEXKH HHPEKLHH.
Jlo3npaHeTo He TpAOBa Aa MpoAbKABA NOBEYE OT 14 IHH NPH TE3M MALUEHTH.

HayuH Ha npUnoMeHUe

3a ykazaHHA OTHOCHO HAYMHA Ha NPHIOTBAHE HA MIEPOPAIHATA CYCIIEH3HA, BHXKTE TOUKa 6.6.




43 IIpornBonokazanus

. CBpPbX4YYBCTBMTENHOCT KbM MAKpPONHAHM AHTHOMOTHUM MAM KbM HAKOE OT MOMOLLHHTE
BELLECTBA, U3OPOEHH B TOUKa 6.1.
. Ennospemento npunoxenue Ha Knauua ¢ Hikoe OT clieHHTE NEKAPCTBA € NPOTHBONOKA3AHO:

aCTEMH30J1, LM3anpHI, AOMNEPHIOH, MUMO3UA, TepdEHaAMH, ThH KATO TOBA MOXKE Aa N0BEAE A0
yavmkasaHe Ha QT W CbpIeYHHM apHTMHH, BKIIOYMTENHO KaMEpPHA TaXWKapaud, KamepHo
MBXKAEHE H forsades de pointes (Bi. Touku 4.4 u 4.5).

. ExHospemeHHo npunoxedue Ha Knauwg ¢ epro  ankanouad  (Hanp. eproTaMHH M
AMXMAPOEProTaMHMH) € MPOTHBOMNOKA3aHO, Thi KaTo TOBa MOXKE Ja JoBezAe A0 MOBHILEHA epro
TokcHYHOCT (Bk. TouKa 4.5).

. EanoBpemeHHo npunoxenue Ha Knauuza W nepopaneH MHAA30JIaM € NPOTHBOMOKA3aHO (BiK.
Touka 4.5).

. CbObTCTBALIOTO MPHIOKEHWE HA KIAPUTPOMMIMH H JIOMWUTANHA € MpOTHBONOKAa3zaHO (BX.
Touka 4.5).

. Knaumn He TpaGpa na ce npunara npu nauMeHTH ¢ aHaMHesa 3a yabmked QT (BpoaeHo unu

AOKYMEHTHPaHO npuaobuTo yawmkaBaHe Ha QT-uHTeppana) uau KamepHa chbpaeuHa apUTMHA,
BKJIKOUMTEAHO torsades de pointes (By. TOMKH 4.4 n 4.5).

. Knauma ve 1pabBa Aa ce JaBa Ha MALMEHTU C ENEKTPOJMTHH HApYLIEHHS (XHUMOKATHEMHA WIH
XHMOMarHe3neMHa, MopajaH pHck oT yabmkasaHe Ha QT-uHTeppana.

. Knauva He tpabGea pa ce u3non3sa ApH MaLMEHTH C TEXKKA YepHOAPOOHA HEJOCTATHUHOCT B
koMOHHauma ¢ 6b6peyHo yspexxiane.

. Knauna ne rpabea na ce npunara egHoBpemeHHo ¢ HMG-CoA peaykrazun uHxuGuTOpU

(ctatuHH), kouto ce merabonusupar ocHoBHo oT CYP3A4 (noeactaTMH MAM CUMBACTATHH),
NoOpajiy NMOBHIIEH PUCK OT MUONATHA, BKJIKOUUTENHO pabaoMHonauaa (Bx. Touka 4.4).

. Kaxro u npu apyrn mowHu CYP3A4 uuxuburtopu, Knaunwn ne Tpabea pa ce ynotpebssa
€IHOBPEMEHHO C KOMIXMUHH (BX. ToUkH 4.4 » 4.5).
. EnnoBpemeHHO npunoxeHHe Ha Knauua ¢ Tukarpenop, HBabpaauH HIH paHOMA3MH,

4.4 Crneunajnn npeynpesxiaeHns H NpeAnaiHi MEPKH pu ynotpeba

Jlekapsat He Tpabea aa npennucsa Knauua na 6pemenHH »kenu 6e3 aa e HanpaBeHa BHUMATENHA OLIEHKA
Ha NOJN3MTE CNPAMC pHCKa, 0cO0EHO Mpe3 MBPBUTE TPH MeceLa Ha OpeMeHHOCTTA.,

Hwnrotpaiinara ynotpefa, KakTo M NpH APYrH aHTHOMOTHUM, MOXE fa J0Beae N0 KONOHH3aUMS ¢
noBuiieH Opoit HedyBCTBUTENHH OakTepuH M rbOM. Axo ce MoABAT cynepuHdekuud, Tpabpa na ce
3aN0YHe NOAXOAALLA TEPAMHS,

Knauua ce oraens rnagHo npes vepHus Apod. CnefoBaTenHo ce W3HCKBA MOBMILEHO BHUMAHUE MPH
HasHayapaHe Ha aHTUOHOTHKA HA NALIMEHTH ¢ YEpeaeHa YepHoapoOHa dyHKLNA.

[ToBHiEHO BHUMaHKE € HeOOXOAMMO M NPH NMPUIMKeHHeTO Ha Knauua npu nmauMeHTH ¢ yMEpEHo 40
Texko 6uOpeyHo yBpexaaHe.

[1pu npuaoxkenue Ha Knauua ca Guny poknaneany yepHoapobHa NHchYHKLHSA, BKIIOYHTENHO MTOBHILEHH
UepHOAPOOHH €H3MMHM, W XenaTouenaynapeH W/HIM XOfNecTaTU4eH XenmaTuT, ¢ WiKn 6e3 xbaTeHuua. Tazu
yepHoapoOHa auchyHKUHA Moxe na Obae Texka ¥ ofuxkHoseno e obparuma. B nikon cnyuan e
AOKNAABaHA uepHOApOOHA HEAOCTATBYHOCT ¢ (aTaneH W3xoa W OOMKHOBEHO € CBbP3aHa CbhC CEPHO3HU
npuapyxaealiy 3a0008BaHHA H/WIM CHLOBLTCTBALWK NeKapcTBeHn cpeactsa. [lauuenTure Tpabea na
npexkbcHaT He3abaBHO npHema Ha Knauwa, ako ce pa3BMAT MPH3HAUKW M CUMNTOMM Ha XEMATHUT KaTo
AHOPEKCHA, HBIATEHULIA, TBMHA YPHHA, ChpOesk WK HanperHaT KOpeM.




aHTHDAKTEPHAIHH NEKAPCTBEHH NPOAYKTH, BIUIIOYMTENHO Knauua, 1 Moxke ga Bapupa OT ieka AMapus 10
datanen xonuT. JleueHueTo ¢ aHTUGAKTEpHANHH NeKAPCTBEHH NPOAYKTH HApyLIaBa HOpManHaTta ¢uiopa
Ha nebenoTo 4eppo, KOETO MOXKE fAa AoBede 2o cBpuxpacrex Ha C. difficile. CDAD Tpabsa na ce uMa
MPeABHA NPH BCHYKHM NALMEHTH C QMApHA Clell NMPUIOKEHHETO Ha aHTuOuoThmuu. Heobxogumo e
BHHMATEIHOTO CHEMaHe Ha MEAMUMHCKA aHAMHe3a, Thil kaTo cayyan Ha CDAD ca chofutapanu okono
ABa MECELa CeA NPUNOKEHHETO HAa aHTHOAKTEPHATHUTE JIEKapCTBEHHU NPOAYKTH.

KonxuuuH
Mo BpeMe Ha NOCT-MAPKETMHIOBMA NMEPHOI Ca CLOOWABAHM CyYaH Ha KONIXHLIMHOBA TOKCHYHOCT MpH

€HOBPEMEHHOTO NpUOKeHHe Ha Knauua M kONXHLUMHE, 0cOOSHO NpH MalMeHTH B CTapyecKa BL3PacT,
KaTO HAKOW OT nauueHTHTe ca 6unu ¢ 6u0peuna neaocTaThyHOCT. JoKIaABaHH Ca CMBPTHH Ciy4au NpH
HAKOM OT T€3M nauMeHTH (BXK. Touka 4.5). EnHoBpemenHOTO mpunokeHHe Ha Knauua v KONXULUMH €
NPOTUBOTIOKA3aHO (BX. Touka 4.3).

[ToBMuweno BHUMAHME ce npenopbyBa NpPH  €JHOBPEMEHHOTO npunaraHe Ha Kiauup w
TPHa30100€H301Ma3eNMHH  KaTO TPHa3’onaM M MHTPABEHO3BH MM OPOMYKO3CH MHAazoiaM (B,
TOuKa 4.5).

ChpaevHOCHIOBY cHOUTHA
YAbnKeHa cppAeuHa peronapH3aUMa H yablKasaHe Ha QT-HHTepBana, cBbP3aHK C PUCK 33 pa3BUTHE Ha

CbpAEYHA apUTMHA H forsades de pointes, ca HabnoJaBaHH NPU NALMEHTH JIEKYBAHH C MaKpOJIMIM,
BKJTIOYHTENTHO KIapHTpOMHLMH (Bxk. Touka 4.8). CnefoBaTenHo, Thil KaTO CleHUTE CUTYaLMH MOTAT a4
DROBEAAT A0 MNOBUILIEH PUCK OT KAMEPHH apUTMHH (BKIIOUHMTENHO forsades de pointes), Knaunn Tpabea na
Ce W3NoJ3Ba C NOBHLIEHO BHUMAHWE NPH CINEIHHTE NAaLHEHTH:
¢ [laumentH ¢ mcxemudHa 6ONECT HA CHPUETO, TEXKAa CbpAevHa HEJOCTATBHHOCT, MPOBOAHH
HapYLUEHHA WK KIHHUYHO 3HauUHMa Gpaaukapams.
e Knauup He TpabBa Aa ce AaBa Ha MALMEHTH C ENEKTPOIMTHH HAPYLIEHMS KATO XMIIOKATTHEMHS
MK XHNOMarHesneMHs (Bx. Touka 4.3).
o [laumenTtd, npueMally €IHOBPEMEHHO ADPYIK JIeKAPCTBEHM NPOAYKTH, KOMTO Ce CBBP3BaT C
yawmKasaHe Ha QT-uHTeppana (RK. Touka 4.5).
¢ CobnbTcTBAWIOTO NPUAOKEHHE HA Knauma u acteMuson, uusanpui, JOMNEPUAOH, MHMO3MA M
TepdeHaaHH e NPoTHBONOKa3aHo (BxK. Touka 4.3).
¢ Knauna e TpaOpa na ce W3NOA3BA MPH MALKMEHTH C BPOAEHO HIH NOKYMEHTHPAHO YAbDKaBaHe
Ha QT-uHTEpRANA WIIM aHAMHE3A 34 KaMepHa apuTMHA (BxK. Touka 4.3).

EnnaeMHONOrHYHM NPOYYBAHHA, W3CJAEABALLM PUCKA OT HEKEIAHH ChbPASYHO-CHAOBH MOCAEACTBHA fIPH
NpHUnaraHe Ha MaKpOIHAH, ¢a NOKa3anu PasnHuHH pe3ynTaTh. HAKOW HeHHTepBeHIHOHANTHH NPOYYBaHHS
ca WAEHTUDHULMPATH PATIBLK KPATKOCPOYEH PUCK OT apUTMHA, HH(DAPKT HA MUOKapa W CbpAEYHO-ChA0Ba
CMBPTHOCT, CBBP3aHa C MAaKPOIMAH, BKIIOYUTETHO KIapUTPOMHLMH. BaemaneTo npeasua Ha Te3n AaHHK
TpsOBa Aa ce GanaHcHpa ¢ NOA3HTE OT NEUEHHETO NPH NpeanucBane Ha Knauua.

[THeBMOHHA

[lopaau 3acunBallaTa ce pe3MCTEHTHOCT Ha Streptococcus pneumoniae KbM Makponuay € HeoOxoauMo
MPEeABAPUTENHO TECTBAHE 22 PE3HCTEHTHOCT NpW u3nucBaHe Ha Knauuwa 3a nHeBMOHWH, MpHIOOHTH B
obwecteoro. lpu pbTpeGonHnunM nHeBMoHMW Knauup Tpabea ga ce M3nonzea B KOMOMHALMA ¢
JONBAHHTENHH NOAXOIALM aHTHOHOTHLH.

KoXHH ¥ MEKO-TEKAHHH UH(EKLIMH C JIeka 10 YMepeHa TeXecT
Te3n undexuuy nait-uecTo ce NpuuvHABAT OT Staphyviococcus aureus n Streptococcus pyogenes, KATO U
DBaTa MPHYHHHTENA MOraT Aa 6bAAT Ppe3UCTEeHTHH Ha MaKponuaK. 3aToBa e HeobX0MMO Na ce NpoBenaT
TECTOBE 3a YYBCTBUTENHOCT. B cnywau, korato Gera-iakTaMHM aHTHOHOTHMLIM He Morar aa
U3M03BAHK (HAMp. Anepruf), Apyrd aHTHOHOTHLM KaTo KIHHAAMMLUHMH Moke aa 6baar ne
npbLE u3bop. B MOMeHTa caMO 3a MAKpPONMIMTE Ce CUMTA, Ye UMAT PONf NpU HAKOH KO
TbKaHHW WHOEKUMK TipHunkeHd ot Corynebacterium minutissimum, akHe BYJTapuc H €
CNy4aH, KBAETO HE MOKE J1a C€ M3MON3RA MEHHLMIMHOBO NIEUEHHE,




Tepanuara ¢ Knaunn tpabea na ce npeycraHoBH He3abaBHO WM noaxodswo neuveHde TpsOBa na ce
3an0YHe CIEHO MPH CEPHO3HH OCTPH PEeakUWM HAa CBPBXYYBCTBMTENIHOCT KATO aHA(MIAKCHA, TEXKH
KOXKHH HexenaHu peakiun (SCAR) (Hanp. ocTpa reHepanusupaHa eK3aHTeMaTo3Ha nyctynoza (AGEP)),
CHHIpPOM Ha Stevens-Johnson, TOKCHYHA €MWIEPMAHA HEKPOIM3A H KOXEH OOpPUB ¢ €03HHOQMIKA u
cHcTeMHu cumntoMu (DRESS)).

Knauwun tpabsa na ce H3N0N3Ba ¢ NOBULIEHO BHUMAHHE NPH NPHITOKEHHE C NEKAPCTBA, KOHTO HHAYLMPAT
untoxpoM CYP3A4 en3uma (Bk. Touka 4.5).

HEOGXOJIHMO € ChIO MOBHUICHO BHHMaHHE NOpaiH BbIMOXKHOCTTA 3a KPBCTOCAHA PE3HCTEHTHOCT MEXKAY
Knauwa u aApyra MaKkpojaviH, Kakto H ¢ THHKOMHUHH W KIIHHAAMMULIHH.

HMG-CoA peayKTazHn HHXHOUTOPH (CTaTHHH):

EnnoBpeMenHo npueMane Ha Kimalia ¢ NoBacTaTHH M CHMBACTATHH € NPOTHBONOKA3aHo {BX. Touka 4.3).
HeobxoauMo ¢ nosilieHo BHHMaHHe, korato ce uiznmucBa Knauua ¢ apyrd ctaTiHu. JloknaaeaHd ca
cAyuau Ha paGooMHONH3A NP NALMEHTH, NPHEMAIK KIaDUTPOMHLMWH K cTaTHHK. [TauneHTute TpaGea aa
ce Hab/roAaBar 3a MpM3HALM ¥ CHMNTOMM Ha MHonaTis. B cnyuan, korato easobpemenHaTa ynorpeda Ha
Knauun cbe cTatHHH He MOXce Aa ce n3berHe, NnpenopbuBa ce Aa Ce W3NMLIe Hal-HUCKATA perMcTpHpaHa
J03a Ha cTaTiH. Moxe Ja ce 0OMHCIM M3MON3BAHETO HA CTATHH, KOWTO HE 3aBUCH OT METaGo/IMIMA Ha
CYP3A (nanp. dnyeactraTin) (k. Touka 4.5).

[lepopanHy xunorankeMu4Hy nekapcrea/MHcynun
EnHorpeMeHHOTO npuemaHe Ha MEpOpanHA XHMOMIMKEeMHYHW NekapcTBa (kaTo cyndaHunyped) u/unu

HHCYJIHH ¢ Knauun Moxke na JoBeae A0 3HAYMMA XHNOIIHKEMHA. I'lpenopmsa C& BHHUMATENHO
NnpocneafABaHE HA HUBATA HA MTHOKO34aTa.

[Mepopaniy AHTHKOATYIAHTH

ChbillecTBYBa PHCK OT CEPHO3HA XEMOparMa W 3Ha4WTEeNHW noeuwapaHua Ha INR w nporpombBuHOBOTO
BpeMe, KOrato BapapHH H KINapUTPOMHUKH c€ Mpunarat eaHoBpeMeHHO. INR M npoTpoMGuHOBOTO
Bpeme TpabBa Oa ce [MpocnendaBarT 4YecTo B NepHOJa HA €AHOBPEMEHEH TpHEM Ha NEepopaiHu
aHTHKOoArynaHTH u Knauua.

Tpsbea na ce obpbuia ocobeHo BHUMAHHE, KOraTo KIAPHTPOMMLMH C€ NpHIara eIHOBPEMEHHO ¢
AMPEKTHO AEHCTBAalUM TiEpOpaTHM AHTHKOArYJNAHTH KaTo agaburatpaH, puBapokcabaH, anukcabaH u
enokcaban, ocobeHo rpH NaLMEHTH ¢ BUCOK PHUCK OT KbpbeHe (B, Touka 4.5).

[TomoLHK BelnecTBA

Knauna rpaHynd 3a nepopanHa CycneH3Ma cbhAbpaKaT 3axapo3a. [lauMeHTH ¢ pelKW HacnenCTBEHM
npobneMH  KaTo HEMOHOCMMOCT KbM  (pykTO3a, INIOKO30-ranakTodHa Manabcopbuus  wnu
3axXapo3an30ManTa3Ha HeAOCTATHYHOCT He TpsabBa na npreMar ToBa NeKapeTBo.

ilorato ce Npeanucea Ha NaUHCHTH C nuaﬁe'r, ChABPKAHHETO HA 3axapo3a TpﬂﬁBa Ja c€ B3WMa noa
BHHUMAHHE.

4.5 BiaumogefcrBue ¢ ZPYrH JeKAPCTBEHH NPOIYKTH H ApYrd GopMH Ha B3anmoneHcTBHE

Hgmomem_&emo Hd _nocouyenume no-00.y AeKapcmeenu ngodvxmu € _CMmMpo20 NpomieonoKalaHo
ROPAS U ELIMONCHOCHINA O NOABANMIA HA MEHCKU EQEKmH Ha Jekapcmeet i 63aumMo0eicmenn:

ACTeMH30M, L{H3aANPU, JOMNEPHUICH, OMMO3UI, U TepdenaqnH
Joknaseanu ca NOBULLIEHW HHBA HA LM3aNPHA NPU NAlUCHTH, IEKYBAHH CAHOBPEMEHHO ¢ UM3ANpHA H
Knauna. Toea Moke na noeesne 40 yawnkapaHe Ha QT-uHTepeana ¥ CbpAeHHM apHTMHM, BKJI.

NauMeHTH, NpyueMaiuy eaHoBpeMeHHo Knauya v numosua (BrxkTe Touka 4.3).




JoknansaHo €, 4e MakpoJuiuTe NoBauABaT MeTaboan3Ma Ha TepdeHaaUH, KOETO BOAM 10 MOBUIIABAHE
Ha MNa3SMEHHTE MY HHBA M Ce CBBLP3BA ChC CHPAEHHH APUTMHH KaTo yib/kasane Ha QT-wHTeprana,
KaMepHa TaxuKapaHs, kaMepHa Gubpunaums u kamepHo MBXAEHE M forsades de pointes (Bx. Touka 4.3).
B enno npoyusane npu 14 31paBM  J0GpoBOALM, €IHOBPEMEHHOTO NpPWIGKEHHE Ha Knauma u
Tep(enainH e NOBENO OT JABYKPATHO A0 TPHKPATHO MOBHIIABAHE HA CEPYMHUTE HMBA HA KHCEJIMS
MeTabonHT Ha TepdeHanws U 1o yabmkaBaHe Ha QT-WHTepBana, KOWTO He € J0BEN 40 KAKBUTO M 113 €
KTHHMYHO npoaeeHH edexTH. MMonobHu edexTn ca HabnogaBaHW M NPH €AHOBPEMEHHO JEUEHHE C
ACTEMU30JT U APYTH MaKPONKAH.

Epro ankanonau

[TocT-MapKeTHHrOBHTE CHOBLLEHHA I0KA3BAT, He eJHOBPEMEHHOTO NPUROKEHHE Ha Knauma n eprotamun
WIH JHUXMAPOEPTrOTaMHMH € CBbP3aHO € OCTpa €proTaMHHOBAa TOKCHYHOCT, XapakTepHaupaua ce ¢
Ba30CNa3bM W HCXEMHA Ha KpaHHULIMTE H APYrM TbKAHM, BKJIIOYMTENHO LIEHTPANHATA HEPBHA CHCTEMA.
EnnoepemeHnHoTo npunoxernne Ha Kiiawua v epro ankanouau e nporueonokaszado (Bx. Touka 4.3).

[lepopanen Muaa3zonam

Korato mnpazonam e 6un npueman eaHoBpemeHHo ¢ Tabnerkn Knaumn (500 mg aBa nbTH AHEBHO),
yacTTa noa kpusara (AUC) Ha muaazonam € Guna yeeanueHa 7 NbTH CleA NEPOPATHO NPHNOKEHHE Ha
MHaazonam. EaHoBpeMeHHOTO npuioKeHHe Ha MepopaneH Muaasonam w Kiauua e npoTHBonokasaHo
(mx, Touka 4.3}

HMG-CoA penykra3Hi WHXHOUTOPH (CTATHHM)

EnnoepemenHo npremate Ha Knauua ¢ noBacTaTHH ¥ CHMBACTaTHH € NPOTHBOMOKA3aHO (BK. TOYKE 4.3),
Thif KaTO Te3W CTATHHH ce MeTabonuzupar ocuoBHO oT CYP3A4 u eaHoBpeMeHHOTO Nevermne ¢ Kinauma
NOBMLIABA TEXHHMTE IUIA3MEHH KOHLEHTPALWH, KOETO NOBHLIABA PHUCKA OT MHONATHA, BKIIOYHTENHO
pabaomuonusa. JloxnaneaHu ca cnyuad 3a pabaoMHONIN3a MpPH NAaLMEHTH, NPUEMANH €JHOBPEMEHHO
Knauua v Te3n cratuHn. Axo nedyennero ¢ Knauna He moxke na ce uzberde, Tepanuara ¢ JIOBaCTATHH WM
cuMBacTaTHH TpabBa 1a 6bae npexbcHaTa.

Heo6xoanmo € noBHileHO BHUMaHHE NPH NpeanHucBaHeTo Ha Knauua cbe cratHHu. B cnyyau, korato
eAHOBpeMeHHaTa ynorpeba Ha Knmauua cbc cTaTHHH He MOXe Oa ¢e W3berHe, npenopsysa ce na ce
M3IHILE HAaH-HHCKATA PErMCTPHpaHa A03a Ha cTaTHH. Moxe Ja ce o6MHCIH H3NON3BAHETO HA CTaTHH,
KoHTO He 3aBucH oT MeTaGonusma Ha CYP3A (wanp. ¢nyeactatuu). [laumenture Tpabea na ce
uabnionasar 3a NpU3HaLH U CUMNTOMH H& MHONATHS.

Edbexm na dpyzu nexkapcmeeni npodyxmu evpxy Kiaauyuo

JlekapctBa, kouTo ca WHAyktopH Ha CYP3A4 (Hanp. pudamnuudH, ¢eHWTOMH, kapbamazenuH,
¢derobapbuTan, )KBIT KAHTAPHOH), MOXe Ja WHAyUHpaT MeTabonuama Ha Knauna. Toea Moxke na nosene
o cybrepanesTHuHM HuBa Ha IKulaumn, Bogewo no HamaneHa edukacHocT. OcBeH TOBa MOXKE Aa e
Heo0X0AHMO f1a Ce MOHUTOpHpaT IasMeHnTe HUBA Ha CYP3A4 uHaykTopa, KOHTO MOXE f1a Ce€ YBenWuar
nopagu nExuOHUMATa Ha CYP3A4 ot Knauma (BHxKTe chillo MPOAYKTOBATA HHPOPMALHMA 32 MPHEMAHHTE
CYP3A4 nuxuburopu). EnHoBpemeHHOTO npunoxeHue Ha pudabyTuH u Knauua moxe aa nosene Ao
NOBHILABAHE CepyMHMTE HuBa HA pHdabyTHH M rOHMkaBaHe HA cepyMHMTe HMBA Ha Knauuma,
€AHOBpPEMEHHO C MOBHLUEH PUCK OT YBEHT.

3a NOCOYEHHTE NO-A0NY JEKAPCTBA € H3BECTHO WM C€ MPEANo/ara, 4e MOBJWABAT UMPKYIHpauiuTe
KOHIteHTpaurK Ha Knauua; Moxe fa e Heobxonuma npoMsaHa B go3aTa Ha Knauwa wnn obMucisHeTo Ha
ANTepHATHBHO JleYeHue:

EdapupeHu, HeBUNapHH, pudaMmunH, pudabyTHH W pudaneHTHH

MowHu wuepykTopd Ha umToxpoM P450 metabonuthHara cuctema kato edaBupeHl, Hes
pudaMnuuuH, pudabyTHH U pudaneHTHH MOraT aa 3acHiAT MeTabomu3ma Ha Knauna v Taka
nnasMeHWTe My HHUBa, Karo mnoBuaBaT Te3n Ha 14(R)-xuapokcn-xnapuTpoMHLL
KJIAPMTPOMHULIMH), KOHTO € ChLIO MUKPOOHONIOrHYHO aKTHBeH MeTabonuT. Thit KaTo MHKpO
akTHeHOCT Ha Knauua n 14-OH-k1apuTpOMHMUMH € pasiuuba 3a pasnHutuTe OakTepH &




TepanesTHYeH edeKT Moxe Na GbAe HapylleH NpH eQHOBpPeMEHHO npuaarade Ha Knauma u eH3UMHH
HHAYKTODH.

EtpaBupuu
Excnosnumata Ha Knauma e 6una moHMkeHa OT ©TPABUPHUH, HO KOHLEHTPALMMTE HA AKTHBHHA

metabonut 14-OH-knapurpomuumns ca 6unu nosuweHu. Mopaau Tosa, ye 14-OH—xnapuTpoMHLIME HMa
HaManeHa aKTHBHOCT KM Mycobacterium avium complex (MAC), obaTa akTHBHOCT KbM TO3H NaTOreH

Moxe Ja Obae HapyuleHa; 3aToBa TpA6Ba Oa ce MMAT NpeaBH] anTepHaTHBH Ha Knauma 3a neueHue Ha
MAC.

Dnyxonazon
EnnospemennoTo npunoxenne Ha ¢nyxonazon 200 mg anesno u Knauna 500 mg aBa nbTH AHEBHO NpH

21 3npaen no6poBonLKM € A0BENO 10 NOBHUIABAHE HA CPEAHHTE MUHMMAIHHM PABHOBECHM KOHLIEHTPAUMH
(Cwin) Ha Knauua u nnowra noa xpusata (AUC), cwotserHo ¢ 33% u 18%. PasHoBecHMTE
KOHLEHTPALMH Ha aKTUBHHUA MeTabonnt 14-OH-knapuTpoMHMUMH He ca NMPOMEHEHH 3HAYHMTENHO NpH
eHOBPEMEHHOTO NpUnokeHKe ¢ Gnykonazon. He ce Hanara anantupade Ha no3ata Ha Knauua.

Puronasrp
hapMakoKHHETHYHO APOYYBAHE € AEMOHCTPUPATO, Ue €IHOBPEMEHHO NpHeMaHe Ha pHToHasup 200 mg

Ha Bcexkd Buaca W Knauma 500 mg Ha Bceku 12 uaca e [0OBENO A0 3HAYMTENHO MNOTKHCKAHE HA
meTabonusma Ha Knauup. Makcumannara koHueHTpaums (Cnac) Ha Knaupa ce nosuinaga ¢ 31%, Cuin ce
nosuinaea ¢ 182% u AUC - cvc 77% npu eaHoBpeMeHHO npHemane Ha putoHaBup. Halnromaeano e
NBLAHO NOTHckaHe Ha obpasyeanero Ha 14-OH-knaputpomuuuH. [lopaau WMpOKHS TepaneBTHYEH
npozopeu Ha Knauua, npu nauMeHTH ¢ HopManHa ObOpeuna yHKUMS HE Ce Hanara HamanspaHe Ha
A03ata. BehpekH TOBa, NpH NauUMEHTH ¢ OROpecUYHO yBpexaaHe, TpabBa Aa ce OOMHUCIH CNEAHOTO: NpH
MauMeHTH ¢ KpeaTHHHHOB KNMpbHC oT 30 no 60 mli/min pozara Ha Knauua Tpabea aa ce namanu ¢ 50%.
Ipu nauneHTH ¢ KpeaTHHHHOB KIHpBHC < 30 ml/min nosara Ha Knauupa TpaGea aa ce Hamanu cwe 75%.
Jo3u Ha Knauna no-sucoku oT 1 g AHeBHO He TpAGBa a ce MPUIAraT 3a¢AHO C PUTOHABHP.

IMogoGHo ananTupaHe Ha Ao3aTta TpadBa 1a ce€ MMa MNpeaBHA NMpPH NAUMEHTH ¢ HamaleHa OwOpevHa
(hYHKLMA, KOTaTO PHTOHABMP C€ W3MON3Ba KaTo (apMakokHHeTHueH noaobpuren ¢ apyru HIV
NpoTea3Hn  MHXWOUTOPH, BKIIIOYMTENIHO  AaTasaHaBUp W CakBHHaeup (Bukte . JIBynocounu
(hapMaKOKHHETHUHH B3aUMOEHCTBHA").

Edexmu na Knauuo evpxy dpyzu 1exapcmea

AHTHAPUTMHLIH
ChliecTBYBaT NMOCTMAPKETHHIOBH ChOOLIEHNS 32 torsades de pointes, HACTbNBAWIM MPH €JHOBPEMEHHO

npunoxkenue Ha Komauwa v XxMMMAMH MM gusondpaMud. TIpy enHoBpeMeHHO mpunarade Ha Knauwa c
Te3W NeKapcTBa, eleKTpokapavorpamuTe Tpadea na ce Habmozaeat 3a yabmkaBaHe Ha QT-wHTepBana.
Ilo BpeMe Ha nedeHHeTo TPADBA Aa C& MOHHTOPHPAT CEPYMHHTE HHBA HA TE3H 1IEKAapCTBa.

JoknansaHy ca NOCTMapKETHHIOBH ChOOIUEHMA 33 XWNOTNHKEMHS TIPH eHOBPEMEHHO MPHIIOKEHUE Ha
Knauua n auzonupamua. Crenosartento TpsGBa Aa 650aT MOHUTOPUPAHH HMBATA HA KPBLBHATA 3aXap 1pu
eHOBPEMEHHOTO MPUN0kKeHHe Ha Knauua ¥ Au3onupamua.

XKHIPOKCUXAOPOXHH H XJIOPOXHH

KnapurpoMuumuH TpabBa na ce H3Mon3Ba C MOBHLIEHO BHUMAHME MpPH MNAaLHEHTH, MOTYYaBallld Te3
JEKapCTBa, 338 KOWTO € H3BECTHO, ue yawmkaeaT QT-uxrepeana, nopaid NOTeHUWana a HHAyuHpaT
ChpAEYHA APUTMHA U CEPHO3HH HEXKENaHH CbPAEYHOCHA0BH CBOMTHA.

[NepopanHH XHNOraMKEMHYHH JexkapeTea/ MHcynuy
[pH HAKOH XWMOTNMKEMMYHH [IEKAPCTBA KaTO HATEINIMHMA W penariiHua MoXe Aa
uHxubuuna Ha CYP3A ensumu ot Knatuka v TOBa MOKE 12 NPUUMHH XUNOTIHKEMHA MPH €
npuemane. [penopsysa ce BHUMATENHO NPOCNEAABAHE HA HUBATA HA IMHOKO34Ta,




Bzanmonefictaua, 6azupanu Ha CYP3A

EnnospemenHoTo npunoxkerne Ha Kilaumui, 3a KOHTO e u3BecTHo, ve uHxuOMpa CYP3A u nexapctra,
meTabonusnpaHn ocHoBHO OT CYP3A, Moxke Ja AoBeae 40 MOBHILABAHE KOHLEHTPALMHTE HA TE3H
NeKapcTBa, KOETO 1a MOBHIUM HIM YAL/DKM KakTO TEpaneBTHYHHA, Taka W HexenaHure edekTH Ha
€NHOBPEMEHHO TNpHNaraHoTo jekaperso. Heobxoawmo e sHWMaHue, korato Khauwa ce npunara
€HOBPEMEHHO ¢ APYMH JIEKapcTBa, 33 KOMTO Ce 3Hae, Ye ca cyOeTpatd Ha edsum CYP3A, ocobeHo ako
cyberpata Ha CYP3A MMa TecHM TepaneBTHYHM rpaHdum (Hanp. kapGaMasenuH) wunu cybcTpara ce
MeTabonM3upa €KCTEH3MBHO OT TO3M €H3MM. Mojke na ce oOMMCIH KOpEeKLMs Ha 703aTa, M KOraTo e
BB3MOXHO, Ja C€ NPOCcAeaABaT BHMMATENHO CEPYMHHMTE KOHLEHTPaUMH Ha JIeKapcTBara, KOMTO ce
meTtabonuzupat oT CYP3A, npy NauyeHTH, KOUTO MONYy4aBaT eAHOBPEMEHHO KIAPUTPOMMKLIMH.

CbNbTCTBAIOTO  [PHIOMKEHHE HA  KIAPHTPOMHUMH M JIOMMTAallKA € NPOTHUBONOKA3AHO MOpPaiH
BB3MOMHOCTTA 33 3HAYHTE/HO IOBHLLIABAHE Ha TpaHCaMKHHa3HTe (Bx. Touka 4.3).

3a creqHMTE JieKapcTBa MM JIEKapCTBEHU KIACOBE CE 3HAe WM ce Npeariosiara, ye ce MeTabonusupar ot
coipa - CYP3A  u3oeHsuMM: annpaszonam, acremuzon, kapbamazenuH, UMNOCTa3on, UM3alipua,
LUHMKIOCNOPHH, AM3CNHpaMHA, JOMIEPHACH, €pro ankanouaMm, HOpytuuub, uBabpaauH, JomuTanui,
TOBACTaTHH, METHUINPEAHHU3OI0H, MHAA30MaM, OMeENpazo, MNEpOpalHH AHTHKOAryAaHTH (Harnp.
BapgapuH, puBapokcabaH, anukcabaH), ATMIIUYHM AHTHUNICMXOTHUM (HANpP. KBETHAMHH), NMHMO3WI,
XHHUAWH, pudalyTHH, cuiaeHadun, CUMBACTaTHH, TaKpPOIUMYE, TepdeHaauH, THA30MaM ¥ BUHGAACTHH,
KaTO TO3M CMHCHK HE € [TBIIEH,

JlexapcTea, KOMTO B3aMMOAEHCTBAT 4pe3 NOAOOHH MEXaHM3MK ¢ APYTH H30CH3UMH OT uMToxpoM P450
CHCTEMATA, ca (PEeHUTOHH, TeOQHUINH M BANIIIPOAT.

HupexTHo aelicTsauly nepopandyd aHTukoarynautd (DOAC)

JAVpexkTHO AeHcTBAWIMTE MEepopanHM aHTHKoarysiaHTH aaburatpaH W enokcaban ca cyberpaty 3a
etnykcHusa TpaHcnoptep P-gp. PuBapokcaban u anmukcaban ce metaGonmnsupat upes CYP3A4 u ¢uwo ca
cyGerparn 3a P-gp. Tpabea na ce oOpblua ocobeHo BHMMAHHWE, KOraTo KNapUTPOMMLIMH CE MpHiara
€HOBPEMEHHO C TE3H CPEACTBa, 0COOEHO MpPH MALIMEHTH C BUCOK PHCK OT KbpBeHE (BK. TOuka 4.4).

Koptukoctepouau

Tpabpa na ce noaxoxaa ¢ MOBUMIEHO BHUMAaHKE NPH CbITHTCTBALLA YNoTpeba Ha KNapHTPOMHLIMH Cbe
CHCTEMHH H UHXANATOPHU KOPTHKOCTEPOK/IH, KOMTO ce MeTaboausupat rnasto upes CYP3A, nopaau
NnoTeHUHAana 3a NOBHLIABaHE HAa CUCTEMHATA eKCIIO3MLIMA Ha KopTHKocTepouauTe. B cmywali Ha
CbLITbTCTRALLA yn0Tpe6a, NAaUMEHTHTE Tpﬂ6Ba Ja ce HabnonaBaT BHUMATENHO 38 CHCTEMHH
KOPTHKOCTEPOM/HH HEKeNaHH peaKLHH.

Owmenpason
Knauma (500 mg Ha ecexu 8 waca) e npunarad B koMOuHalMa ¢ oMenpason (40 mg gHeBHO) Ha 34paBH

BBL3pAacTHH NMUA. PaBHOBECHHUTE NNAa3MEHH KOHUEHTPAUMH Ha omenpason ce ysenuuasatr (Cuax, AUCs24 M
ty ce yeennyaeart ¢ 30%, 89% u 34%, chOTBETHO) NpH eaHOBpeMeHHO fpunarade Ha Knauua, Cpennara
24-vacora cToiiHocT Ha pH Ha cTomaxa e 6una 5,2, koraTo omenpa3on e 6Un NpuUIaraH caMOCTOATENHO, H
5,7, xorato omenpazon e 6un npunarad ¢ Knauug,

Cunpenadun. Tananadun v BapaeHadun
Bcekn eaun ot Tezn docdoanectepasnn uuxuburopu ce metabonusupa none otyactd ot CYP3A, karto
CYP3A moxe na 6bae MHXMOMpaH NpH €IHOBPEMEHHOTO NpunmkeHHe Ha Knauua. EanoBpemeHHoOTO
npunoxenne Ha Knaung cwe cungenadun, Tazanapun u BapaeHapun o6MKHOBEHO BOAW 10 NOBHILABaHE
excrno3xuuaTa Ha dochoanecTepasHua HHXHOMTOP. [IpH enHOBPEMEHHOTO NPUIMKEHHE HA cHnaeHadun,
Taganagun v sapaeHadun ¢ Knauna tpabsa na ce 0OMUCIM BB3MOXKHOCTTA 3a TOHIKABAHE HA TAXHATA
no3a.

Teodunuu, kapbamazenuy




Pe3yiTaTH OT KIMHHYHK NPOYYBAHHA NOKA3BaT, Y€ CBLUECTBYBA YMEPEHO, HO CTATHCTHYECKO 3HAYHMO
(p £0.05) nopuwIaBaHE HUBATAa Ha LMPKY/IUPaALLKs TeoPUIHH MUK kapOaMaseluH, KOraTo eHO OT Te3u
AEeKApCTBa CE MpUiara efHOBpeMeHHo ¢ Kinauna.

Tontepoaun

MeTabonu3MbT Ha TONTEPOAHH CE OCBLUIECTBABA OCHOBHO upes 2D6 uzodopmara Ha putoxpom P450
(CYP2D6). Bvnpexkd Tosa, npu uact oT nomnynaudata ¢ nunca Ha CYP2D6, e ycranoseHo, ue
meTabonusmeT ce n3BbpLIBa ¢ nomowTa Ha CYP3A. Tpu Tasu yacT ot nonynauusara, MHXUOUPaHETO Ha
CYP3A B0oAM 10 3HAYMTEIHO [10-BUCOKH CEPYMHM KOHLEHTPaLUMH Ha TONTEpOAHMH. Moxke na e
Heo0X0aMMO HaMagBaHe 403aTa Ha TOATepPOaHH B npHcbereneTo Ha CYP3A unxubutopu kato Knauun
npu nonynauuaTa Ha cnabo Metabonusmpawn 4pes CYP2D6.

TpuazonbeHsoanazenuHy (Hanp. annpasonamM, MHIA30MaM, TPHA30IaM)

Korato mupasonam ce npunara saegHo ¢ Knauwp taGnetku (500 mg asa metv amesno), AUC Ha
MHAa30/1aM € MOBHLIEHO 2,7 MbTH ¢ UHTPABEHO3HO MPUNOKEHHe Ha MuaazonaM. [1pH WHTpaBeHO3HO
npunoxenne Ha muaasonam ¢ Knauwua, nauuenture Tpabea na O6baaT penoBHo HalniofaBaHH ¢ orien
€BeHTYalHa NMpOMAHA Ha Jo3ata. [IpunoskeHHeTo Ha MHMOA30MaM NO OPOMYKO3EH MbT, KOETO MOXE [a
3300MKONH  MPECUCTEMHOTO E€NHMHHUPAHE HAa JIEKapcTBOTO, € MO-BEPOATHO [Ja AOBede 110
B3auMoseiicTBre, noaobno Ha HabmoOAABAHOTO CNEA WHTPABCHO3HO TMpPHIOXKEHHE HA MHAA30MaM,
OTKONKOTO 10 B3aHMoAeHCTBHE, NOACOHO HA TOBA cliel NEPOPATHO NPUIIOKEHHE.

CobuiMTe npeana3Hd Mepku TpaGBa Ja ce€ NMPUIOXKAT W 1O OTHOWIEHHE Ha APYruTe OeH30AMa3elnMHH,
meTabonuzupanu ot CYP3A, BknounTenHo Tpuasonam u annpasonam. [Ipu GeH3onuasenuuuTe, YHeTo
eTMMHHHMpaHe He € 3aBHCHMO oT CYP3A (Temasenam, HUTpasenam, nopasenam), He € O4aKBa KITHHHHHO
3HauMMO B3auModeicTere ¢ Knauua.

Mma noctMapkeTHHroBH CHOOIIEHHA 33 JIEKAPCTBEHH B3aHMOIEHCTBHA M eeKTH BbpXY LEHTpanHarTa
HepsHa cuctema (LIHC) (Hanp. coMHONEHTHOCT W 00BPKAHOCT) NpH €AHOBPEMEHHOTO NPUIOKEHHE Ha
Knauunn u tpuazonam. [lpenopiupa ce npocnensBane Ha MALMEHTHTE MO OTHOLUIEHWE HA NOBMILIABAHE HA
tdhapmaronoruyuute edextd aupxy LIHC.

Apvzu rexapcmeenu esaumodeiicmeun

Koaxuuux

KonxuumH e cyberpat kakto Ha CYP3A, Taka W Ha eduiykcHUs Tpalcnoprep P-rnukonpotenn (Pgp).
HMzeectuo e, ye Knauna W apyrd makponuad ca nHXHOMTOpH Ha CYP3A u Pgp. [lpu ennoBpeMeHHOTO
npunoxeHue Ha Knauua u konxuumH, uHxnbupadeto Ha Pgp wunu CYP3A ot Knauua Moxe na gosene
J0 TIOBHILABAHE €KCMO3WLUMATA HAa KONXHUMH. EXHOBpeMeHHOTO mpunaraHe Ha KONXMUMH W Knaumpg e
NpoTHRONOKA3aHO (BxK. TOUKH 4.3 1 4.4).

EHFOKCHH

Cuurta ce, ye AMrokcuH e cyGeTpaT Ha eduiyKcHUA TpaHcnoptep P-rnukonporteun (Pgp). MUssecTHo e, ue
Knauna waxubupa Pgp. Tpu eaHoBpeMeHHOTO NpUAoxkeHHe Ha Knauua M JUFrOKCHH, HHXHOMpaHeTO Ha
Pgp ot Knaung moxe na goeeie A0 NMOBHILABaHE eKCIIO3WUMATA Ha AMrOKCHH. B mocTmapketnuroBus
Nepyoa ChUIC ca chOOWABAHM CAyYyaH Ha MOBHIUEHHE HAa CEPYMHH KOHLEHTPALMH HA JMIOKCHH FApPH
nauMeHTHTe, Npuemaild Knauua v aurokcHH. HAakon OT nalMeHTHTE ca MOKa3ald KIMHHYMHH NPU3HALM
Ha JIMMOKCHMHOBA WHTOKCHKAUWA, BIUIIOUWTENHO TOTEHUManHO aTanHH apuTMHH. CepyMHHTe
KOHLIEHTPAaLHH Ha JHMroKCHH TpAOBa na ObaaT BHHMATEAHO NPOCIEAABAHH MPH NALMEHTUTE, NpUeMally
€HOBPEMEHHO JHroKcHH K Kirauua.

3HI0BYIHH
EaHoBpemMeHHOTO nepopanHo npunoxeHne Ha Knauua rabnetkn u suaosyaun npu HIV-unde

BL3PACTHH NALMEHTH MOXe Aa AOBele A0 NMOHMKEHO PABHOBECHO CHCTOAHHE Ha KOHLEHT,
auaoeyauH. Toil kaTo Haii-BepoaTHo Knauuma noenusasa pesopbuMATa Ha eRHOBPEMEHHQ
nepopaneH 3MACBYAHH, TOBA B3aMMoOAeHCTBHe MOXKe 1A ce M3berHe B rofsMa cTeneH vpe
nosuTe Ha Knauua v 3Ma0BYAuH 32 NOCTHraHe Ha 4-4acoBA MHTEPBAIM MEXAY NIPHEMA H




Tosa m3anmopeiicTeue He ce mosBABa npu neauatpuuuu HIV-undektupann nauuent, npuemauiu
Knauma cycnensus c¢uc 3MIOBYAMH WIM AHAEOKCHWUHO3WH. TOBa B3aMMOAEGHCTBHE € MANIKO BEPOSTHO,
korato Knaima ce npunara upez HHTpaBeHO3Ha HHQY3IHA.

DEHUTOHH K BaNmipoat

Wma cnowTanHn wan nyGnukyBaHW cboOweHws 3a B3aumopeiicTeus Ha CYP3A4 unxuburopw,
BitounTenHo KnmauMa c fiekapcTsa, 3a KOWTO CE CuMTa, e He ce metabonuaupar ot CYP3A4 (Hanp.
theHuTOMH W Bannpoat). [penopbuBa ce M3MepBaHe Ha CEPYMHUTE HHBA HA TE3W JIEKAPCTBA, KOTATO Ce
npunarar egHoepemenHo ¢ Knauna. Crobilaaiy ca noBHILIEHH cepyMHM HHBA.

Heynocounu dapmarokutiemuiniy 83aumo0eiicmeun

ATta3zaHaBHp
Knauma n ataszanasup ca cyberpat M uHXnOuTOopy Ha CYP3A M cbluecTBYBAT QaHHM 33 ABYROCOYHO

NexapcTBeHo Bzaumoaeicreame. EnnoppemennoTo npunoxenne Ha Knauna (500 mg aBa nbTH AHEBHO) ¢
aTtasaHaBup (400 mg BeAHBK AHEBHO) BOAW A0 ABYKPATHO NOBHILEHWE eKcno3HumaTa Ha Knauua u 70%
noHnxkenne Ha ekcnozuuuata 14-OH-knaputpomuumH, npu 28% nouwenve AUC Ha aTazaHapup.
IMopaax mMpokus TepaneBTHYEH npo3opell Ha Kiauua, He ce Hamara NOHKW)KABAHE Ha 103aTa NpH
NalLMEHTH ¢ HOopMaiHa ObOpeuna Qyhkuna. [Ipu naunenTuTe ¢ yMepeHa yBpeneHa 6b6peuna hyHkuus
(kpeaTHHHHOB KaMpbHC 30 g0 60 ml/min), nosata Ha Knamma tpabea aa Gbae Hamanena ¢ 50%. [pu
nauueHTHTe ¢ KpeaTHHHHOB kAMpBHE <30 ml/min, no3arta Ha Knauun tpabea na 6wae HaManeHa ¢be 75%
NpPH MRNON3BAaHETO Ha Noaxoddilla nekapcreeda ¢opma Ha Knauua. [Jo3m Ha Knauua, no-BHcokH oT
1 000 mg nHeBHo, He TpAOBa [a ce NpUnaraT 3aefiHO ¢ MPOTea3HH UHXHOUTOPH.

brnokepu Ha KanuWeBWTe KaHaln
[TpenopbyBa ce NOBWILEHO BHUMAHWE NpPH €NHOBPEMEHHOTO npunoxeHue Ha Knauua u Gnokepu Ha

Kanu{eBHTe KaHamu, KoMTo ce meTabonusupar or CYP3A4 (Hanp. BepanaMun, aMJIOAWNHH, ZHNTHA3EM)
nopaan puck ot xunoronus. [lnasmennte koHuentpauuu Ha Knauma, kakto v Ha OnokepuTe Ha
KaJliMeBHTE KaHAIH MOME Ja Ce YBEJMYAT, KOETO C€ Ab/HKM Ha B3aMMOAEHCTBUETO WM. XWNOTOHMA,
OpaauapUTMMA M NaKTaTHa auuao3a ca OMnu HaGnloaaBaHM MPH NALMEHTH, NPUEMAllH eAHOBPEMEHHO
Knauua n Bepanamun.

HrpakoHason
Knauua v wurtpakoHazon ca cyberpath W HHXMGMTOpr Ha CYP3A, koeTo BOAM 10 ABYNOCOYHO

NekapcTBeHo B3auMojeiicTsue. Kiauuda Moxke ja MNOBUWIM NJIa3MEHWTE HHBA Ha WTpakoHason, a
HTPaKoHAa20Jl MOXKE Aa NOBUIUM [U1a3MeHUuTe HuBa Ha Knauna. TlauuenTHTe, npueMalluy eqHOBPEMEHHO
urpakoHazon W Knaumpn tpabea na Obrar peoBHO MpoCneasBaHH 3a MPH3HALM MIH CHMMTOMHM Ha
[OBHLUIEH UK YAB/DKEH PapMakoNoriueH edexT.

CakBHHABMD
Knauun w cakeuHasup ca cyOctpath M WHXWOWTOpM Ha CYP3A u aBynocodHu nekapcTBeHW

B3aumopeicTsui. EnnoBpemerHoTO npunoxeHue Ha Knauua (500 mg aBa mbTH AHEBHO) H CAKBHHABHP
{MexH sxenaTHHoBH Kancynu, 1 200 mg Tpu nvTH auesHo) nmpH 12 3apasu nobpoBonuM € AOBENO OO
CTOHHOCTH B paBHOBECHO ChCTOAHME HA AUC M Cpax HA CakBMHABHp, ¢bOTBETHO 177% u 187% no-
BMCOKH OT T€3H MPH CaMOCTOATENHOTO MpuiokeHHe Ha cakBuHaBup. CroliHocTuTe Ha AUC M Cpax Ha
Knauun ca 6unun ¢ okono 40% no-pHCOKH B CpaBHEHHE C Te3H NMPH CaMOCTOATENTHOTO MPUIOKEHHE HA
Knauna. He ce nHanara npoMsHa Ha A03aTa NMpH €RHOBPEMEHHOTO NMPUIMKEHHE Ha JIBETE JEKAPCTRA 3a
OTpaHH4Y€H IEpHO] OT BpeMe B IpoyuBaHUTe Ao3uW/nexkapcTBeHH dopmu. JlaHHuTe oT mpoyuBaHMATa
BLPXY JIEKAPCTBEHUTE B3aUMOAEHCTBHA TNPH NPHAOKEHHETO HA MEKHTE >KENMATHHOBH Kamncy/y MOxe Aa
He ca roKa3aTe/HH MO OTHOWEHHe HAa edeKTHTE MpH NPHUIOKEHHETO HA cakBMHABUp moj] ¢opmaTta Ha
TELPAM KEMAaTHHOBH Kancyau. JaHHWTe OT NpoyuBaHMATa BBPXY JIEKAPCTBEHHUTE B3AWMOAEHCTBUA NpH
CAMOCTOSTENIHO MPHIOXKEHHETO HA CAaKBMHABHP MOKE fa He ca MOKA3aTe/IHH MO OTHOWE
nabmogaBannte epeKTH MNpPH NEYEHMETO CbC CAKBMHABWP/puTOHABHp. [lpu enHoB
fIPUAOKEHUE HA CAKBUHABUD C PHTOHABMp TpabBa Aa Ce MMAT MpeaBH] MOTEHLMATHHT!
puTOHaBHp BBpXY Knauua (Bx. Touka 4.5).
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4.6 PepTHANTET, OpeMeHHOCT H KbpMeHe

BpemenHoct
BeszonacHoctTa Ha Knauna no Bpeme Ha OpeMeHHOCT He e ycTaHOBeHa, Bb3 OCHOBA HMAa NPOMEHIHBH

PE3YNTATH, NOJYHEHW OT MPOYUBAHHA NIPH >KMBOTHH H OMHTA [IPH XOpa, HE MOXE [a CE H3KTOMKM
BEPOATHOCTTA OT HEXENAHW peaklud BbpXy emOpuoderanHoTo passutve. B Haxou obcepBauMOHHM
NpoyusaHWsA, OLEHABALUM EKCHO3MLMATA HA KIADUTPOMHLMH Mpe3 NbPBHA H BTOPHA TPUMECTHLP, CE
cv00mmaea 3a MOBMILEH PUCK OT CHOHTAHEH abOPT B CPaBHEHHE ¢ HEM3MON3BAHETO HA AHTHOHOTHK WIH
M3MOI3BAHETO HA APYr AHTHOMOTHK Npe3 CbliMs nepuoa. HanWuHuTe enuaeMUONOrHYHW NPOYyYBaHHA
OTHOCHO PHCKA OT CEPHO3HH BpoAeHH Mandopmauuu npu ynotpebara Ha MaKpONMAM, BKIIOMHTENHO
KJTApUTPOMHLIMH, 110 BpeMe Ha OpeMEeHHOCT NPEAOCTABAT NPOTUBOpeHUBH pesynrari. [lopaau ToBa He ce
npenopbysa npuemMbT Ha Knauua mo Bpeme Ha GpemeHHocT Ge3 Aa e HanpaBeHa OLEHKA HA MO3HTE
CMpAMO PHCKOBETE.

Knpmene
Besonachocrra Ha KnauMa no Bpeme Ha KbpMEHe He € yctaHoBeHa. Knauupa ce oTaens B kbpmara B

Majki KonuvecTBa. M3uncneHo e, ue KbpMaveTo Lie Moaydd okono 1,7% or no3ata KNapuTPOMMLMH,
KOpHUIrHpaHaTta cnopea TerjloTo Ha maikara.

(deprunurer
[IpoyuBaHHATA OpH MIBLXOBE HEe NOKA3BAT JAaHHU 32 BpeaHH edekTH Repxy depTuauteTa (B, Touka 5.3).

4.7 EdexTn BbpXy cnocofHOCTTa 32 miodupane A pabora ¢ MAINHH

Hama nanuu 3a BavaxueTo Ha Knauna Bupxy cnocobHocTTa 3a wodupaHe uau paborta ¢ MawnHu. [pu
woctrpaHe unu paboTa ¢ MallMHA TpaOBa 4a ce MMa NpeiBWA Bb3MOXHOCTTA 3a MOARA Ha 3aMasHOCT,
BEPTHro, 0OBbPKAHOCT U Ae30pHEHTALMA, KOMTO MOTAT 1A Ce MOABAT NpPH MpHemMa Ha TOBa JIEKapCTBo.

4.8 Hesxenanu NeKapcTBeHH PEAKIHH

Haii-uecTo cpeliaHnTe HexxenaHW NeKapcTBEHH peaklUMH, cBbp3aHu ¢ Teparusta ¢ Knauma npw
Bb3PACTHH W MEHATPHYHA MOMyNalMd, ca kopemHa Oonka, A4apHs, raaeHe, MOBPbLIAHE W NMPOMEHEH
Bkyc. Te3u HexxenaHH peakuHH OOMKHOBEHO ca IEKH MO WHTEHIUBHOCT M Ca B CHOTBETCTBHE C MO3HATHA
npodun Ha Ge30NnacHOCT HA MAKPOIMAHHTE AHTHOHOTULH.

Hsama 3HauMma pa3nMKa B YECTOTATa HA Te3H CTOMALUHO-UPEBHW HEXKENAHH PEaKlUMH MO BpeMe Ha
KJIMHUYHH H3NHTBaHHA MEXAy NMONMyTauMuUTe MaudeHTH ¢ WM Ge3 npeauiecTsallid MMKOGAKTEPHANHM
HHpeKLKH.

Cneapawata TaGiuMua NMOKa3eBa AOKIAABAHUTE HEXENaHW pPEaKUMH OT KNHHHYHM M3NUTBAHUA WU OT
NOCTMapKETHHroBus onut ¢ Knauma rpaHynM 3a nepopanHa cycneH3ua, TaOneTkH ¢ H3MeHeHo
oceoboxnapade, PUIMHpaAHH TAbNETKH U NPax 3a HHY3HOHEH Pa3TBOP.

Peakuuure, cuMTaHH KaTo NMOHe BBIMOXHO cBbp3aHd ¢ Knauua, ca nokazadd No CHCTEMHO-OpPraHHa
KknacHbUKaLMA W ONpeaesieHH MO 4ecToTa KaTo: MHoro uectd (= 1/10), vectw (= 1/100 po < 1/10),
HeuecTd (= 1/1 000 oo < 1/100) n ¢ HeMszBeCTHA uYecTOTA (HEKETAHH PeakUMH OT MOCTMAPKETHHIOBHA
OTHUT; OT HANUYHWTE JaHHM He Moxke Jda Oble HanpaBeHa oueHka). BbB BecAka rpyna mo uecToTa,
HEXENAHWTE peakuMH ca (pPelCTABEHH B HU3XOAALL pea Ha TAXHATA CEPHO3HOCT, TaM KBIETO
CepHO3HOCTTa MosKe Aa Objle oLeHeHa.

MedDRA-6a3a Mmuoro YecTtn HeuecTn C HeunspecTHa yecToTa*
AaHHK Ha CucTemo- 4eCcTH = 1/100 no (= 1/1 000 no < 1/100) {OT HANMYMHKUTE AAHHH HE
OpraHHH Kl1acoBse (= 1/10) | <1/10) Moe 1a Oble Hanpa
‘ oUeHKa)
Hudekuuu n Llenynut', kanauauasa, [NcesnomemGpanbhed
HHecTaUHn racTPOEHTEPHT, KoauT, epuannesf o 0
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undekums’®, BarHHanKu

HHpEKLHH
HapyweHus Ha Jlepxonenus, ArpaHynouurosa,
KpBBTa W MHM{HaTa HeyTponenuns®, TpoMGOLHTONEHHA
cHcTeMa TpoMBounTeMHa’,
eosuHopunus’
HapyuleHua Ha AHadunakTonaHa AnapunaktHina
HMYHHATa CHCTEMA peakumsa’, peaxLHs, aHrHoenem
CBPBXUYBCTBHTENHOCT

HapyuweHus Ha
meTtabonusma H

AHODPEKCHA, TOHIKEH
aneTuT

XpaHEHETo
MMenuxuunn Bescoaue TpeBOXHOCT, HepBHOCT [MeuxoTuunu
HapyLUeHHA HapyleHHA, ChCTOAHKE
Ha 00BpKaHoCT,
AeNepCOHaNU3aLMA,
Aenpecus,
Ae30PHEHTALIN,
XanHUHHALIUA,
HeoOHYaKHH CbHHLLA,
MaHuA
Hapywenna va Hucreyzus 3aryba Ha cv3HaHue', Kousyncuu, areysus,
HEPBHATA CHCTEMA rnasobonue AMCKWHE3NA', 3aMasgHOCT, napocMua, aHOCMHA,
CBHIHBOCT, TPEMOp napecTesHs
Hapywenus Ha Bepturo, HapyleHRna Ha Inyxota
YyX0TO W naDHpHHTa cnyxa, THHHTYC
Copaeunn CnpaeueH apect’, Torsade de pointes,
HapyLUEHUA NpeachPAHO MbXEHE ', KaMepHa TaXHKapaHsa,
yashxen QT s EKT, KAMEPHO MbXKAEHE
ekcTpacHcToNy',
NINUTALHH
Crpi0BH HAapyllleHUs Baszoaunarauus! XeMoparus
PecriupaTopHu, AcTMa', enucTakcuc?,
TPBAHK H 6enoapobeH eMGoIHIBM!
MEIHACTHHANHH
HapyLIeHHA
CTomalHo-4peBHH Huapus, Eszodarut', OcTbp naHkpeaTHT,
HapyLUEHHA NoBPLILAHE, racTpoezodareanHa IPOMEHH B LIBETA HA
AWCTENCHA, pedaykcHa Gonect?, €31Ka, MIPOMeHH B LIBETA
rageHe, KOPEMHa | racTpHT, NPOKTAICHSA?, Ha 3B0HTE
donka CTOMATHT, TIOCHT,
noayBaHe Ha KopeMa®,
KOHCTHNAUHKA, CYX0Ta B
YCTAaTa, OPUrBaHe,
dnaryneHma
XenarobunuapHu A6HopmeH Xonecraza®, xenatut®, YepHonpobna
HapyLIEHHA yeproapoben MOBHLIEHA ANaHHH HEOCTaThUYHOCT,
(yHKLMOHANEH aMuHoTpaHcepasa, XenaToLgynapHa
TecT MOBMILEHA ACNapTaT HBATEHHLLA
amuHoTpaHcdepasa,
NoBHLLUECHA ramMa-
raytaMmunTpaHcepasa’
Hapyluienus Ha O6pus, Bynozen nepMatut’, TeXKH KOKHU HeXeNaHH
KowKara ¥ XHNEPXHAPO3A cwpbex, ypTHKapus, peaxuus (SCAR) (Hanp.
NOAKOMKHATA ThKAH MAaKy10-narnynosed odpus® | octpa rexepanuin

€K3aHTeMaTo3H
nyctynola (A
cuHapom Ha C
JIKOHCEH,

-




TOKCHYHA elMaepManta
HEKpONN3a, JIEKapCTBeH
0obpuB ¢ eo3unohUIMA U
CUCTEMHH CHMIOTOMH
(DRESS), akue
Hapyuteuns na MyckynHu cnasmu’, Pa6iomuonnza®’,
MYCKYJTHO- MYCKYNHO-CKENeTHa MHODATHR'
CKENeTHATA CHUCTEMA cxoeanocT', Muanrus?
H CbeJ{HHTETHATA
TbKaH
Hapywexua Ha VYpeauuenue Ha Bu6peuna
6p6peunte u KpeaTHHHHA B KpbBTa', HELOCTAaTbYHOCT,
(IHKOYHUTE THTHUIA yBeJNHYEHHE Ha ypeaTa 8 HHTepcTHUHaneH HedpHT
KpbBTa'
O6wm HapyweHus 1 | Onebut | Bonka Ha Hepasnonosxenue?*,
eeKTH Ha MACTOTO Ha MACTOTO Ha NOBHLLEHA TeMnepaTypa®,
Ha NPHIOKEHHE MACTOTO | MHXeKTHpaHe', acTeHu, rpuaxa Gonkat,
Ha BB3NAIEHHE HA sTpucaHe’, ymopa*
MHXEKT | MACTOTO Ha
upane' | mrxexTHpane!
H3cnenpanun ABHOPMHO OTHOLLEHHE [oenweH INR,
anfyMuH raobynun’, YIbIKEHO
MOBHLIEHKE Ha aNKaNHaTa npoTpoMGUHOBO  BpeMme,
docarasa B kppBTa?, abHopMeH LBAT HA YpHHa
NOBUIIEHHE Ha NaKTaT
ZeXHApOreHasara B kptaTat

*[Topaawn TOBa, 4e Te3W peakUMH ca AoKNaaBaHH NOOPOBONHO OT MOMYJAUMA C HEOMPEAENEH pa3Mep, HeBHHArM €
BBIMOMKHO 13 CE MPELNOCKH HaJeKIHO TAXHATA YECTOTa WIM 1A C& YCTAHOBH NMPUYWHHO-CIEACTBEHA BPb3Ka C
€KCMNO3UIIHATA KbM NekapcTeoTo. EXCno3nuMATa Ha NaLMeHTUTE ce Npeanoaara ga € no-roifamMa ot 1 Munvapa OHH
nauveHTo-nedeHune 3a Knauua.

**B HAkoW OT JoknaguTe 3a paGaomuonuza, Knauua e npuiaran eQHOBpeMEHHO ¢ APYrH NEKAPCTRA, 38 KOUTO €
M3BECTHO, 4€ €a CBbP3aHM C NoABaTa Ha pabaomuonuza (KaTo CTATHHH, GUBPaTH, KONXULKH WK ATONYPHHOI)

! HJIP noknansany camo 3a npax 3a HHQY3HOHEH PasTBOp

2 HJIP noknaasaku caMo 3a TableTky ¢ yIbaxkeHo ocso6oxkaaBane
* HJIP noknansaKu camo 3a rpaHyiiH 3a NEpOpanHa CycneH3us

* HJIP noknaasaHH camo 3a TabeTku ¢ HezabasHo ocBofoxaaBake

YecToTaTa, BHAA M TEIKECTTE HA HEXKENAHHTE JIEKApPCTBa NpH A€l ce 04akBa Ja ObJaT ChLIHTE KaKTo NpU
BL3PACTHH.

HMYHOKOMDPOMETHPAHH NALHEHTH

Mpy nauvext cb¢ CITUH U Apyri HMYHOXOMIIPOMETHPAHH HALUMEHTH, NEKYBAHU 3a MUKOOAKTEPHATHH
HHBEKLMH C MO-BUCOKH Nepopantu 103 Knauma 3a npoab/DKUTENEH NEPHOA, YeCTo € GUIo TpyaHO Az
CE OTAMYAT HEXeNaHUTe ChOMTHA, cBbp3adu ¢ Knauua, ot cumnromute Ha CITHUH wnn censreTBamoro
3a0onsaBane.

[Mpu sb3pacTHH nauxentH, aexysaty ¢ Knauma 1 000 mg obwa nHeBHa 1033, Hait-4ecTo OOKNAABAHUTE
HEXXENaHH peaKiWM ca rajcHe, NOBpLLUAHE, MPOMAHA HA BKYca, KOpeMHa Gonka, adapud, ofpusH,
¢dnatyneHumns, rnasoboaue, 3anek, HapyLIEHHA Ha ClyXa, NOBMUIEHM CEpyMHA NyTaMaT OKcanoaueTar
TpaHcamuHala (SGOT) u cepyMHa raytamat nupyeat TpaHcamuhasa (SGPT). JonwnaHuTenHn cubutua c
No-HUCKA 4YECTOTa ca 3aayX, HeacbHHE K CYXOTa B yCTaTa.

[Tpu Te3n MMYHOKOMMPOMETHPAHH NMAlHEHTH NabopaTOpHUTE NOKA3aTeNH ca OLECHEHH NPH aHATHIUpaHe
Ha Te3M CTOHHOCTH 63 BKIIOYBAHE HAa FOJIEMHTE OTKJIOHEHHS (T.e. EKCTPEMHO BMCOKH W EKCTPEMHO
HHCKM) 33 KOHKpeTHOTO M3cieABaHe. Ha 6azata Ha Te3n kputepun, okono 2% no 3% ot tesn n
kouto nonyuasat 1 000 mg Knauma aHeBHo, ca HManH CepHO3HO MOBHIUEHH HHBA Ha SGOT

MNOBHILIEHH HHBA Ha Ypes.




CnobuiaBate Ha M0103MPaHK HEWENAHN PEAKILIMU
CrobliapaneTo Ha MOJO3HPaHU HEXENaHM peaKUMMW Cle/l paspellaBaHe 3a ynotpeGa Ha AeKapCTBEHHS

npoayxt e BaxHo. ToBa No3BOABA Ja NPOABLKK HabMIOAEHHETO HA CHOTHOLWEHHETO (ON3a/pUcK 3a
JIEKapCTBEHHA NPOAYKT. OT MEAMLIMHCKHTE CNEeLMaIMCTH e W3MCKBA Ja cbhobluaBaT BCAKa NOAO3HpaHa
HEXe/TaHa peaklUus Ypes HaLMOHANIHa CHCTeMa 3a chobLiaBaHe:

HsnbanuTenna arenuus no nexapereara (MAJ)
yn. , Jdamsan ['pyes” Ne 8

1303, rp. Codusa

Ten.: +35 928903417

yebcalt: www.bda by

Karo cvobinapare Hexenanu peaKkUHH, MOXKETE Aa NaA€TE CBOA NPHHOC 3a MOony4yasBaHe Ha NOBeYe
HH(bOpMaLlHH OTHOCHO 0€30MacHOCTTa Ha TOBa NEKAPCTBO.

4.9 Ilpenosupane

CuMnITOMH

TMonyueHute cbollUeHNA NOKA3BaT, Y€ NpHeMa HA rojieMH KonuyecTea Krnauua Moxe ga goseae Ao
noasaTa Ha CTOMALLHO-4peBHM cUMNTOMU. [IpH €aMH MauMeHT ¢ aHaMHe3a 3a GUNONAPHO Pa3CTPOMCTBO,
npuen ocem rpama Knauua, e HabniopapaHo HapylleHWMe Ha MEHTAIHWTE (QYHKUMH, NapaHOWIHO
NoBeeHHe, XHITOKATHEMHA H XHNOKCEMHUS,

Jleuenue

Hexenanure peakuMu, NpuapyasaliM Mpefo3MpaHeTo, TpabBa na ce NeKyBaT CbC CBOEBPEMEHHO
elMMHHHpaHe Ha HeaOcopOMpaHOTO NeKkapcTBO W moaabpxkali Mepkd. Kakto npm ocramanute
MaKpOAHAH, HE CE& OYaKBA CEPYMHHTE HWBAa HAa KNApPUTPOMHULMH Ja Ce MOBNMAAT 3HAYMTENHO MpH
XEMOJIHANH2A MM NEPHTOHEAIHA AHAJIH3A.

5. ®APMAKOJOTHYHU CBOHCTBA

5.1 QapmMakoIHHAMHYHH CBOHCTBA

(apMakoTepaneBTHYHA rpyna; aHTU-OAKTEPHAIHH NEKapCTBEHH NPOAYKTH 38 CHCTEMHO NpPHIOMKEHHE,
makponuan, ATC koa: JOIFAQ9

KnapuTpoMHLKH € NONYCHHTETHYHEH MaKpPOAHAEH aHTHOHOTHK, nonayveH 4pe3 3amsaHa Ha CH;O rpyna ¢
xuapokcunda (OH) rpynma Ha nos3uupis 6 OT E€PUTPOMHLMHO JTAKTOHEeH NpbeTeH. [1o-KOHKpeTHo
KJApPUTPOMHLUMH € 6-O-meTHn epuTpoMHUMH A. Benuat no noutu 6sa1 aHTMGHOTHYEH npax € ropuMs,
npakTHyeckn 6e3 MHpU3Ma, NO CHILIECTBO HEPA3TBOPHM BLB BOJa U ¢abo pa3TBOPHM B €TAHON, METAHOI
H auetoHuTpun. Herosoto monekynno terno e 747.96.

Mukpobuonorus

KnapurpoMuuMH ynpaxhsaea aHTHOAKTEPHAIHOTO CH JeWcTBHe upe3 cebp3eaHe ¢ 508 pubosomHata
cybeMHHLA Ha YYBCTBHTENHKHTE GAKTEPHH H MOTHCKA NPOTEUHOBATA CHHTE34.

KnapuTpoMHUHH AEMOHCTPHMpa OT/JIMYHA N Vitro akTHBHOCT Cpeuly CTaHAAPTHH luamose OakTepuM W
KJIHHHYHH H3onaTd. Toll NpuTekasa MHOTO MOLLHO aHTHOAKTEpHANIHO AEHCTBME CPELLY LIMPOK CMEKThP
oT aepobHM W aHaepobun [pam-nonowutenny W [pamM-OTpHuUATeTHH OpraHH3Mu. MHHHUMAN
HHXHOMTOPHU koHUeHTpauuMH (MHK) Ha knapuTpoMuuMH kaTo uano ca ¢ eauo log: pazpe
cunnd ot MUK Ha epuTpomMuLimh.
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Invitro naHWuTE CBINO NOKAa3BaT, Y€ KIAPHTPOMULMH HMa OT/IMMHA AKTHBHOCT cpewny Legionella
preumophila v Mycoplasma pneumoniae. To# e Gaktepuungen 3a Helicobacter pylori; Taznm akTMBHOCT
Ha KIapuUTPOMHUHH € nO-BHCOKA npH HeytpanHo pH, oTtkoakoTto npu kuceno pH. fnvitro w in vivo
OaHHWTE [0KAa38aT, Y€ TO3K AHTHOHOTHK MMa aKTHBHOCT CPELly KIMHUYHO 3HAYMMH MHUKOGAaKTepHan HH
BUOOBE., [nvitro nannuTe nokassat, ue Enterobacteriaceae, Pseudomonas BuaoeeTe W ApYrH
HeEPMEHTATUBHH NAKTO30-0TpUUATeNHK [pam-oTpuuaTenHu 6GakTepuW He ca YYBCTBMTENHM KbM
KJIAPUTPOMMLIHH,

KnapHTpOMHUHH € NOKasal aKTHBHOCT CPeLLy MOBEMETO IAMOBE Ha CNEAHMTE MHKPOOPraHH3MH KakKTo
in vifro, Taka W NPH KAHHHWYHK HHOEKLIMY, KAKTO € OMHCaHo B Touka 4.1;

AepoGun I'paM-noN0KHTETHH MHKPOOPTAHU3MH
Staphylococcus aureus

Streptococcus pneumoniae

Streptococcus pyogenes

Listeria monocytogenes

Aepobun I'pam-0TPHUATE/IHH MHKPOOPTAHH3MHE
Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

Jdpyrua mukpoopranuimu
Mycoplasma pneumoniae
Chlamydia pneumoniage (TWAR)

MuxobakTepns

Mycobacterium leprae

Mpycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC), cbeToAwM ce oT: Mycobacterium avium
Mycobacterium Intracellulare

Bera-nakramasnata npoaykuua He TpatBa na MMa ePEeKT BbPXY aKTHBHOCTTA Ha KIGPHTPOMHLIKH.

3ABEJIEXKKA: TloBeueTo wwamoBe METHLMIHH-PE3MCTEHTHH M OKCALMIIMH-PEIUCTEHTHH CTa(QHUIOKOKH
€a Pe3UCTEHTHH KbM KIAPHTPOMHLHH.

Helicobacter

Helicobacter pylori

H. pylori e wonuMpaH B Ky/NTYpH, NOAYYeHW Tpelu TepanuaTa, kaTo knaputpomuuud MUK ca
onpeAencHH npean nedeHuero npd 104 nauneHTd. OT TAX YeTHpPUMA NMALMEHTH UMAT PE3UCTEHTHH
[aMOBE, ABaM& NALMEHTH MMAT WAMOBE C MEXAWHHA YYBCTBHTENHOCT M 98 MauMeHTH MMaT
YyBCTBHTENIHH LLAMOBE.,

Cneanute invitro naHHM ca HanWYHM, HO _TAXHATA KJIMHHYHA 3HAYHMOCT He € HIBECTHA.
KnapuTpoMuUHH NOKa3ssa in Vifro AKTHBHOCT CPELLY MOBEYETO LUIAMOBE HA CIEAHHTE MHUKPOOPraHW3MH;
Bce nak Ge3onacHOCTTa M ePeKTHBHOCTTA HA KNAPUTPOMHUUHH NPH JIEYEHHE HA KIIHHHYHK WH(EKUUH,

KTHHHYHH HW3NHUTBaHHA.

Aepobun I'paM-noN0KHTETHH MHKPOOPraHH3MH
Streptococcus agalactiae
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Streptococci (Tpyna C,F.G)
Viridans epyna streptococci

Aepobuu I'paM-oTpHIaTEIHH MHKPOOPraHHIMHK
Bordetella pertussis
Pasteurella multocida

AHaepo6nu I'pamM-noNokKN TeIHH MHKPOOPTaHUIMH
Clostridium perfringens

Peptococcus niger

Propionibacterium acnes

Anaepobun I'pam-oTpHNaTeTHH MHKPOOPTraHH3IMH
Bacteroides melaninogenicus

Cunpoxern
Borrelia burgdorferi
Treponema pallidum

Kamnunobakrtep
Campylobacter jejuni

OcHOBHHAT MeTalOAMT Ha KIAPHTPOMHMUMH NPH YOBEKA M JPYrH NPHUMATH € MMKPOOHOIOTHYHO
akTHBHUAT Metabonut 14-OH-knapurpoMuunH. Tozn MeTaboNHT € CbLIO TONKOBAa akTHBEH MM 1 Jo
2 MbTH NO-MANKO aKTHBEH OT W3XOAHOTO ChEAHHEHHE 33 MOBEUETO OPraHU3MM, ¢ HIKNKYEHHE Ha F.
influenzae, cpeuly ko#iTo e nBa NbTH no-aktueed. Haxogworo sewectso u 14-OH MerabonuruT
YNPaXKHABAT aJAWUTHUBEH MIH CHHepruyeH edext Bbpxy H. influenzae in vitro W in vivo, B 3aBUCHMOCT OT
BakTepHanHUTE ULAMOBE.

3a K1apUTPOMMLMH € YCTaHOBEHO, Y€ € JIBa A0 AECET [IbTH M0-aKTHBEH OT EPUTPOMMLMH B HAKOIKO
eKCINePUMEHTANTHK XHBOTHHCKM MHGEKUHO3HH Moaend. [loxazaHo € HanpuUMep, ye € no-epeKTHBEH OT
EPUTPOMHLIMH NPU MHIUH CHCTEMHH HHOEKLHMH, MUIIM [IOAKOXKHM abcuecH ¥ MHIH HHGEKUMM Ha
JHXaTelHHTE NBTHLLA, TPHUKMHEHH OT S. pneumoniae, S. aureus, S. pyogenes v H. influenzae. Tlpn
MOPCKM CBHHYETA C JIETHOHEIHa HHEKLHA TO3H eeKT € No-cUIHO W3paseH; MHTpanepuToHealHa 103a
ot 1,6 mg/kg/nex kiaputpoMuumy e no-epextusHa ot 50 mg/kg/aen epuTpoMrLKA.

['paHHYHH CTOHHOCTH 33 M3NUTRAHE 33 HYBCTBHTEIHOCT

TeakyBaTesHuTe KpuTepHu 3a MIC (MHHMMaTHA HHXUOMpallla KOHLIEHTpalys) 3a H3NHTBaHE Ha
4yBCTBHTEIHOCTTA Ca YCTAHOBEHH OT EBponeHicKus KOMUTET 3a H3c/ieBaHe Ha aHTHMHKpoOHaTa
gyscTBuTenHoct  (EUCAST) 3a KIapHTPOMHIMH U ca n36poeHu TYK:
https://www.ema.curopa.cu/documents/other/minimum-inhibitory-concentration-mic-
breakpotints_en.xlsx.

Mons, BwxTe cneunduyHaTa vudopmMauus 3a Bawata cTpana urM peroH OTHOCHO MPaHHYHH CTOMHOCTH
3a YYBCTBHTE/HOCT, PE3HUCTEHTHOCT U MEXXIMHHA 4YBCTBHTE/IHOCT.

KnuHH4Ha edrkacHocT M HezonacHocT

Knunuven onum npu nayuenmu ¢ nemuxobaxmepuainu unexyuu
B knuHMYHM M3NWTBAHMA € OUNO JEMOHCTPHMPAHO, Y€ KIAPHTPOMMUMH B go3a 7,5 mg/kg nsa nbTH
AHeBHO e fe3onaceH H ecbexTnBeH NMpH NEYeHHUETO Ha NEeAMAaTPHUHH NAUHEHTH C HHPEKLHH, H3HC

AHUXaTEAHHW NBTHLLA.
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[lpu Te3u u3anUTBaHWA KAApUTPOMMLMH B 032 oT 7,5 mg/kg NBa MbTH QHEBHO € MOKA3al CPaBHMMa
KIHHHYHA ¥ GaKTePHOOrHUHA ePUKACHOCT ¢ Pe(dEepEeHTHH JIeKAPCTBEHH NPOAYKTH, KOWTO BKIKOUYBAT
NEHUUKIHH V, AMOKCHUM/IMH, aMOKCHUMWIHMH/KNAaBYaHOBA KHCENMHA, €PUTPOMHLMH ETHICYKUMHAT,
uegraknop H uedagpokcu.

Knunuven onum npu nayuenmu ¢ Mukobakmepuainu ungexyuu

Eavo usnutbaHe ¢ neanaTpHuHM naikenTH (HAKoM oT Kouto HIV-nosutuBHM) ¢ MukoGakTepuanHu
MHODEKUHH NEMOHCTPHpPA, Y€ KIApMTPOMHLUMH e Gun Ge3onacHO ¥ €QEKTHBHO neuveHHe, AafieH
CaMOCTOATENHO H B KOMOWHAUMSA CbC 3HAOBYAHH WM AMACOKCHHMHO3MH. KNapUTpOMHUMH neamaTpruHa
cycnedsus e 6iia npuaokena karo 7,5; 15 unm 30 mg/kg/neH B ABe OTAC/IHH AO3M.

HsKOM CTATUCTUHECKH 3HAUMMH €(eKTH BbPXy (apMakOKMHETHUHHTE NapamMeTpH ca HablionaBaHH,
KOraTo KIapHTPOMMIIMH € OMA MPHIOKEH ¢ AHTUPETPOBUPYCHH NEKAPCTBA; BCE MaK TE3W (IPOMEHU ca
GHAKM MaNKW M BEPOATHO HAMAT KIWHMYHA 3HauumocT. Knapurpomuuun B no3u o 30 mg/kg/nen ce
noHacsa godpe.

Knaputpomuumnn € 6un edexTHBeH 3a JIedeHHeTo Ha AHCEMMHUpaHU MH(eKUHH ¢ M. avium KoMmnexc
Npy neanaTpHyHK nauueHTd cbe CIIHH, kaTo HAKOW MallMEHTH ca AEMOHCTPHPATH TIPOABLIKHTENHA
e(pHKACHOCT CleAl OBeYe OT €AHA FOIMHA CJIE] TCPANUATA.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbuns
Hauanuute apMakoKHHETHUHM NaHHM ca NoaAyueHH ¢ TabnetHW GopMH Ha KIApPUTPOMMUMH. Tesu

JaHHH MOKa3BaT, ye JekapcTBoTo 6bp3o ce abcopbupa OT CTOMalUHO-UPEBHMA TPakT W abconoTHaTa
BuonanuunocT Ha 250 mg TabneTka xnapurpomuunn e npubausutenHo 50%. Kakto Hauanoto Ha
abcopbumaTa, Taka M GOPMHPEHETO H& AHTUMHKPOOHO-aKTUBHHA MeTaGonnT 14-OH-ki1apuTpoOMULKH ce
3abaBAT NEKO OT XpaHa, HO GHOHANMYHOCTTA HE Ce MOBINABA OT NPHIOKEHHETO Ha JIEKaPCTBOTO C XpaHa.

PasnpeneneHune, SuoTpaHchopMalHs H eTHMHHHPAHE

In vitro

In vitro npoy4BaHHA NOKa3BaT, 4& CBbP3BAHETO HA KJIAPUTPOMMUMH C MPOTEHHM B HOBELIKA NiaiMa e
cpeaHo okoao 70% mpH KIMHWYHO 3HAUHMMH KoHueHTpauuu ot 0,45 no 4,5 pg/ml.

3dpasu undueuou

BuHoHanu4yHoCTTa M q)apMaKOKHHeTHKaTa Ha KIapHTpPpOMMHUHH NEAHATPHUYHA CYCTNEH3HA Ca H3CEBaHH
NpH BB3PacTHW W NpH HeAHATPHUHK mauueHTH. [lpoyuBaHe ¢ €AMHUYHA 103a [IPH BB3PACTHH MALMEHTH
ycTaHOBABA, ue obulaTa OHOHANWUHOCT Ha NeaHaTpryHaTa (opma € eKBUBANEHTHA WIH MATKO MO-TronsMa
OT Ta3H Ha TalneTkara {(Jo3upoBKara ¢ Beaka oT Tax e 250 mg). Kakto npu tabneTkata, NMpHioKeHHETO
HA MeJuaTpHuHaTa OpMa ¢ XpaHa BOAM 0O JNeKo 3abaBsiHe HA HauanoTo Ha abGcopGuuaTta, HO He
nosnuABa ofuata OHOHANMUHOCT Ha KIApHTPOMHUMH. CpagHutenuwte Cpax, AUC W Ti2 Ha
KIAPMTPOMHLMH 3a NeaHaTpHyHaTa ¢opma (c xpaHa) ca 0,95 pg/ml, 6,5 pg yac/ml u 3,7 yaca, cLoTBeTHO,
a 3a 250 mg rabnerka (Ha rnaaHo) ca 1,10 pg/ml, 6,3 pug yac/ml u 3,3 vaca, cvoTBETHO.

B npoyusaHe ¢ MHOrokpaTHM M[03H, TNpH KOETO BB3pacTHU NpHemar 250 mg KNapUTPOMMUMH
NneAMaTpHYHA CYCMEH3Us Ha BceKH 12 yaca, KpbBHUTE HHBA B PABHOBECHO CHCTOAHHE MOUTH Ce JOCTHraT
No BpPEeMETO Ha neraTta fAo3a. PapMakoKHHETHYHKTE NapaMeTpH Ciied NeTaTa A03a KIapUTPOMKLUMH
neavatpuuHa cycrnedsus ca Cmax 1,98 pg/ml, AUC 11,5 pg uvac/ml, Twax 2,8 waca u Ti7 3,2 uaca 3a
KniapuTpoMuunH 1 0,67, 5,33, 2,9 u 4,9, cvotBeTHO 32 14-OH-KNapUTPOMHUMH.

[Tpu 3apaByu xopa Ha MIAAHO, MHKOBWTE CEPYMHH KOHLIEHTPalWM ce AOCTHrAT A0 ABA 4aca Chej OpalHo
nozupare. C b.i.d. mosupane, kato ce uanonssa TaGneTka oT 250 mg ua scekn 12 uaca, n
CEPYMHH KOHLEHTPaUHH B PABHOBECHO ChCTOAHHE HA KIIAPHTPOMMLIMH C€ AOCTHraT 3a [Ba A0
ca npudansurento 1 pg/ml. CbOTBETCTBALMTE MUKOBH CEPYMHH KOHLEHTpaumH ca 2 no 3
500 mg, npunaraHa Ha Bceku 12 yaca.
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ENMMHHAUHOHHHAT NOMYKHBOT HAa KNAPHTPOMULIMH € OKONO TPH [0 4eTHpH yaca ¢ 250 mg tabneTka,
npunaraHa Ha ecexu 12 uaca, HO ce NOBHLIABA N0 NET A0 cedeM 4aca npy 500 mg, npuiaraHn Ha BcekH
12 yaca. OcHoBHuAT MeTabonnT 14-OH-KknapUTPOMULIME AOCTHIE TIMKOBA KOHLEHTPALIMA B PABHOBECHO
cheroanue okono 0,6 pg/ml 1 HMa enMMHHALIMOHEH NONMY)KMBOT MET A0 WecT 4aca cnea 250 mg nosa Ha
Bcekd 12 vaca. [lpu noza 500 mg Ha Bceky 12 yaca NMUKOBHTE KOHLEHTPALIAM B PaBHOBECHO CHCTOAHUE
Ha 14-OH-knapHTpOMHLMH ca Manko no-Bucokk (Ao 1 pg/ml), a eNHMHHALIMOHHKAT TIONYIKHBOT € OKONO
cefiem yaca. M ¢ nBeTe A03M KOHLIEHTPAUMATA B PABHOBECHO ChCTOAHME Ha TO3M MeTabonHT o6UKHOBEHO
Ce JOCTHra 3a JIRa 10 TPH JAHH.

[pubansurenno 20% ot 250 mg opanna f03a, naBaHa Ha Beeku 12 yaca, ce eKCKPETHPA B YpHHATa Kato
HenpoMehen knapuTpoMuuuH. Cnea noza ot 500 mg Ha Bcekn 12 uaca ypMHHATA EKCKPEUMA Ha
HENPOMEHEHOTO HIXOAHO NekapcTso e npubnuzntento 30%. BrbpeunnsaT kaupbHC Ha KNAPUTPOMULIMH
BCE NaK € OTHOCHTENHO HE3ABHCHMM OT paiMepa Ha f03aTa W npuOIU3MTENHO € paBeH Ha HOpMalHaTa
CKOpOCT Ha rnoMepyiHa ¢unrpauna. [napHHAT ™Merabonut, OTKpMBaH B ypuHata, ¢ 14-OH-
KJIAPHTPOMHLIHH, HAa KOroTO ¢€ AbKAT Jonbinutentn 10% no 15% ot 250 mg unu 500 mg npuaoxkena
no3a Ha Bceku 12 vaca.

Hayuenmu

Knapurpomuuvn u Herouat 14-OH meraboant ce paznpenenart 6bp30 B TENECHHTE ThKaHH W TEYHOCTH.
KoHuenTpaiuute B ThbKaHHTE OOHKHOBEHO ¢a HAKONKO MBTH MO-BUCOKM OT CEPYMHMTE KOHUEHTPALIWH,
[Ipumepy 2a TbKaHHH K CEPYMHH KOHLEHTPAUMH ¢a NMPEACTABEHH MO-10MNY:

KOHLUEHTPALIMA
(cmen 250 mg Ha Beekn 12 uaca)
By Thrak ThKin Cepwa
o {peig) {pgaml)
CausHila 1.6 0.8
G npod 8.8 1.7

[Ipn neaHaTpH4HHM NAUMEHTH, HYXJIAEWH CE€ OT OpajlHO aHTHOMOTHUYHO NeveHWe, KNapHTPOMHLMH
neMOHCTpHpa aobpa GHOHanNMuHOCT ¢ (apMAKOKHHETHUEH NMpOGhHI B CHOTBETCTBHE C MpEeAHLUHHTE
pe3yNTaTH MpH BL3PACTHH, KATO CE M3MON3BA ChLIATa CyCMeH3WoHHa dopMyna. PesynraTHre noxassar
Obp3a 1 eKCTEH3HBHA NeKapcTBeHa abcopOuMa NPH aeua M ¢ U3KIKOYEHHE Ha Neko 3abaBaHe Ha HAYANOTO
Ha abcopOumATa, xpaHaTa W3MNeK/1a HAMa 3HAYHM e(eKT BbpPXY NEKapCTECHATA OMOHANIMUHOCT WIIH
tbapmakokuHeTHyHHTe npodunu. DapMaKOKMHETHUHHUTE MNapaMeTpy B PABHOBECHO CBCTOSHHE,
JOCTHIHATH CNe/l IEBETATa 1033 Ha MeTHA nedebeH [eH, ¢a KaKTo chneasa 3a W3XOAHOTO NeKapcTBO: Ciax
4.60 pg/ml, AUC 15,7 pg/uac/ml, v Timax 2,8 uaca; xopecnonaupaimte ctoiiHocTH 3a 14-OH metabonura
ca cvorBetHo 1,64 pg/ml, 6,69 pg/uac/ml u 2,7 yaca. ENMMMHALMOHHMAT MONYXHBOT € onpeaenex
npuOan3HTENHO Ha 2,2 yaca U 4,3 uaca, ChOTBETHO 33 H3XOIHOTO NEKAPCTBO M MeTabonuTa.

B apyro mpoyuBaHe e mony4eHa MHGOpPMalLMA 33 MPOHHKBAHETO HA KJIAPUTPOMMLIMH B TEYHOCTTA Ha
CPEAHOTO YXO {IpH NaLKeHTH ¢be cpeneH oTHT. Ilpubnuantento 2,5 yaca cnea nonyuyapaHeTo Ha nerarta
no3a (aosupoekara e 7,5 mg/kg nBa mbTH AHEBHO), CpeAHATA KOHUEGHTPAUMA Ha KNAPHTPOMHULMH €
2,53 pg/g TedHocT B cpeaHOTO yX0, a 332 14-OH merabonura e 1,27 ug/g. KoHueHTpauunTe Ha W3X0QHOTO
nexapetso U 14-OH metabonuta 0OMKHOBEHO ¢a Ba NBTH MO-BHCOKH OT CHOTBETHHTE KOHUEHTPaUWH B
cepyma.

Hepnodpobro yapexcdane
KoHueHTpauuHTe B PABHOBECHO CBCTOAHHWE HA KIAPHTPOMULUMH MPH XOpa ¢ YBpeAeHa 4epHOApoOHA
(YHKUHA HE ce pa3nHyaBaT OT TE€3H MpPH 3ApaBH HMHIMBHAM; BCEe NAK KOHUEHTpPALHHMTE Ha
KJIapUTPOMHMLMHE €a NMO-HUCKH NPH NALMEHTH ¢ yepHoApobHO yBpexxaane. Hamanenoro ¢o
14-OH-KNapHTPOMHLMH C& KOMMEHCHPA TIOHE HaCTHUYHO OT MoBMWEHHe HA OLOpeduHus
KNaPHTPOMHLMH TIPH XOpa ¢ YBpeAeHa YepHOAPOOHa QYHKUMWSA B CPaBHEHHE CbC 3PaBH MHA
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bvbpeuno yspescoane

(apmaKkOKHHETHKATA HA KIAPUTPOMKLMH CLIIO € MPOMEHEHA NP NALMEWTH ¢ HapylieHa G6hOpeuna
DYHKUHA, KOUTO MONy4aBAT MHOTOKpPaTHW nepopainu o3 oT 500 mg. [lnasmenute HuBa,
noayKHBOTBT, Cinax H Cmin 32 KNAPUTPOMHUMH W HeroBusa 14-OH merabonut ca no-sucokn u AUC e no-
rojiaMa npH xopa ¢ 6u06petHo yBpexnaHe B CpaBHEHHE ChC 3ApaBH HHAWMBHAHK. CTenenTa, 10 KOATO TE3M
napaMeTpu Ce pa3/inyaBaT, Kope/iupa CbC cTeneHTa Ha 6BOpPEevHOTO yBpeXaaHe;, KONKOTO NO-TEXKO €
6Bb0peuHOTO yBpEKAaHE, TONKOBA N0-3HAYNMA € pasnukata (Bx. Touxa 4.2).

Hayuenmu 8 cmapuecra evipacm

B cpaBHMTENHO M3NMTBaHE Ha 3APaBM MJIAAW XOpa M 3APaBH JHLA B CTAPUECKA BBIPACT, MOMyHaBaLlu
MHOTOKDPAaTHH nepopaitu Ao3k 500 mg K1apHTPOMMLUMH, UMPKYNHPALIXTE NNA3MEHH HHBA ¢4 NO-BHCOKH,
a enWMMHauuaTa e no-0apHa B NMO-Bb3pacTHATa rpyna B CpaBHEHHE C Mo-Mianata rpyna. Bee nak nama
pasiuka MexAay ABETE TIPYNH, Korato OLOpPeHHMAT KIMPBHC Ha KIAPHTPOMHLIMH C€ KOpeiHpa ¢
KpeaTHHUHOBHMA KJIHMPBHC. 3aK/I04E€HHETO OT TE€3H PE3YNTATH €, Ye BCeku edieKT NP H3MNOJ3BAHETO HA
KJIapHTPOMHLIHH € CBBp3aH ¢ GbOpeunata dyHKLUA, a He C Bb3pacTTa Ha Mal{eHTa.

Tlayuenmu ¢ muxobaxmepuaniu unexyuu

KoHuenTpauunTe B  paBHOBECHO CBLCTOSHME HA  KNAPHTPOMMUMH M 14-OH-knapHTpOMMLIMH,
HabnlonaBaHy cien NPUAOKEHHeTO Ha oOMuaiiHM no3u npu naudentd ¢ HIV uudekums (tabretku 3a
Bb3PACTHUTE, TPaHY/NH 3a CYCMEH3Ws 3a Jeua), ¢a noaobHM Ha Te3n, HabmopaBaHW npu 3ApaBu
WHAMBUAH. Bee nak npu nO-BUCOKHTE 103W, KOMTO MoraT fJa ObaarT HeoOXOOMMH 3a NeueHHe Ha
MHKoGaKTepHanHuTe HHPEKLMH, KOHLEHTPALWUTE HA KIAPUTPOMHLIMH MOraTr jJa GbAaT 3HAYHTENHO Nno-
BHCOKH OT Te3u, HabmogasaHy npu obuuatinuTe 103u.

Ilpn acua ¢ HIV ungexumn, npuemamy 15 no 30 mg/kg/nen knapurpoOMULIMH, pa3aeneH B IBe MO3HM,
CTOHHOCTHTE HA Cmax B PABHOBECHO CLCTOSHHE 0OMKHOBeHO Bapupat oT 8 mo 20 pg/ml. Bee nak ca
HabnonaBaHn W cToiiHocTH Ha Crmax A0 23 pg/ml npu HIV-undekTHpann neamaTpuuHM nauMeHTH,
npuemawns 30 mg/kg/nen, paszaeneHM B ABe OTAENHHM [03H KATO KIAPHTPOMMLIHH MNEIUATPUUYHA
cycneHsua. ENMMHHALMOHHHTE NONYXXMBOTH W3rNeXJaT YABKEHH Npd Te3H NO-BUCOKM NO3M B
cpaBHEHHe ¢ Te3H, HabtodaBaHH Npu obHuaHHNTE N03M NpH 3ApaBH MHAWBHIM. [1o-BHCOKMTE Nna3mMeHn
KOHLIEHTPaUW¥ M TIO-ALIAFHTE EMUMMHALMOHHH TONY>XXHMBOTH, HabnrJaBaHW NpH Te3W JO3W, ca B
CBOTBETCTBHE C H3BECTHATa HENHHEHHOCT Ha (hapMaKOKMHETHKATA HA KITAPHTPOMMLIMH.

53 Ipeak nHHYHKE NaHHH 32 Ge30macHOCT

[MpoyuBaHKd 38 OCTpa W MNOAOCTPA OpanHa TOKCHYHOCT

Octpute opanni LDso cTORHOCTH Ha KIAPUTPOMHLIMH CYCMEH3KS, NPUIOXKEHa Ha TPUAHEBHH MHLUKHK, ca
1290 mg/kg 3a MBxkkd M 1 230 mg/kg 3a sxeHcku. LDsop CTOHHOCTMTE NpM TPUIHEBHH MNBXOBE Ca
1330 mg/kg 3a Mbxkkn W 1270 mg/kg 3a xeHckn. 3a cpasHenue, LDsp 3a OpamHO NpHIOKEH
knapuTpoMiumH e okono 2 700 mg/kg 3a swapacTHu muwku M okono 3 000 mg/kg 3a BBIpacTHH
nabxoBe. Te3H pe3ynTaTH ca B CHOTBETCTEUE € JAPYrH aHTUOMOTHUM OT NERHLMNHHOBaTAa Ipyna,
uehanocnopyuHOBATA rpyna W MakponuaHaTa rpyna ¢ Toea, 4e LDsy 0GHKHOBEHO € Mo-HUCKA TPH MIaau
AHMBOTHH, OTKOJIKOTO TIPH BB3PACTHH.

[lpy MMLIKM ¥ NIBXOBE TENECHOTO TErI0 € HamaleHO WM HEroBOTO MokayBaHe € NOTHCHATO, a
CYKATC/IHHUAT peclmelcc H CIMOHTAHHHTE ABMMKCHHA Ca [ICTHCHATH MNpe3 NBbPBHTE HAKONKO AHHU Chej
AEKapCTBEHOTO NPHIOKEHHE. AYTONCHA HAa JKUBOTHHM, KOWTO Ca yMpEJH, MOKa3Ba ThbMHO-YEePBEHHKABH
6enu ApoboBe NMpH MHLIKH W okonc 25% TpH NNBXOBE; 3a NILXOBETE, TpeTHpahu ¢ 2 197 mg/kg wan
NoBEYe KNapHTPOMHUHMH CYCIICH3IWA, CBLIO € 3a6en513aﬂo, 4€ HUMAT YEPBCHUKABO-YHEPHO BEIUECTBO B
YepBaTa, BEpPOATHO NopaaH kbpseHe. CMBPTTA Ha TE3H XKUBOTHHM Ce CHHTA, Ye Ce JBJKH Ha M3TOLIEHHE,
KOETO € pPe3y/ITaT OT NOTHCHAT cykaTeneH pediekc WM KbpBeHe OT YepBara.




XEMATOKPHT M MNOBHLIEHO CPERHO OTHOCHTENHO OBLOPEUHO TEr0 B CpPaBHEHHE C KMBOTHHMTE OT
KOHTpo/HaTa rpyna. Habnionasana € MHHHManHa 0o neka MynaTH(OKanHa BaKyOlHa lereHepauqa Ha
€lIMTEN1a Ha WHTPaXENAaTaNHHTE JKIbYHH MBLTHILA, KOATO € CBbP3aHa C IeYEHUETO, 4 ChILO H MOBHLIeHA
yecToTa Ha 6bOpeyHN Ne3nH NpH XKMBOTHH OT Ta3H neyebHa rpyna. Josuposkara ,,6e3 TokcHueH edekT”
3a TOBa MnpoyuraHe ¢ 55 mg/kg/aeH.

Hpoaenel-lo € NpoYyuBaHE 3a NepopanHa TOKCHYHOCT, NpH KOETO Ha MIadW NMIBXOBE € NpHNOKEHA
KITADHTPOMHLIMH CYCMEH3Ma 3a LIECT CEAMMUM MpH AHEeBHM A03MpoRkH of 0, 15, 50 n 150 mg
Dasa’kg/meH. Hama CMBPTHH ciyuau, a eQMHCTBEHMST HabmofaBaH KiIMHMYeH Oener, € NOBHLUIEHA
CalMBaUMA NpH HAKOW OT KHMBOTHUTE ¢ Hal-BMCOKATa JO3UpOBKA OT €AMH AC ABa uaca c¢iel
NPUAOKEHHETO MO BPEME Ha MOCNEAHMTE TPH CEAMMUH OT neyeHuero. [Inbxoeere oT no3osa rpyna
150 mg/kg nMaT Mo-HUCKO CPEAHO TENECHO TEMNO MO BPeME Ha MMbPBHUTE TPH CEAMULM H € 3abein3aHo, 4ye
HUMAT NMOHHKEHH CpelHH CTOHHOCTH Ha CepyMeH anbGyMHH M NOBHLIEHO OTHOCHUTENHO 4epHOAPOGHO
TErJIO B CPaBHEHHE C KOHTPOIHUTE.

He ca oTkpMTH Makpo- WJIM MMKPOCKONCKH XHCTONATOOIMYHH MPOMEHH, CBLPIAHH C JEUEHHETO.
Hozuposkara ot 150 mg/kg/nen BOAW A0 neKa TOKCHYHOCT B TPETHPAHHTE UIBXOBE H € CUETEHO, ue
,Jao3upoBkara Ges edext” e 50 mg/kg/neH.

Mnasu kyyeta oT nopoda GUrbl Ha BB3PAcT OT TPH CEAMHLM €A TPETHPAHH OPATHO BCEKH A€H 33 YETHPH
ceamuumn ¢ 0, 30, 100 wmn 300 mg/kg kIapHTPOMMUMH, NOCNEABAHO OT YETHPHUCEAMHUEH [EPHOA Ha
Bb3cTaHOBABaHe. HAMa cMbpTHM cnyyaw W He ca HabnionaBaHu NpoMeHH B OOLUOTO CHCTOAHHE Ha
AKHMBOTHHTE. AYTONcuaATa He nokazsa aHoManuu. [IpW XUCTOMOrMYHO M3cAeNBaHE CbC CBETIIMHHA
MHUKpOCKONHMA ca HabmonapaHW MacTHM OTNaraHWs B LEHTPONOOYNApHHTE XernaTOUMTH M KIEThYHA
UHpUNTPALMA Ha MOPTANHHUTE 30HM, M € OTOenA3aHo YBENHYaBAHE HA XenaTouelylapHUTe MACTHM
Kamu{lUM Ype3 eNeKTPOHHA MHUKpOCkonMa B Ao3oearta rpyna 300 mg/kg. Cuereno e, 4e TOKCHUYHATa 1034
npy MilaaM Ky4era ot nopoaa Ourbn e no-sucoxa ot 300 mg/kg, a ..no3upoBkara Gez edekt” -
100 mg/kg.

(DepTHAHOCT, pENPOAYKLMA H TEPATOTEHHOCT

[IpoyusaHHs 3a epTHAHOCT H PENpPOAYKLNS MOKA3BaT, He AHeBHW 1o3upoBkH oT 150 ao 160 mg/'kg/aen
Mp¥ MBAKKH H IKEHCKM MNABXOBE HE NPEAH3BUKBAT HEXEIAHH €deKkTH BbpXy MNONOBHA ULMKBI,
($epTUNHOCTTA, paXKIAHETO U 6pod M XM3HEHOCTTa HA NOTOMCTBOTO. JIBe NpoyuBaHHA 32 TepaTOreHHOCT
¢ nexoee Wistar (p.o) v Sprague-Dawley (p.o. v i.v.), enHo npoyuBaHe ¢ HOBO3eJaHOCKH Benu 3ailun u
€0HO MNpoY4YBaHE C Maﬁmyuu MakKakK He JEMOHCTPHPAT KAKBATO H 4 € TEPATOr¢HHOCT Ha KNapUTPOMULHH.
CaMo B eHO AOMBIHHTENHO NPOY4BaHe ¢ MIbLXoBe Sprague-Dawley npu NonobHW A03M M NPaKTHUECKH
nMoA06HH YC/OBHA C€ OTKPHBA MHOTO HMCKA, CTATHCTHYECKH He3HauWMa yectoTa (npubansurento 6%)
Ha CbPIEYHO-CLIOBH aHOMaNHH. Te3H aHOMANIMM H3MNIEKAA Ce AB/JKAT Ha CNOHTAHHA EKCMIPeCcHA Ha
reHeTHYHK NPOMEHH B KOJIOHMATA, JIBe Mpoy4BaHUs ¢ MHLUIKH CbLUO NOKA3BAT NPOMEHIMBA YECTOTA Ha
uenHato Hebue (3 no 30%) cnen no3u 70 nbTH HAA ropHarta rpaHua Ha oOMuaiHATa AHEBHA KIIMHHYHA
no3a npu xopa (500 mg b.i.d.), Ho He ¥ npu 35 NBTH MaKCHMaNHaTa AHEBHA KJIHHWYHA 1032 NpH Xopa,
KOETQ npeanonara MaifumHa ¥ )eTanHa TOKCHHHOCT, HO HE TePATOreHHOCT.

3a kKNapHTPOMKLIMH € YCTRHOBEHO, Y€ NPHUUHHABA 3aryba Ha emMOpHOHa Npy MaHMYHH, KOraTo ce npunara
NpUbNH3NTENHO JeceT MBTH HAJ ropHaTa rpaHdua Ha obuuaiiHaTa AHeBHa fo3a npu xopa (500 mg nsa
MbTH AHEBHO), 3anousafikn oT 20 recraunored aed. To3u edekT ce oTHaBa HA MaHYMHA TOKCHYHOCT Ha
NeKapcTBOTO NPU MHOTO BUCOKH 103H. JloMbIHUTENHO Npoy4BaHe ¢ GpeMeHHN MaWMYHH NPH N03HPOBKH
npubnuauTenHo 2,5 o 5 MbTH MaKCHMMAanHara MIaHHpaHa JHeBHa Ao3upoBka oT 500 mg nea muTH
JAHEBHO HE NOKAa3Ba YHHKANHA ONacHOCT 3a 1U10/a.

JIOMHHAHTEH neTaneH TeCT MPH MHULIKK, Ha Kouto ce gasat | 000 mg'kg/aen (npubausurenso 7

MAKCHMAMHATA NHEBHA KTMHMYHA 1032 NpH Xopa or 500 mg ABa NbTH AHEBHO) € BUAMMO OTPH @%ﬁﬁﬁﬂ&,‘\?
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3a 80 HM, HE € MOKA3aHO JO0KA3aTEeNCTBO 32 (PYHKLMOHAITHO YBPEXKAAHE Ha MbKKATa (EpTHIHOCT,
JBJKALLO CE Ha Ta3H NPOABLIKUTE/HA eKCIIO3HLMA HAa TE3W MHOTO BUCOKH /103K KAaPUTPOMHULIMH.

MyTarennocr

M3pbpitenn ca npoyuBaHus 3a OLEHKa Ha MYTareHHMs NOTEHUMAN HA KNApUTPOMMLIMH, KaTo ca
H3I0/13BaHH HEAKTHBHH M aKTHBHPAHK IUIBIUH YePHOAPOOHH MHUKPO3OMHH TECTOBE CHCTEMH {TECT Ha
Ames). Pe3ynTaTiTe OT T€31 NpOY4BAHMA HE MPEAOCTABAT JOKA3ATE/ICTBO 33 MyTareHeH NOTEHUWAN MpH
NEeKApCTBEHH KOHUEHTPAUWH OT 25 ug/NeTpuBa MaHW4Ka WM NMO-HUCKH, TIpH KOHUEHTpauua ot 50 pg
JIEKAPCTBOTO € TOKCHYHO 33 BCHYKH M3CAEIBAHH LI1aMOBe.

6. GAPMAIUEBTHYHH NJAHHH
6.1 CnuchK HA NOMONHATE BELIECTBA

CueTtaB Ha rpaHyauTe # obBKBKaTa
KapGonon kapbomepu

[ToBHaoH

Xunpomenosa

Puum+oBo Macno

Jpyru nNOMOLIHK BEUIECTRA
3axaposa

Cunuunes AuoKeH
KcaHTaHoBa ryma

Kanues copbar

JIuMOHeHa KHcenrHa
MantonekcTpuH

THUTaHOB NHOKCHA

ApoMar Ha noaoB MyHil

6.2 HechbBMeCTHMOCTH
Henpunoxumo.
6.3 Cpox Ha roasoct

Knaumpa 250 mg/5 ml rpaHynu 3a nepopanHa cycrieH3us - 42 meceua.
Beanvx npuroTeeHa, nepopanHara cycneHsus Kimauun moxe na ce ynorpedsea B paMKHTe Ha 14 nHH.

6.4 Cnenuannn yc10BUA HA ChXpaHeHHe

He ce n3ncksaT crneunanii yCnoBHa Ha ChXpaHeHHE.
Jla ce cbXxpaHARa B OPUrMHAIIHATA ONAaKOBKa.

6.5 Bua n cbALpAAHHE HA ONAKOBKATA

I"paHyan 3a nepopanHa cycneH3us ca nocraseHu B Oytunka or HDPE - 60 ml.
Beaka 6yTunka € nocTaBeHa B KAPTOHEHA KYTHS, MPHAPYKEHA ¢ MEPUTEAHA JILKHYKA MK CIIPHHLOBKA U
AVCTOBKA.

He Bcuuky Buaose onakoBkH MoraT Aa 6b0at nycHatd B npoaaxba.




6.6 Cneunainn npeana3Hy MepKH TPH U3XEBLP./IAHe H paboTa

HQHFOTBHHC Ha rnepopantara CyCcneHina

KeM rpanynure 8 GyTnnkara ce nobaes Bofa A0 MepHTenHata JIMHKs, OTOENA3aHA BBHPXY €THKETA Ha
GyTuakara. Pasknawa ce 6yTunkata nokaro ce nony4u cycneuzuara. Ja ce n3barsa MHOTO CHITHO H/MAM
NPOABILKMTENHO pa3knamaHe. OOHKHOBEHO cnel MbpBOHAYANHOTO A00ABAHE HA BOJA H PAa3KIALIAHE 10
110/1y4aBaHe HA CYCTEH3UA, HHBOTO Ha BOjATa CNaja Noj MepuTendara auuua. [opaau Tosa Moxe na e
Heo0X0/1MMO Ja ce ROMBJHKM C BOJA TOYHO IO ChLUATA MEPHTENIHA JIHHMSL, 3a /1 CE JOCTHrHE MKENaHaTa
KOHUEHTpaUHA Ha aHTHOHOTHKA B KpaiiHaTa cycrieH3us. 5 ml oT Taka NpHUroTeeHaTa CyCneH3us Chabpxkar
250 mg knapuTpoMHuUKH. Jla ce pasknalia npeau BeAka rocnengawia ynotpeba ¢ Len 1a ¢€ OCHTYpH
pecycneHalpaHe.

Hen3nonaeaHHAT NekapcTBeH MPOAYKT WM OTNAABYHHTE MaTepPHANIM OT Hero TpAGBa Ja ce HIXBLPNAT B
CbOTBETCTBHE C MECTHHTE M3HCKBaHHS.

7. IMPUHTEXATEJ HA PAPEIIEHHETO 3A YIIOTPEBA

Buartpuc EOO/]

otuc crpana ,,Cepanka opucu™

Gyn. Cutrakoso Ne 48, e1. 7

1505 Codus, brarapus

8. HOMEP(A) HA PASPEIIEHUETO 3A YITIOTPEBA

Pernctpaurionen Homep: 20050512

9. JATA HA ITbPBO PA3ZPEINABAHEANIOJHOBSIBAHE HA PA3PEIHIEHHETO 3A
YIIOTPEBA

Jara na nupso pa3peiasade: 26 okroMepu 2005 r.

Jarta Ha nocneano nogHoeaBaHe: 2 espyapu 2011 r.

10, JAATA HA AKTYAJIMZHPAHE HA TEKCTA

03/2026




