KPATKA XAPAKTEPUCTUKA HA [TPOJAYKTA



ASMBARUTENHA ATEHUKWSA NO NEKAPCTBATA

1.  MME HA JIEKAPCTBEHUSI TPOJIYKT ORI SR Sempucecea i pegyern ~ [ |
Kbm Pee. e ............ ,1001%{7- ......
Knauma 125 mg/5 ml rpanynu 3a nepopaiHa cycrneH3sus A
Klacid 125 mg/5 ml granules for oral suspension BG/MA/MP - T\TC 1 / /
fgqoépewe M i i " .

2, KAYECTBEH H KOJIMMECTBEH CbCTAB

5ml or roroBara cycrneH3usTa 3a MEPOPAlHO NPHIOKEHHE ChbAbPXKAT CbOTBETHO 125 mg
KJIAPUTPOMMUMH (clarithromycin).

[TomMolHO BellecTBO ¢ H3RBECTHO JleicTRHe: 3axapo3a S50 mg/ml.

34 MbAHKA CNHUCHK HA MOMOLIHMTE BelllecTBa, BUIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

['panynu 3a nepopaiHa cycreH3us.

['paHynuTe 3a NpUroTBsiHE HA NepopaIHATA CyCneH3us ca Oesln 10 nouTH Oeii Ha UBAT.
4. KJIHHUYHH JAHHHU

4.1 TepaneBTHYHH MOKA3AHHA

Kinauma rpanyid 3a nepopaiHa CycrneH3us € IMoKa3aH 3a JjleueHWe Ha HHQEKUHH, NPHYHHEHH OT
YyBCTBHTEJHH MHKPOOPraHW3MH, KaTo:

. MHdekMn Ha ropHUTE AMXATEHK NbTHILA (HAanp. GapHHTHT, CHHYHT)

. MHpekuMn Ha 10IHUWTE AMXATEeHH NbTULIA (Hanp. OpPOHXMT, MHEBMOHMA) (BXK. TOUKH 4.4 1 5.1
OTHOCHO TECTBAHE 3a YYBCTBHUTEJIHOCT)

. OCTbp OTUT Ha CPEAHOTO YXO

. Mudekunn Ha kokaTa M MOAKOKHWTE ThKaHW (Hanp. GONMKYIWT, LENYJHT, epusunen) (Bx.
TOYKH 4.4 1 5.1 OTHOCHO TE€CTBAaHE 3a YYBCTBUTEIHOCT)

. JluceMMHMpaHH WM JIOKAJIM3MpAHH  MHKODAKTepuallHW  MH(EKUHMH, TNPUYHHEHH  OT

Mycobacterium avium wnu Mycobacterium intracellulare; nokanusmpanu HHPEKUHH, MPHYHHEHH
ot Mycobacterium chelonae, Mycobacterium fortuitum wnn Mycobacterium kansasii

4.2 JO3HpOBKA H HAYHH HA NPHJIOKEHHE

J]mnpom{a

Heya noo 12-cooumuna svspacm

KnuHuunu npoyusaHus ca OWJW NpoBEAeHH MpH Jela oT 6-MeceyHa BL3pacT 10 12-roaMuiHa BbL3pacT ¢
KIApUTPOMMLIMH cycnen3us. CnenoeaTenHo fAeua noa l2-roaviiHa Bb3pacT TpadBa 1a M3Mon3Bar
KJIapMTPOMMLIMH CyCieH3Hs (rpaHyJii 3a nepopasiHa CycrneH3us).

[IpenopbuBaHaTa JAHEBHA /103a HA KJIAPMTPOMUUMH cycreH3us 3a aeua (125 mg/5 ml wau 250 mg/5 ml)
npu aeua e 7,5 mg/kg nBa mbTH AHEBHO 10 MakcuMaiHa jo3a ot 500 mg aBa MbTH JIHEBHO NPH He
MuKoOakTepuaind MHpekunu. OOuuaiiHaTa NPOAL/DKUTENHOCT Ha JeyeHueTo € ot 5 no 10 aum, B
3aBUCHMOCT OT NPUYHHHUTENS M OT TexkkecTTa Ha 3abonsBaHeTo. IlpuroTBeHara cycrneH3us Mo
npueme ¢ Win 6e3 xpaHa, M Moxe aa Objie B3eTa ¢ MISKO.

Ha cnenpawaTa tabnuua e npeactaBeHo MOMOLLHO PbKOBOACTBO 3a ONpE/e/IsHE Ha J10,
Ha TEeJIECHOTO TErJ10 Ha JIETETO U KOHLUEHTpauMaTa Ha cycnensusTa (125 mg/5 ml unum 2



PBKOBOJACTBO 3A JO3HUPAHE ITPH NNEJUATPHYHH MMAIIUEHTH,
Bb3 OCHOBA HA TeJIECHOTO TErJI0
Terno* 7,5 mg/kg no3za B ml xaBaHa ABa NbTH AHEBHO
Kg 125 mg/5 ml 250 mg/S ml

8-11 2,5ml 1,25 ml

12-19 5 ml 2,5ml

20-29 7,5 ml 3,75 ml

30-40 10 ml 5ml

* [1pu peua c terno noA 8 kg, no3arta TpaGsa na ce onpeaens Ha 6a3a KMNOrpam TERECHO TEro
(okono 7,5 mg/kg, ABa NbTH AHEBHO).

ﬂoaupoexa npu nAayuenmu ¢ Muxoﬁaxmepuafmu uH(i)EKL[uH

Ilpy neua ¢ AMCEMMHHpPAHM WIH NOKANM3MpaHHW MHUKODakTepHalHH HHbekuwn (M. avium, M.
intracellulare, M. chelonae, M. fortuitum, M. kansasii), npenopbuBaHara no3a e 7,5 ao 15 mg'kg
KJIapUTPOMMLIMH [Ba TbTH AHEBHO, Ge3 Aa ce nMpeBHMilaBa MakcHManHa fo3a oT 500 mg aBa MbTH AHEBHO.

JleueHHETO ¢ KIapUTPOMHLMWH TpAOBA 12 NPOABLMKY AOKATO MMa KAHHHYHA nonsa. JlobasaneTo Ha apyr
aHTUMHKOOaKTepHaeH JeKapCTBEH NPOAYKT MOXe 1a 6bae oT nosa.

PBEKOBOJACTBO 3A JO3UPAHE ITPH IIEAUATPHYUHH IAIIMEHTH
C MUKOBAKTEPHAJTHA HHO®EKITHH,
BB3 OCHOBA HA TEJIECHOTO TEIJ10

Terao* Hdo3a B ml naBana ABa NbTH 1HEBHO
(KJTAPHTPOMMIIHH 250 mg/5 ml)
Kg 7,5 mg/kg ABa NbTH AHEBHO 15 mg/kg nBa 1bTH AHEBHO
8-11 1,25 ml 2,5ml
12-19 2,5ml Sml
20-29 3,75 ml 7,5 m!
30-40 S5ml 10 ml

* [1pu neua ¢ Terno noa 8 kg, nozara TpAGea aa ce onpeaens Ha 6a3a KUNOTPaM TENECHO TErIO
(7,5 mg/’kg no 15 mg/kg, ABa NBTH AHEBHO).

bubpeuno yapexcoane

Ipu aeua ¢ kpeaTHHHHOB K1upbHC NoA 30 ml/min/1,73 m?, nosara Ha knrapuTpomMuuMH Tpafea na 6bae
HaMaJleHa HafooBHHa, T.e. 10 250 mg aAHeBHO, MM 250 mg ABa METH JHEBHO MPH NO-TEXKKH HHPEKLMHH.
Jo3upanero He Tpabea fa Npoib/kaBa NMoseye OT 14 AHH NpH Te3H NAUHEHTH.

Ha4uH Ha npuaoxkeHue

3a YKa3aHWds OTHOCHO HA4YHHA Ha NPpHUIrOTBAHE Ha NEpOopanHaTa CYCNEeH3IHA, BHXKTE TOYKaA 6



4.3 IIpoTuBonokazanua

» CBpBbX4YYBCTBUTENHOCT KbM MAKpPOAMAHH aHTHOMOTHULM MWIM KbM HSKOE OT NOMOLUHHTE
BelllecTsa, H3bpoeHu B Touka 6.1.
. ExxnospeMcHHO npunoxenne Ha Knauua ¢ HAKOE OT CNEIHHTE JeKapcTRa € NPOTHBOMOKA3AHO:

aCTEMM30J1, UM3aNpHA, AOMNEPHAOH, NUMO3HA, TepdeHaauH, ThH KaTo TOBA MOXe Aa A0BEAE A0
yabmkasaHe Ha QT M cbpaeyHM apUTMHMM, BKIIOUMHTEIHO KaMepHa TaxHKapAHd, KaMepHO
MBXKIEHE W torsades de pointes (Bx. Toukn 4.4 1 4.5).

. EnHoepemenHo npunoxenve Ha Knauwpg ¢ epro ankanouau (Hanp. €protaMMH KM
AHXUAPOEProTaMHH} € MPOTHBOMNOKA3aHO, ThH KATO TOBA MOXE Ja NOBEIE A0 €pro TOKCHYHOCT
(Bx. Touka 4.5).

. EnnoepemenHo npunokenne Ha Knauua W nepopaneH MHAa3onaM € NMPOTHBOMOKa3zaHO (Bi.
Touka 4.5).

. CbNbTCTBALIOTO MPWIOKEHHE HA KJIAPUTPOMULIMH W JIOMHTaNMI € NpOTHBONOKAa3aHo (BiK.
Touka 4.5).

. Knaumna He TpadBa fa ce npunara npu nauMeHTH ¢ aHamHesa 3a yavaked QT (Bpoaedo wnn

JOKYMEHTHPAHO NpHIoOHTO yabaxaeaHe Ha QT-uHTepBana) HIK KaMmepHa ChPAECUYHA APUTMHA,
BKIIOUMTENHO torsades de pointes (Bx. Touku 4.4 n 4.5).

. Knauna He TpaOpa fa ce AaBa Ha MalUMEHTH C €JEKTPONHTHU HApYIUEHHA (XHNOKAaNHEMHS MIH
XHINOMArHe3HeMHs, [10pajan PUCK OT yablkapaHe Ha QT-HHTepsana.

. Knauun He TpabBa ma ce M3NON3Ba NpH NAalLMEHTH ¢ TexKa UYSpHOAPOOHA HEZOCTATLYHOCT B
komOuHauua c 6u6peuHo yBpexaane.

o Knauna se tpsaGea na ce npunara eaHospemedHo ¢ HMG-CoA penykrasHH HMHXHOHTOpH

{cTatuun), kouto ce Metraboanaupat ocHoHo OT CYP3A4 (noBacTarHH HMAM CHMBACTATHH),
nopajy NMOBHLIEH PHCK OT MUOTIATHS, BKITIOUHTENHO pabaomMuosnui3a (BxK. To4Ka 4.4).

. Kakto u npu apyru momnu CYP3A4 uuxubutopu, Knaumn He Tpabea na ce ynotpebsasa
€AHOBPEMEHHO C KONXHLUMH (BX. TOUkH 4.4 1 4.5).
. EaHoBpeMeHHO npraoxkeHure Ha Knauua ¢ THkarpenop, HBabpajuH WK paHONA3MH.

44 CneuHa/IHH DpelynpekAeHHA H NPEANA3HH MEPKH HPH yiroTpeba

Jlexapat He Tpa6pa ga npeanucea Knauwn Ha Opemenuu xenu Ge3 na e HanpaBeHa BHHMATelHa OUEHKa
Ha NONI3UTE CIPAMO pUCKa, 0co0EHO Mpe3 MBPBHTE TPH Mecela Ha OpeMeHHOCTTA.

HunroTpaiiHata ynotpeGa, KakTo W Mpd IPYrH aHTHOMOTHUM, MOMKEe Oa NOBeNe A0 KOJOHHM3ALMA C
nosuweH Opol HeuyBcTBHTENHH OaxTtepuu M rebu. Ako ce noseat cynepuudexuud, Tpabsa aa ce
3arouHe NoAXOAALIA TepanHs.

Knauma ce otaens rnaBHo npe3 yepHus apob. CnenopaTenHO C& M3MCKBA MOBHLIEHO BHHMAaHHE MpH
Ha3Ha4yaBaHe Ha aHTHOWOTHKA Ha MALMEHTH ¢ YBPEICHA YepHOAPOOHa QyHKIMS.

[MoBrieHo BHHMAHHE e HEOBXOAHUMO W MPH MPUAOKEHHETO Ha Knauma npu nauueHTd ¢ yMepeHo ao
Texko 6BOpevHo yBpexaaHe.

[pu npunoxenue Ha Knauma ca 6unu noknansany YepHoapobha JUchyHKUNA, BKITIOUHTENHO NOBHILIEHH
4epHOAPOOHH €HIUMH, K XeNaTouUenynapeH W/HWIH XONECTaTHYEH XEMaTHT, ¢ WK Ge3 xbiaTeHuua. Ta3un
vepHoApoSHa AHCGYHKUMA MOXKe fAa Obje Texka M oOHMKHOBEHO € obpatuma. B Hikou cnyuam e
AoKiaaBaHa YepHoApoOHA HEeAOCTaTbYHOCT © daTaneH U3Xxod U OOMKHOBEHO € CBbP3aHa CbC CEPHO3HM
npuapyxkaBailtd 3abonsBaHHA W/MIM CBIBTCTBALUM NeKapcTaeHW cpeactea. [laumenrture Tpabsa na
npekecHaT HesabaBHo npuema Ha Knauun, ako ce pa3sBHAT NpH3HAUK M CHMMTOMH Ha XEMaTHT KaTo
AHOPEKCHA, KBJITEHHLA, ThMHA YPHHA, cbpOeX UM HanperHaT Kopem.

INMcepaoMembpano3eH KONHT € cbobliaBaH MpH NOYTH BCHUYKH aHTHOAKTEPHANIHH NeKapcTBe
BKFOUMTENHO MAKpONHAM, M MOXE Ja Bapupa OT JEKO JO IKMBOTO3acTpallaBa
Clostridioides difficile—cpbpiana anapua (CDAD) ¢ chbofulaBaH npH NpHIOKEHHETO H



aHTHOaKTEpUanHH NeKapCTBEHH MPONYKTH, BKIIOUMTENHO Knauua, H Moxe 1a Bapupa OT Jieka AHapus A0
¢haranen konur. Jleuennero ¢ anTubakTepUanHH NeKapcTBeHH NPOAYKTH Hapylliapa HOpMaliHaTa dGnopa
Ha nebenoTo 4epro, KOETO MOXe Aa fosele A0 cBpbxpactex Ha C. difficile. CDAD Tpabea na ce uma
npeasyi NpH BCHUKK [ALMEHTH C AWapHA ciel NPHAOKEHHEeTO Ha aHTHOHMOTHUW, Heobxoaumo e
BHHMATEIHOTO CHEMaHE HAa MEAMLIMHCKA aHAMHe3a, Thil kaTto cnydan Ha CDAD ca choOuiaeaHl okono
ABa MECeLa CJeM NMPHIOKEHHETO Ha aHTUGaKTepUANHHTE IEKAPCTBEHH NPOAYKTH.

KonxuiMu

Ilo BpeMe Ha MOCT-MapKeTHHFOBHA NEPHO/ ca CbOGILABAHKM CNy4YaH HA KONXHLUMHOBA TOKCHYHOCT MpPH
€[IHOBPEMEKHOTO NPHIOKEHHE HAa Knaluda M KONXHUMH, 0cODEHO MPH MalMeHTH B CTapuecKa Bb3pacT,
KaTo HAKOH OT MauMeHTUTe ca Hunk ¢ 6pOpeuHa HenocTaTbyHOCT. JJoknanBaHt ca CMBPTHH Cliy4aH npu
HAKOM OT Te3W nauueHTH (Bxk. Touka 4.5). EnHoBpeMmeHHOTO npunoxeHwe Ha Knauua ¥ KONXHUHH e
NpoTHBONOKa3aHo (8x. Touka 4.3).

[lopuuieHO BHHMaHWe €€ MfpenopbYBa 1pPH  EAHOBPEMEHHOTO npuiaraHe Ha Knauwa u
TpyazonobeH3oana3enMHW KaTo TpuasonaM M MHTPABEHO3€H WM OPOMYKO3EH MMIa3onaM (BxX.
Touka 4.5).

CrpAeyHOCHLAOBH CHOUTHA
YavnxeHa cbpAevHa penonsapu3aLna U yabnkaeane Ha QT-uHTepBana, CBbP3aHK ¢ PUCK 33 Pa3BUTHE Ha
ChpAEYHA APUTMHA M forsades de pointes, ca HabmonaBaHW NPH MaUKEHTH NIEKYBaHWH C MaKpONWIM,
BIJIFOYHTENHO KNAPHTPOMHLIMH {BK. Touka 4.8). CnenoBarenHo, Thit KaTo cnegHUTe CHTyalMK Morar na
JOBEJAT A0 TOBHLUIEH PHCK OT KAMEPHH apUTMMH (BKNIOUHTENHO torsades de pointes), Knauun Tpabea na
CE W3MO3Ba C TIOBHUIEHO BHHMAHUE MPH CNEAHUTE NAaIHEHTH:
o [lauueHT ¢ McxemuuHa OGonect Ha CbpUETO, TEXKKA CbpAE4HA HENOCTATHYHOCT, MPOBOJHH
HapyLIEHHA WK KIIHHUYHO 3Ha4YKMa DpafnuKapaus.
e Knauug He TpaGBa na ce gaBa HA NMAaUMEHTH € €NEKTPONMTHH HApYLIE€HHA KaTO XHNOKATHEMHA
WIH XHnoMartesnemus (Bx. Touka 4.3).
¢ [launenTd, npuemawiy €AHOBPEMEHHO APYINH NIEKapCTBEHH MPOAYKTH, KOMTO Ce€ CBbp3BaT ¢
yabmxasade Ha QT-uHTepeana (Bx. Tovuka 4.5).
o CobrbTeTBAalIOTO NpHAOKeHHe Ha Knauua u acTeMuson, uM3anpua, AOMNEPHAOH, MUMO3HE H
TepdheHaauH e NPOTHUBONOKA3aHO {BX. Touka 4.3).
e Knauun He TpaGBa na ce W3NMOA3BA NMPH NALMEHTH C BPOJAEHO WITH JOKYMEHTHPAHO YIbIDKABAHE
Ha QT-uHTepBaa HNY aHAMHE3A 38 KaMEpHa apuTMus (BXK. Touka 4.3).

EHH}IGMHOJ’IOFH‘{HH Npoy4BaHHA, H3CNEABallH pUCKa OT HEXENMaHH ChPASYHO-CBA0BH MOCNCACTBHA MNPH
NpUIaraHe Ha MaKpOTHAH, Ca NMOKA3alH PalIMyHA pe3ynTaTtid. HAkoM HeHHTepBEeHUMOHATHH MPOY4BaHHA
ca MAEHTHPULIMPANH PAABLK KPaTKOCPOUEH PHCK OT apUTMMA, MHGAPKT Ha MHOKApAa H CbpPAEHHO-ChAOBA
CMBPTHOCT, CBBP3aHA C MAKPOTIHIH, BKHOYHTENHO KNapHTPOMHLMH. B3eMaHeTe nNpeaBHA HA T€3H JaHHH
TpsbBa Aa ce GanaHcHpa ¢ NON3UTE OT IEYEHHETO NPH Npeantceade Ha Knauua,

[THeBMOHMSA

IMopaay 3acunBallaTa ce PE3UCTEHTHOCT Ha Streptococcus prneumonige KbM MaKpOnMIOH € HeoOXxoanmo
NpEeABAPHTENIHO TECTBAHE 38 PE3MCTEHTHOCT NpPH M3NHCBaHe Ha Knauwa 3a NHEBMOHHMH, NpUAOOHTH B
obwecteroto. [lpu ebTpeGOaHMUHM NHeBMOHMM Knauma tpabea na ce M3nonsea B KoMOMHalMA C
JONMBAHHTENHH NOAXOAALUH AaHTHOMOTHLM.

KoHH W MEKO-ThKaHHK WH(MEKLIMH ¢ IeKa JI0 YMEpEeHA TemecT
Te3n MHBEKUMKH HaH-4ECTO Ce NPUYHHABAT OT Staphylococcus aureus W Streptococcus pyogenes, KaTo H
ABATA MPUUYHHHUTENA MOraT aa ObAaT pe3uCTEHTHH Ha MakponuaM. 3aToBa € HeoOX0AMMO Aa ce NpoBenaT
TECTOBE 3a HYBCTBUTENHOCT. B cayuaw, korato GeTa-nakramMHM aHTHOMOTMUM He morar na Obaar
U3NOA3BAHM (HAMp. aneprus), Apyrd aHTHOMOTHLM KaTo KIMHAAMHUMH Moxe Aa Oblar nek

CNy4yaH, KbOETO HE MOXKE Na CE H3NOo3Ba NEHHUUHAWHOBO NEHCHHE,




Tepanuara ¢ Knaumn Tpabsa na ce npeyctaHoBH He3abaBHO W NOAXoaAwwo nedyeHue Tpabsa na ce
3aMOYHE CTIEUIHO MPH CEPHO3HH OCTPH PeaKLUMM Ha CBPbXYYBCTBHTENHOCT KaTO aHA(QHNAKCHS, TEKKH
KOXHH HexkenaHH peakuun (SCAR) (Hanp. ocTpa reHepaiu3npana eklaHTeMaTo3Ha nyctynosa (AGEP)),
CHHAPOM Ha Stevens-Johnson, TOKCHYHA €NMAEPMATHA HEKPOIM3a M KOXeH OOpUB ¢ €O3HHOUAUA H
cucTeMun cumntoMmu {DRESS)).

Knauna Tpsbsa na ce W3nmon3pa ¢ NOBULIEHO BHUMAHHE NPH IPUIIOKEHUE C JIEKAPCTBA, KOMTO HHAYLHPAT
uutoxpom CYP3A4 ensuma (Bxk. Touka 4.5).

Heo6x0anmo € cbl10 NOBHLIEHO BHUMaHHE NOPaaK Bh3MOXHOCTTA 33 KPHCTOCAHA PE3HCTEHTHOCT MEXKIY
Knauua ¥ Apyrn Makponua, KakTo U ¢ IHHKOMHLHH H KITHHAGMHLIHH.

HMG-CoA penykrazHy HHXWOUTOPH (CTATUHH):

EnnospemenHo npuemane Ha Knaumna ¢ 1oBacTaTHH W CUMBAcTaTHH € NPOTHBONOKA3aHO {BX. Touka 4.3).
Heobxoaumo e noeuineHo BHUMaHMe, koraTto ce u3nucea Knauua ¢ apyru cratvnu. Joknansanu ca
ciyuau Ha pabIoOMHONH3A NPH MALKEHTH, [IPHEMAiH KIADHTPOMHUMH K cTaTHHK. [NauueHTute Tpabea na
ce HabmonaBat 3a MpU3HALM W CHMINTOMM HAa MHONATHA, B cnyuau, korato eaHospemenHara ynorpefa Ha
Knauma ckc cTaTHH He MOxe aa ce WiberHe, Npenopbyupa ¢e Aa C€ W3NHLIE Hal-HUCKaTa perHcTpupaHa
[03a Ha cTaTWH. Moxe 1a ce 0OMHCAH M3MON3BAHETO HAa CTATHH, KOWTO He 3aBHCHM OT MeTaboNH3Ma Ha
CYP3A (nanp. dnyeacratin) (BX. Touka 4.5).

[Nepopanny xunoraukeMuuHy gexaperea/MHcyauH

EaHoBpeMeHHOTO NpUEMaHe HA MEPOpallHK XHITOMIMKEMHYHH JlekapcTBa (KaTo cyndaHuiyped) W/ uau
uHcynuH ¢ Knaumn moxke ga Jgosene 40 3HauvMMa Xunorivkemua. [lpenopbuBa ce BHHMATENHO
Npoc/ieAsBaHE HA HUBATA HA IJIKOKO3aTa.

[lepopaiHy AaHTHKOArYAAHTH

ChluecTBYBa PHCK OT CEPHO3HA XEMOparud ¥ 3HaYWTeNHH NMoeHiaBaHus Ha INR W npoTpoMGuUHOBOTO
BpeMe,lﬂHﬁTo Bap¢apuH H KIapUTPOMHUHH CE€ NnpwWnarat CHHOBpeMeHHO.Ib“{ H HpDTpOMGHHOBOTO
BpeMe TpabBa Da ce [POCNENABAT YECTO B MNEPHOAA HA EIHOBPEMEHEH NPHEM HAa MNEPOPAIHH
AHTHKOATyJaHTH W Knauuna.

Tpabea na ce ofpbima ocodeHo BHUMAHME, KOraTO KJIAPHTPOMMLIMH Ce Npuiara eJHOBPEMEHHO ¢
OUPEKTHO AEHCTBALLM MEPOPAJIHM AHTHKOArYNAHTH Karo Jaduratpad, pueapokcabaH, anukcalan M
enokcaban, ocoGeHO NMPH NAUMEHTH C BHCOK PUCK OT KbpeeHe (Bx. Touka 4.5).

[MomowHKH BeuwecTBa

Knauma rpaHynu 3a nepopaiHa CyCReH3Hf ChAbPKAT 3axapoza. [lauMeHTH C peakH HacNeACTBEeHH
npobneMH XaTo HEMOHOCHMOCT KbM GpyKTO3a, MIOKO30-ranakrozHa manabcopbuma unu 3axaposa-
H30MaNTa3zHa HeAOCTATBLYHOCT He TpAGBa Ja NpHeMaT ToBa JIeKapcTBo.

Korato ce mpeanucea Ha mauMeHtH ¢ adaber, cbIbpKAaHHETO HA 3axapoza TpaGea na ce B3uma mnoj
BHHUMAHHE. ’

4.5 BaanmopeiicTBHe ¢ APYrH JIEKAPCTBCHH NMPOXYKTH U ApYrH GopMH Ha B3anMOdeHcTBHE

Ilpunoxycenuemo Ha nocoveHume HO-001Y ACKAPCMBLHU HPOOYKMU € CRpo20 HPOmMUeonoKa3aHo
HOPAOU 8bIMONCHOCHIMA O HOABAMA HA MENCKH ehexmu HA TeKapcmeeHu 83auModelicmeun

AcTteMu3041, UM3AMNPHA, AOMOCPUIOH, NUMO3NI H TepdeHaTInH
HownaneaHy ca NOBMLICHH HUBA Ha LM3aMPHI NP NALUEHTH, NEKYBAHU €THOBPEMEHHO ¢ LIM3AMpUA U
Knaunn. Toea mMoxke aa noeene no yabmxasane Ha QT-uHTepBana v cbpaeyHH apHTMHH, BRI
TaxHkapaua, kamepna $ubpunauMs W torsades de pointes. Tlogobuu edexth ca Habmon
NaLUeHTH, NpHeMaLlK eQHOBpeMeHHO Knauu v muMo3na (BHKTe Touka 4.3).




JdornaapaHo e, 4e MAKpONHINTE NOBAUABAT MeTabonM3Ma Ha TepPeHaanH, KOETO BOAM 10 NOBHILABAHE
Ha NNa3MEHWTE MY HUBA H CE CBBP3BA CbC ChPAEUHW apUTMMH KaTO yab/ikaBaHe Ha QT-uHTepsana,
KaMepHa Taxukapaus, kKamepHa ¢uOpunauMs M KaMepHO MbIKAEHE M torsades de pointes (Bxk. Touka 4.3).
B enHo npoyusane npu 14 3apaBu a0GpOBOJIUM, €OHOBPEMEHHOTO fpuiokeHHe Ha Krnauua u
TepdeHaaHH € 10BeN0 OT ABYKPATHO A0 TPHUKPAaTHO NOBHIIABAHE HA CEPYMHHTE HMBA HA KHCENMA
mMeTaboauT Ha TepdeHaloHH H Ao yabixasaHe Ha QT-uHTepBana, kKOHTO He € J0BEN 10 KAKBMTO W 1a €
KIMHHYHO NposBeHH edekTH. [lomobHM edekrn ca HabniopaBaHW M MPH €HOBPEMEHHO JleHeHHe C
acTeMM30A U ApYTH MaKpOIHAH.

Epro ankanongu

[ocT-MapkeTHHrOBUTE ChOOLIEHHA NOKA3BAT, Ye €IHOBPEMEHHOTO NPUIOXKEHHE Ha Knauua v eprotamun
WIH AWXHMAPOEPTrOTaMMH € CBbP3aHO ¢ OCTPa EeproTaMMHOBAa TOKCHYHOCT, XapaKTepHiupawa ce ¢
Ba30CNa3bM H HCXEMHA Ha KPaHHLMTE M ApYrH TbKaHW, BKIIOYMTENHO UEHTPANHATA HEPBHA CHCTEMA.
EnHoepeMenHoTo npunoxerne Ha Kiauma M epro ankanowiy € NpoTHBONoKazao (Bxk. Touka 4.3).

Ilepopaned Mugazonam

Korato Mupazonam e 6un npueman eaHoepemenHo ¢ Tabnetkn Knauma (500 mg ABa nuTH AHEBHO),
yactTa noa kpueata (AUC) Ha mupaazonam e 6una ysenuueHa 7 TbTH ¢S NEPOPATHO NPHIOKEHHE HA
MHpasonaM. ExHoBpemeHHOTO npunokenue Ha nepopaneH MuaazonaM v Knauua e mpoTHEOMOKa3aHo
(Bk. Touka 4.3).

HMG-CoA penyKTa3Hu MHXHOUTOPH (CTaTHHH)

EnHoBpemenHo npueMaye Ha Knaumna ¢ noBacTaTHH ¥ CHMBACTATHH € NPOTHBOMOKA3aHO (BXK. Touka 4.3),
THH KaTo Te3W cTaTHHM ce MeTabonau3npaT octosHo of CYP3A4 u egHoBpeMeHHoOTO Nedenue ¢ Knauna
MOBHLIABA TEXHHMTE MUIA3MEHH KOHLIEHTPALMHM, KOETO IOBHLIABA PUCKA OT MMOMATHA, BKIIOUWTENHO
pabGnoMuonusa. JowiageaHd ca ciayuad Ha palRoMHOIM3a TMpH NAUMEHTH, NPHEMATIH eNHOBPEMEHHO
Knauma u tesu cratuHu. Ako nedeHueTo ¢ Knanua He Moske 1a ce wzdberHe, TepanusaTa ¢ JOBACTATHH HNH
CHMMBacTaTHH TpaGea na 6bae npekbcHaTa.

Heo6xonuMo e 110BHILIEHO BHHMAHHE NMPH NPeANHCBaHeTo Ha Knauma che craTuhu. B cayuam, xorato
eqHoBpeMeHHaTa ynoTtpeba Ha Knauua cbe cTaTMHM He Moxe da ce u3berHe, mpernopeupa ce Aa ce
H3nNMe Haf-HUCKATa perdcTpUpaHa 103a Ha cTaTHH. Moxke da ce OOMMCAX M3NON3BaHETO Ha CTAaTHH,
kolTo He 3aBucH oT Metabonuama Ha CYP3A (nanp. ¢nyeactatud). [lauuentute Tpsbsa aa ce
HabNOAABRAT 3a NPUIHALKM W CHMIITOMH Ha MHOMATHA.

Edpexm na opyzu nexapcmeenu npodykmu eppxy Kiauud

JlekapcTBa, kouto ca uHAykTopH Ha CYP3A4 (Hanp. pudaMmnvuuH, denuwTonH, kapbamazenmw,
tbenobapOuTan, *KBIAT KAHTAPUOR), MOXKE Aa HHAYUHpaT MeTabonuzma Ha Knauna. Toea Moxe aa nompeae
no cyGrepaneBTH4HH HuBa Ha Knauwa, Bonewo no Hamanexa edmkacHocT. OCBEH TOBA MOKe Ja €
HeoOX0aHMMO Aa ce MOHWTOpHpaT nnasMmeHuTe HHBa Ha CYP3A4 vHaykTOpa, KOUTO MOXE 12 ¢€ YBeTH4aT
nopaayn uHxuGnunara Ha CYP3A4 ot Knaung (BHkTe Cb110 NPOAYKTOBATA HHPOPMALHA 3a NPHEMAHUTE
CYP3Ad unxuGutopn). EaHoBpeMeHHOTO npuiaokekue Ha pudabytud W Knauna moxke na noeene 1o
MOBUINABAHE CEPYMHMTE HHMBAa Ha pudabyTHH W nNOHWXAaBaHe Ha CepyMHHTe HHUBAa Ha Knauun,
€IHOBPEMEHHO C MOBHILUEH PHCK OT YBEHT.

3a noco4eHUTE NO-A0y JEKApcTBA € H3BECTHO W/IM Ce [PEANnosiara, 4Ye MOBIMABAT LMPKYJIHpaLUHTE
KOHUeHTpauny Ha Knauma; moxe na e Heobxoauma npomsasa B no3ata Ha Knauun vnu obMucisteTo Ha
A/ITEPHATHBHO NleueHue,

Egbaaupeﬂg, HECBUITAPDHWH, QH@&MI‘IHQHH, QHQEG){!HH H QH@&HGHTHH

MowHn wuuaykTopH Ha uutoxpoMm P450 merabonuTHata cucteMa kato edaBHpeHU, H
pubaMnuumnH, pudadbyTuH U pudanesTHH MoraT aa 3acunar merabonusMa Ha Knauua v Tak
nnaiMeHHTe MY HMBA, KaTO MNOBHIWIABAT Te3W Ha 14(R)-XMAPOKCH-KIAPHTPOM
KJIaPUTPOMHLHH), KOHTO € CBLO MMKpOOHOoNnoruyHo aktuseH metabonur. Tl KaToO MUK
aktHeHocT Ha Knaumg W 14-OH-knapuTpoMULMH € pa3idyHa 3a pasnu4HuTe OaKkT




TepaneBTMueH edekT Moxe a ObJle HapyLieH NPW eaHOBPEMEHHO npuaaraHe Ha Knauuwa M eH3UMHM
HHAYKTOPH.

ErpasupuH
Ekcnosuuuara nva Knauua e 6una moHMmKeHa OT €TPABHPHH, HO KOHUEHTPAUMHUTE Ha aKTHBHMA

metabonut 14-OH—knapurpomuuun ca 6umm nosuweny. [opaau Tosa, ve 14-OH—knaputpoMuuuH UMa
HamaneHa akTHBHOCT KbM Mycobacterium avium complex (MAC), o6aTa aKTHBHOCT KbM TO3H NIATOreH

moxke na Obae HapyuleHa; 3aToBa TpabBa Aa ce UMaT MpeaBM] anTepHAaTHBU Ha Knauua 3a neuenue Ha
MAC.

Daykonazon
EnnoBpemMeHHOTO npHoxkeHHe Ha daykoHaszon 200 mg anesno u Knauna 500 mg nea mbTi aHeBHO npu

21 3npaBu A06poBONUM € NOBENO A0 MOBHLIABAHE HA CPEAHMTE MHHMMANHH PaBHOBECHH KOHLEHTpPAaUHH
{Cnin) Ha Knauun u miomra noa kpubata (AUC), cwvotBetHo ¢ 33% u 18%. PasHoBecHuTe
KOHLIEHTpaLHy Ha axkTuBHMA Metabonut 14-OH-knapHTPOMHLMH HE ca MPOMEHEHH 3HAYMTENHO MPH
€HOBPEMEHHOTO pHiIoXKeHHe ¢ dnykoHaszon. He ce Hanara anantipane Ha no3sara Ha Knauma.

PutoHaeup
(PapMaKOKMHETHHHO TNIPOYHBaHe € AEMOHCTPHPANO, Ye EAHOBPEMEHHO MpUeMaHe Ha putoHasup 200 mg

Ha BcekM 8 uaca W Knauna S00mg Ha Bcexkud 124aca e JAOBENi0 A0 3HAYMMTENHO TMOTHCKAHE Ha
metabonuima Ha Knauug. Makcumannata koHUeHTpauHg (Cuax) Ha Kirauun ce nosuwasa ¢ 31%, Cuin ce
noevwasa ¢ 182% u AUC - cbe 77% npu enHoBpeMeHHO fipveMaHe Ha putoHaeup. HabmogaeaHo e
MBIHO TOTHCKAHE Ha oO0pasyBaHeto Ha 14-OH-wnaputpomuuui. TMopaau wHpokHa TepaneBTHYEH
nposopeu Ha Knauua, npy nauueHTd ¢ HopmaiHa OnOpeuHa ¢GyHKUMS He ce Hanara HamajisBaHe Ha
no3ara. Brrpexu ToBa, npu naumeHTH ¢ 6u0peuHO yBpexaaHe, TpaGea Aa ce 0OMUCIH CefHOTO. ApH
NaUMEHTH ¢ KpeaTHHUHOB KupbHe ot 30 no 60 ml/min mosata na Knauua tpabea na ce Hamanu ¢ 50%.
[Ipy NALKMEHTH ¢ KPEaTHHHHOB KIKPBHC < 30 ml/min no3ata Ha Knauua tpabsa aa ce Hamanu ¢be 75%.
Jo3n Ha Knaunn no-eucokd ot 1 g AHeBHO He Tpabea na ce npunarat 3a€/IHO ¢ PUTOHABHP.

[Mogobuo apanTupane Ha aozata TpalBa jga ce MMa NpeABWA MPH NalMeHTH ¢ HaManeHa GuOpeuna
(pyHKUMA, KOraTO PHTOHABMP Ce H3NON3Ba KaTo (apMakoKHHeTHueH noaobputen ¢ apyrn HIV
npoTeasHd HHXMOMTOpH, BKJIOYMTENHO aTa3aHaBUp M cakBWHaBHp (Bwxkre |, JIBynocounwu
(hapMakOKMHETHHHH B3AHMOOCHCTBHS™).

Edexmu na Kaauud ev, opyzu Aexapcmeq

AHTHAPUTMHLIK
ColiecTBYBaT MOCTMAPKETHHIOBH ChODUIEHMA 3a forsades de pointes, HACTBABALLM NMPH €HOBPEMEHHO

npunoxeHue Ha Knauug v xuvuanH win auszonupamua. [lpu eanospemenHo npunarade va Knauug c
Te3W NekapcrTBa, eleKTpoKapavorpaMure Tpabea aa ce HabGmonasaT 3a yawjokasave Ha QT-uHrepsana.
[To Bpeme Ha neueHueTo TpaOBa Aa ce MOHUTOPHPAT CEPYMHHTE HHBA HA Te3M JIEKAPCTBA.

):[OKJ'[aﬂ,BaHH ¢a NOCTMAapPKETHHIOBH C'bOﬁl.l.leHPlﬂ 38 XUMNOTMHKEMHA NpH €IHOBPEMEHHO TIPHITIOKEHHE Ha
Knauma n AH30MHpaMHA. CnenoBartenHo TpSlGBa nha obaar MOHHTOPHPAHH HUBATA Ha KPLBHATA 3axap nMpu
CAHOBPEMEHHOTO NIPHUIIOKEHHE Ha Knauua AW30NHUpamMua.

XHAPOKCHXJIOPOXHH M XJIOPOXHH

Knaputpomuuuu Tpabsa na ce v3Mon3ea ¢ NOBMLIEHO BHUMaHWE NPH AALMEHTH, NOJIYYaBallW Te3H
JIEKapcTBa, 32 KOMTO € HM3BECTHO, 4e yab/pkasat QT-nurepBana, mopaad noTeHuMala Aa MHAYLMpAT
Cbple4YHA APHTMHA M CEPHO3HH HEKeNaHH CbpPAeHHOCBAOBH CHOHTHA.

Ilepopaniu xunornukeMuuHu aekapcTea/MHCYIHH
MpH HAKOW XMMOTIIMKEMHUYHM JleKapcTBAa KATO HATErMHHMA W penarNuHMA Moxe Ja

UHxHOuuna Ha CYP3A eHzuMH oT Knauna v TOBa MOXe 1A NPHUYUHH XHTEOMNUKEMUA NPH
npremate. IIpenopbuBa ce BHUMATENHO NpocensBaHe Ha HUBATA Ha IMOKO3aTa.




BzaumMoneicTeus, Hazupanu Ha CYP3A

EnnospemenHoTo npunoxenne nva Knauua, 3a koHTo e u3BecTHO, ye WHXxHWOupa CYP3A u nekapcTea,
meTtabonuaupann ocHoBHo ot CYP3A, moxe na noBeAe N0 MOBUILABAHE KOHLEHTPAUMHTE Ha Te3M
NEKapCTBa, KOETO /la MOBHMUIM WM YABL/DKM KaKTO TEpaneBTHYHHA, Taka M HexelaHuTe e(heKkTH Ha
€JHOBPEMEHHO MpUIaraHoTo nexapcTeo. Heobxopumo e eHuManue, korato Knauwa ce npunara
eHOBPEMEHHO ¢ APYTH JEKapCTRa, 32 KOMTO e 3Hae, ye ca cybctpaTt Ha eH3um CYP3A, ocobeno ako
cybctpara Ha CYP3A MMa TeCHM TepaneBTHHHH rpaHWUM (Hanp. kapfamazenuH) w/Wiu cyberpaTa ce
MeTaboM3Mpa eKCTEH3HBHO OT TO3M eH3MM. Moxke Ha ce oOMUCIIM KOpEKLMA Ha [i03aTa, W KOraro €
Bb3MOXKHO, Aa C€ NpocNeisBaT BHMMATENHO CEPYMHMTEe KOHLEHTPaUMM HAa JIEKapcTBaTa, KOMTO Ce
meTabonunaupar ot CYP3A, npu naLuueHTH, KOUTO 10Jy4aBaT ¢AHOBPEMEHHO KNAPHTPOMULIMH,
CeIbTCTBALOTO MPWIOKEHHE HAa KIAPUTPOMMUMH W JIOMMTANMR € FPOTHBOTNIOKA3aHO NOpaiu
BBIMOXKHOCTTA 34 3HAUMTENHO NMOBHILABAHE Ha TpaHcaMuHasuTe (Bx. Touka 4.3).

3a ceaHMTe NIeKapcTBa MIIH JIEKAPCTBEHU KNACOBE CE 3HAE WM Ce Mpeanonara, 4e ce Metabosn3upar ot
cbima  CYP3A  w3oenaum: annpasonam, acTemuson, KapbamasenwH, UMIOCTA30d, LM3aNpHI,
LUMKIOCTIOPUH, JAW3ONMPAMHA, NOMMNEPHIOH, epro aikanouam, uopyTuHu®, ueabpaawH, nomuranua,
NOBACTATHH, METHIMNPEAHWUZONOH, MHAa30NaM, OMEMpa3on, MAepopanHy AHTHKOArynaHTH (Hanp.
BapdapuH, puBapokcabaH, anukcabaH), aTHMHYHM AHTHNCHXOTHUM (Hamp. KBETHANWH), NHMO3KA,
XHHUIMH, pudabyTHH, cHnaeHadun, CHMBACTaTHH, TaKpOIUMYcC, TepdeHaauH, THa30MaM H BUHONACTHH,
KATO TO3H CIIHCLK HE € IIbJIEH.

JlekapcTBa, KOHTO B3aMMOAEHCTBAT ype3 NOAOOHM MEXAHH3IMH C APYTH H30€H3WMH OT UHToxpom P450
cHcTeMara, ca GeHHTOUH, TeOQIIHH W Balnnpoar.

JnpekTHo neficTralny nepopaniy aHtukoarynanti (DOAC)

llnpelcmo ﬂeﬁCTBalllHTE nNepopanHH aHTHKOarynaHTH naﬁura‘rpaH H e,uoxcaGaH ca CyGCTpaTH 3a
ednykcHus Tpancnoptep P-gp. PuBapokcaban u anukcaban ce Metabonuzupar upes CYP3A4 u cbuio ca
cybetpati 3a P-gp. Tpabea na ce ofpblua ocobeHo BHMMaHWe, KOraTo KNApPUTPOMHMLMH ce [puiara
€IHOBPEMEHHO C TE3H CPEACTBA, 0COOEHO NPH NMALMEHTH C BHCOK PHCK OT KbpBeHe (Bx. Touka 4.4).

KoptHkocTepouau

Tpabea na ce noaxoxaa ¢ MOBUILEHO BHUMaHHE MPH CHNBTCTBALIA YNOTpeOa Ha KNAPHUTPOMHLMH ChC
CHCTEMHH H WHXANATOPHH KOPTHKOCTEPOMAH, KOUTO ce MeTabonuaupar rnaeHo upes CYP3A, nopaau
MOTEHLHaNAa 3a NOBHMILABAHE HA CUCTEMHATA EKCIIO3HMLIMA Ha KOpTHKocTepouauTe. B cny4ait Ha
CBHITBTCTBAILA YNoTpeda, naunenThTe Tpabsa ja ce HabnoNaBaT BHHMATENHO 38 CHCTEMHH
KOPTHKOCTEPOMHHU HEXKENAHH PeaKLHH.

Omenpason
Knauna (500 mg Ha Bcexu 8 yaca) e npunarad B koMOHHauug ¢ omenpason (40 mg AHEBHO) Ha 3apaBH

BB3PACTHH 1WA, PABHOBECHUTE NNa3MeHH KOHUEHTpaLMY Ha oMmenpason ce yBenuuasat (Cuax, AUCo24 M
t,, ce yeenuuaeat ¢ 30%, 89% #n 34%, cbOTBETHO) NpH edHOBpeMeHHO npunarade Ha Knauun, Cpennara
24-yacosa crtoiiHocT Ha pH Ha cTomaxa e 61na 5,2, koraTo oMenpazon ¢ Oui Npunarad caMmOCTOATENHO, U
5,7, korato omenpa3zon e Oun npunarad ¢ Knauup,.

Cunpenadun, Tananadun H sapaeHagun

Bcexku enun ot Tezn docdoauectepaznn mHxubuTopu ce metabonnznpa noue orqacti ot CYP3A, karo
CYP3A moxe na Obae mHXMOMpaH NpH enNHOBpPEMEHHOTO npunoxkeHue Ha Knaumn. EnHoBpemeHHOTO
npunoxenue Ha Knauug cwe cunaenadun, rananadun v sapaenadun oOMKHOBEHO BOAH AC NOBULLABAHE
eKCno3uUUATa Ha dhocdoanecTepasHUA UHXHOHTOD. [IpH eTHOBPEMEHHOTO NPUIOHKEHHE HA CHAACHAdHN,
Taganadun v apacHadun ¢ Knaima tpadra 1a ce 0OMHMCIH BB3MOKHOCTTA 32 NOHWKABAHE HA TAXHATA
no3a.

Teodmnun, kapbamazenuH
Pe3ynrtath OT KiIHHHYHH MPOy4BaHWA NMOKA3BaT, Ye ChHLECTBYBA YMEPEHO, HO CTATHCTH
(p <0.05) nosHiIaBaHe HAa HWUBATAa HA LHPKYNUpaluud Teopuind Wnu kapbamaszenuH,
TE3M JIEKApCTBa CE NMpunara eaHoBpemMeHHo ¢ Knauua.




Tonrepoaun
MeTaboan3MBT Ha TONTEPOAHH CE OCBHILECTBABA OCHOBHO upe3 2D6 uszodopmara Ha uumtoxpom P450

(CYP2D6). Bunpekn ToBa, mpH uacT oT nomynauusta ¢ aunca Ha CYP2D6, e ycraHoBeHo, e
meTaboM3MBT ce H3BBpLIBA ¢ nMoMollta sa CYP3A. lpu tasu yacT oT nonynaumsrta, HHXMGHMpaHETO Ha
CYP3A BoAH [0 3HAYHTENHO MMO-BUCOKM CEPYMHH KOHUEHTPALWHM Ha TONTEPOOWH. Moke na e
HeobX0MMO HaMaNABaHe 103aTa Ha TONTepoAMH B npHcbeTBHeTo Ha CYP3A unxuburopu kato Knauna
NpH NONynauuaTa Ha cinabo merabonusupaiuy upez CYP2D6.

TpuasonbenzoauazenyHu (Hanmp. annpazonaM, MHA230aM, TPHAI0NAM)

Korato muaasonam ce npunara saeaHo ¢ Knauwa tabnerku (500 mg nsa nbTH gHeBHo), AUC Ha
MH/a3071aM € NOBHILEHO 2,7 NBTH Cled MHTPABEHO3HO NPUAMKEHHE Ha MHaasonaM. [Ipu uHTpaBeHO3HO
npunoxerre Ha muaasonam ¢ Knauwa, nauuentute Tpatea na 6baat penoBHo HadnwpaBavW ¢ ornej
€BeHTYalHa NMpoMAHa Ha jo3arta. [IpunoxkeHHeTO Ha MHAAa30/aM MO OPOMYKO3EH MBT, KOETO MOXE Oa
3200MKONH  APECHCTEMHOTO E€MMMMHMpaHe Ha JIeKapcTBOTO, € [O-BEPOATHO Ja JOBEAE [0
B3aumoacicTeie, NoacOHO Ha HabmoJaBaHOTO Clied HMHTPABEHO3HO NpHIIOKEHWE Ha MHAa30NaM,
OTKONKOTO 0 B3auMoaeicTane, NoAoGHO Ha TOBA CNEA NEPOPATHO NPHIIOKEHHE.

ChbludTe npeana3Hd Mepku TpsabBa Oa ce TPHIOKAT W MO OTHOLUEHWE Ha Apyrute GeH3ogMasenHHu,
metaGonusupanu o1 CYP3A, srmountenno TpuasonaM v annpasonam. [lpu Gensoamaszenuunre, yMeTo
€NUMHHKpPaHE He € 3aBucHMo oT CYPJA (TemasenaM, HWTpazenaM, iopasenaM), HE ce O4aKBa KIHHHUHO
3HauMMO B3aumMopeiicTere ¢ Knauua.

Hma nocTMapkeTHHroBH CbOOILEHHA 32 NEKapCTBEHH B3aWMOACHCTBHA M edeKTH BhpXYy UEHTpanHaTta
HepeHa cuctema (LIHC) (nanp. coMHOoneHTHOCT ¥ 0OBpKAaHOCT) NPH ETHOBPEMEHHOTO TIPHIIOXKEHME HA
Knauna v Tpuazonam. [Ipenopiusa ce npocnienssale Ha NalMEHTHTE NO OTHOLUGHHE HA MOBHILABAHE HA
thapmakonoruuHnTe edextu pupxy LIHC.

QEEZH JAexapcmeenu 83auMooelicmeusn

Konxuuus

Konxuumnn e cyberpat kakro Ha CYP3A, Taka M Ha ednykcHus tpaHcnoprep P-rnuxonporeun (Pgp).
HapecTHO e, ye Knauna n zpyru makponuan ca nHxubuTopn Ha CYP3A u Pgp. Ilpu eaHoBpeMeHHOTO
npunomxeHue Ha Knauma n konxuumH, HHxHbuparero Ha Pgp wnnu CYP3A ot Knauun Moxe aa nosene
J10 TIOBMILIABAHE €KCMO3WUMATA HAa KONXMUMH. EnHoBpeMenHoTo mpunaraHe Ha KoaxuuuH W Knauwa €
npoTueonokasaHo (Bixk. ToukK 4.3 1 4.4).

JurokcuH

Cunta ce, ue AMrOKCHH e cyOeTpaT Ha eduiykcHus TpaHenoprep P-rnnkonporend (Pgp). UiaecTHo ¢, ue
Knauua unxuGupa Pgp. Tlpu eaHoBpeMeHHOTO npuioxeHre Ha Knauua M AMrokcHH, WHXubMpaHeTo Ha
Pgp ot Knaunn moxke na noeee A0 MOBHUIABAHE EKCTNIOZULMATA HA AWIOKCHH. B mocTMapkeTHHroBHA
nepuoj ¢bwo ca chobllaBaHH Cyyad Ha NMOBHUICHHME HA CEPYMHU KOHUEHTPAaLMH Ha JHTFOKCHH NpU
NauHEHTHTE, MPpHEMALLLH KJ'IallHJJ. H AUTOKCHH. Hsakon ot MAUHEHTHTE Ca NOKA3ANH KIHHHYHH MTPHU3HAUH
HA JIMCOKCUHOBA HHTOKCHKALWA, BKIOUUTENHO moTeHuuando datanHd aputvud. CepyMmHuTe
KOHLUEHTpalUHH Ha JHIMOKCHH TpFIﬁBa Ja 6'1:1181' BHUMATECNHO NPOCAEAABAHH MPH NALHEHTHUTE, NPHEMALLHA
€AHOBPCMCHHO NJHIOKCHH H K.naunn.

3unoByauH
EaHoBpeMeHHOTO MepopanHo npunoxeHue Ha Knauma tabnetku u 3uaosyauH npu HIV-undgekrnpanu
Bb3PACTHH MALMEHTH MOXE Aa J0Befie 0 MOHMKEHO PaBHOBECHO CbCTOAHHME HA KOHLIEHTPALIWMTE Ha
3uaoByAxH. Tovil kaTo Hal-BeposTHo Knauma nosnuaea pe3opOumaTa HAa €IHOBPEMEHHO IPHIOKEHHA
nepopajien 3MAOBYAHH, TOBA B3aMMOAEHCTBHE MoXe Ja ce H3berHe B ronsaMa CTeneH Ypes pa3
no3ute Ha Kiauua W 3naoBYOHH 32 MOCTHraHe Ha 4-4acOBM MHTEPBAIM MEXIY NMpHema Ha
ToBa B3anMogedcTBHE He ce MosABABAa NpH neauarpuudHd HIV-undexTupanu naumex
Knaumn cycrnieH3us c¢bc 3MAOBYAWH MMM AMACOKCHMHO3WH. ToBa B3aumoneicTsHe e M
korato Knauua ce npuiara upes HHTpaBeHO3Ha HHQY3HS.




DeHUTOMH Y BANAPOaT

HUma cnonwtannn unu nyOnukyeaHuW cbobiueHusa 3a BiaumojelictBua Ha CYP3A4 unxubutopw,
BKIOuMTENnHo Knauma ¢ fiexapcTsa, 3a KOMTO CE CYHTa, de He ce Metabonusupat ot CYP3A4 (Hanp.
denuTouH W Bannpoar). [lpenopbyusa ce W3MepBaHe HA CEPYMHHMTE HHBA Ha TE3M JIeKapcTBa, KOrato ce
npunarat eaHospemenHo ¢ Knauun. CrobiagaHu ca NnoBuileHH CepyMHH HHUBA.

Adeynocounu PapmaxokuHemuyHy 830umMooeicmeus

ATazaHaBup
Knauma v atazaHasHp ca cy6ctpatd M MHxuOuTopu Ha CYP3A u chilecTBYBAT 1aHHU 338 ABYMOCOUHO

NEKapCTBEHO B3aHMomeicTBue. EaHoBpeMeHHOTO npuiaokeHue Ha Knauwa (500 mg nea nsTH AHEBHO) ¢
atazaHasup (400 mg BenH®BX AHEBHO) BOAW A0 ABYKPAaTHO MOBHULUEHHE €KCNO3HUMATA Ha Knauua v 70%
noHwkeHne Ha ekcnosuumara 14-OH-knaputpomuuuH, npr 28% nosuwenne AUC Ha atazaHaBmp.
[Mopaau wHpokWs TepaneBTHYeH MNposopel Ha Knauua, He ce Hanara MOHWKAaBaHe Ha Z03aTa MpH
natMeHTH ¢ HopMmanHa 6bOpedna dyHkuma. [Ipy nauueHTHTe ¢ ymepeHa yBpeaeHa 6n6petna dyHxuUMs
{xpeatHuHOB kinpbHC 30 o 60 ml/min), noszata Ha Knaumn tpaGea na 6bae Hamanena ¢ 50%. Ipu
MaUHEeHTHTE C KpeaTHHHHOB KAKMpbHe <30 mi/min, aozarta Ha Knaumna Tpabea na 6bae HamaneHa cbe 75%
MpH W3NON3BAHETO Ha MoAXoAsAwa JiekapcrBeHa (opMa Ha Knauwa. [Jozw Ha Knauun, no-BMCOKH OT
1 000 mg aHeBHo, He TpaGBa Aa ce MpUnarar 3aeiHO ¢ NPOTea3Hu HHXHOUTOPH.

Brokepu Ha KallMEBHTE KaHAIH

[IpenopsuBa ce MOBHILEHO BHHMAHHE MPH €HOBPEMEHHOTO NpunoxeHHe Ha Knauua W OGioxepu Ha
KaniHeBHTe KaHaIH, KOHTO ce meTabonusupat ot CYP3A4 (Hanp. BepanaMui, aMIOAUNKH, AUITHA3EM)
nopagHd pHCK OT XHMOTOHHMA. IlnazMeHWTe KoHUeHTpauun Ha Knauua, kakro M Ha Onokepure Ha
KaNLMEBUTE KaHAIH MOXE Aa C€ YBEIHYAT, KOETO €& Ib/MkHK Ha s3zauMonelicTBnero M. XHNOTOHMA,
fpaanapUTMHA M JIAKTATHA auMao3a ca OuwnM HabmiodaBalH NPH MAUMEHTH, NMPHEMALUH eIHOBPEMEHHO
Knauua u Bepanamu.

HrpakoHazon
Knauua v wtpakoHazon ca cyberpati M wHxubutopu Ha CYP3A, koeTo BOAM A0 [BYMOCOYHO

NleKkapcTBeHO B3aumozedcTeue. KnauMa Moe [Ja NOBHIUM [UIa3MEHHTE HHMBA Ha HTPAKOHA30M, a
MTPAKOHA3071 MOKE [a MOBHIUM Iuia3MeHHTe HMBa Ha Knauua. [MauuenTure, npuemMalu eaHOBPEMEHHO
uTpakoHazon u Knauua TpaGea aa GbaaT pefoBHO MPOCREASBAHW 32 NMPHU3HALM WIM CHMITTOMH Ha
NOBHLLEH HAY YAbkeH dapMakonornuen ediexT.

CakBHHaBHp
Knauua ¢ caksuHaBHp ca cyberpati v uHxubutopn Ha CYP3A M [ABYNOCOYHM nekapcTBEHH

B3aumoaeHcTeua. EnHoBpemenHoTo nmpunoxkenue Ha Knauua (500 mg aBa 0bTH OHEBHO) M CAKBHHABHP
(Mekn xenatvHOBM kancyad, 1200 mg Tpu nbTH AHeBHO) npd 12 3apaBH AOOPOBOAUM € OOBENO A0
cToiiHocTH B paBHoBecHO cheToAHHe Ha AUC u Choa Ha cakeuHaBup, cvoTBeTHO 177% u 187% mo-
BHCOKH OT TE3H NPH CaMOCTOATENHOTO NpunoxkeHHe Ha cakBHHaBHp. CtolHocTuTe H8 AUC M Chrax Ha
Knauupn ca 6unm ¢ okono 40% no-BHCOKM B CpaBHEHHE € TE3H MPH CAMOCTOATENHOTO MpPHIOKEHHE Ha
Knauun. He ce Hanara npoMsHa Ha J03aTa NpH €AHOBPEMEHHOTO MPHIOKEHHE Ha JBETe NeKapcTBa 3a
OrpaHH4eH MepHoJ OT BpeMe B MNpoyuBaHMTe Ao3u/lekapcreend Qopmu. JJaHHWTE OT NpoydBaHMATA
BbpPXY NeKapcTBEHHTE B3aHMOEHCTBHA NMPH NPHIMKEHHETO HA MEKHTE JKENaTHHOBH KancCy/lk MOMe aa
He ca [MOKA3aTeJIHW MO OTHOLICHHE Ha eeKTHTE NMpPH NMPUACKEHHETO Ha CaKBHHABHp noj ¢opmara Ha
TBLPAH KEJATHHOBU Kancyid. JlaHHWTe OT Npoy4BaHMATA BbPXY JIEKAPCTBEHWTE B3aMMOJEHCTBHA MpH
CAMOCTOATENHO MPHAOKEHHETO HA CAKBHHABMP MOXKE [a He cd M0Ka3aTeNHH MO OTHOLUEHHe HA
HabmonasanuTe edeKTH IpH  JIeUSEHHETO CbC CakBUHaBup/puToHasMp. [lpM enHoBpeMeHHOTO
NPHIOKEHHE HA CAKBHHABHp C PUTOHABKD TpAOBa Aa ce WMAaT NpeABWA TOTEHUMANHHTE e(eKTH Ha
puToHaBup BBpXy Knauna (Bx. Touka 4.5).




4.6 PepTH/IHTET, HpeMeHHOCT H KbpMeHe

EpemeHHocT
besonacxoctra #a Knauma mo speme Ha OpeMeHHOCT He € ycTaHoBeHa. Bba ocHoBa Ha npomennueu

pe3yaTaTH, NONYYEHH OT MpOY4BAHHA NMpPH KHBOTHH M OMHTA NPH XOpa, HE MOXE Na Ce M3KIOUM
BEPOATHOCTTA OT HEXE1aHH peaklHW BbpXY emOpuodeTanHoTo pazsutiie. B Hikon obceppaunonu
NPOYYBaHHsA, OUEHABALIK EKCMO3ZHLMATA HAa KNAPHTPOMMLUMH MNpe3 bPBHA M BTOPHA TPUMECTBHD, CE€
cbo0ILaBa 3a NMOBHIIEH PUCK OT CNOHTaHeH abOpT B CpaBHeHWE C HEM3TOM3BAHETO HA AHTUOHWOTHK MM
H3MNON3BAHETO HA APYr aHTHOHOTHK Mpe3 ChiuMf nepuoa. HalHuHUTe eNnUICMMOJIOMMYHA NPOYUYBAHHA
OTHOCHO DHMCKa OT CEPHO3HM BPOAEHH MandopMauMd MpH ynotpedaTta HA MAKPOAMIM, BKIIOYHMTENHO
KJIAPUTPOMHLIMH, N0 BpeMe Ha OPEMEHHOCT NpejI0CTaBiAT IPOTHBOPEYMBH pe3yaTaty. [lopajn ToBa He ce
npenopbyea npuemsT Ha Knauua no epeme Ha GpeMeHHoCT 6e3 1a e HanpaBeHa OLEHKA HA [OA3UTE
CMPAMO PUCKOBETE.

Knpmene
beaonacroctra Ha Knauma no Bpeme Ha KbpMeHe HE € ycTaHoeeHa. Kiauma ce otoens B KbpMata B

MAIKH KonHuyecTBa. MauucneHo e, ye kbpMaueTo wie Nony4d okono 1,7% oT Ao3aTa KNapHTPOMMLMH,
KOpHIHpaHaTa cnopej TEr10To Ha MalikaTa.

Deprunurer
IMpoyyYBaHHATA OpH MUTLXOBE HE MNOKAZRAT NaHHH 33 BpEAHH e(hekTH BbpXy depTunvTeTa (BikK. Touka 5.3).

4.7 E¢exTn Bhpxy cnocobnoctTa 3a motupane u pabora ¢ MalIHHH

Hsma naHnu 3a snusHdero Ha Kiauua Bupxy cnocof0HOCTTa 3a wodupane Wiy pabora ¢ mawnuy. [peau
wotHpaHe unu paborta ¢ MaiiMHU TpaOBa aa ce MMa MPeABMA Bb3MOXHOCTTA 33 FIOABA HA 3aMASHOCT,
BEPTHIo, 00BbPKAHOCT Y AE30PUEHTALINA, KOMTO MOTAT Ja ¢e MNOABAT NPH NPHEMA Ha TOBa JIEKAPCTRO.

4.8 Heske/IaHH JIEKAPCTBEHH PEaKIHH

Haii-uecto cpewanuTe HexenaHn JleKapcTBEHM peakuMd, cBbp3aHu ¢ Tepanusta ¢ Kiauua npu
BB3DACTHH M MeJHATPUYHA NONYNauMs, ca KopeMHa 0onka, AuapHd, rajeHe, NOBPbLUAHE W TIPOMEHEH
Bkyc. Te3u HexenaHH peakuny 0GMKHOBEHO Ca JIEKH N0 MHTEH3WBHOCT W Ca B CHOTBETCTBHE C MO3HATUA
npodun Ha Ge30nacHOCT HA MAKPOMHUIHWTE aHTHOHOTHLM.

Hsama 3HauMMa pa3aMka B 4ecTOTaTa Ha TE3W CTOMALIHO-YPEBHH HEXKENAHM PEaKUMW 1O BPEME HA
KIHHUYHY M3NUTBAHHA MEXAY TNMOMyNalWUTe NMauueHTH ¢ WiK 6e3 npelumiecTBalld MiKOGaKTepHATHH
HHEKUHUH. '

Cneppawara Tabnavua MoKa3Ba [OKNAABAHWTE HEXKENAaHW peakUW¥ OT KIWHHYHH M3NHTBAHHA U OT
NOCTMAapKeTHHrosus onutT ¢ Knauua rpaHynd 3a nepopanHa cycneH3us, TabneTkd ¢ M3MEHeHo
ocBoOmKkaaraHe, GunmupaHy TabneTku W npax 3a HHY3HOHEH pasTBop.

Peakiiuure, cUMTaHH KATO MOHE BB3MOXHO CBbp3aHM ¢ Knauua, ca nokasaHd NMo CUCTEMHO-OpraHHa
knacHHKaLMA M OMpelesieHH Mo 4ecToTa Kato: MHOro uectd (= 1/10), wectn (> 1/100 po < 1/10),
HeuecTd (= 1/1 000 mo < 1/100) u ¢ HeM3BecTHa uecToTa (HEXETAHH peaKUUH OT OCTMapKETHHIOBHA
OMUT; OT HAJMYHHUTE OAHHH He Mmke Aa Obae HanpaBeHa oueHka), Bue Besaka rpynma no 4ecToTa,
HEeWEeNaHWTe peaklUdH ca NpeACTaBeHH B HH3XOAAW ped Ha TAXHATA CEPHO3HOCT, TaM KbAETO
CepHOIHOCTTA MOXKe Ja Oble oleHeHa.

MedDRA-6a3a MHoro YecTH HeuecTH C HeuapecTHa yecToTa*

ndauvnu Ha Cuctemo- yecTH {= 1/100 a0 (= 1/1 000 o < 1/100) {(OT HATHUHKMTE NAKHH

OpraHHH KNacoBe & 1/10) | < 1/10} Moxe fa Obae H paHe
OLEHKa} R

Hudexuun u I_lenynm', KaHaHInasa, ﬂcesnomemtﬁé =

HHbecTauHK racTPOEHTEPHT, KONHT, EpH3




uHpekus®, BarkHaNHN

HHbekuHn
HapyuteHus Ha JleBkoneHua, ArpaHynouurosa,
KPBBTA W TUM(PHATA HeyTponeHus®, TpoMBOLHTONEHUA
cHCTEeMa TpoMEoLHTEMHS?,
eo3uHOGHANA*
Hapyutenus na AmnadunakTougna AHadunaktHyHa
MMYHHAaTa cHCTeMa peakuus’, peakuMs, aHrHoeaeM
CBPBXUYBCTBUTENHOCT

Hapyuexus na
MeTabonusMa i

AHOPCKCMH, MOHHKECH
aneTHT

XpaHeHETO
TeHXUUHH Bescbhue TpeBOXKHOCT, HEPBHOCT [cuxoTHuHy
HApYLUEHUA HapyWeHHA, CbCTOSHHE
Ha 00bpKaHOCT,
JlenepcoHani3aLua,
JemnpecHA,
JIe30PHEHTALMA,
XaIOLKHALMA,
HeoOHUaiiHU ChHMEA,
MaHHUA
Hapyiuerus Ha Hucreyins 3ary6a Ha ch3HaHue!', KouByncuu, areysna,
HEPBHATA CHCTEMA rnasobonue JAMCKMHE3HA', 3aMatHOCT, NapocMiA, aHOCMHA,
CBHAHBOCT, TPEMOD napecTesns
Hapywenus Ha Bepruro, HapylleHHs Ha ayxora
yX0TO U nabupuuta CyXa, THHUTYC
Cwpaevnu CupaeueH apect', Torsade de pointes,
HapylueHHs NPEeACHPAHO MBLXKAEHE!, KaMepHa TaXUKapaus,
yasakeH T 8 EKT, KaMEpHO MBIKAEHE
excrpacuerons’,
NainuTauuHu
CbIOBH HapyilieHHS Bazoaunatauun’ Xemoparus
PecniupaTophH, AcTMma', enncTakcuc?,
TPBAHU H Henonpoben eMBoTH3ILM!
MeAHaCTHHATHHA
HApYILEHUs
CTOMAaLIHO-YpEBHH Jnapus, Esodarur!, OcTbp nankpeaTHT,
HapYylLEHHA NoBpbIUAHE, racTpoesodareanta MPOMEHH B LIBETA HA
AHCcnencus, pedaykcHa 6onect?, €31Ka, MPOMEHH B LIBETA
TrajfieHe, KOpeMHa | FaCTPHT, MPOKTaNrHaZ, Ha 3L0uTe
6onka CTOMATKT, FOCHT,
NoAyBaHe Ha kopema®,
KOHCTHNALMA, CyXoTa B
ycTaTa, OpHreane,
dnarynenuus
XenaToGuinapHu ABHopMeH Xonectasa®, xenatut?, YepuoapobHa
HapyLeHus yepHoapoleH NOBHLIEHA aNaHKH HEOOCTATBLUHOCT,
(yHKLHOHANEH aMHHOTpaHchepasa, xenaToueaynapHa
TECT NOBHLUIEHA acnapTaT HDbATEHHLA
aMMHOTpaHchepasa,
TIOBUILIEHA raMa-
rayTamuiTpascdepasa’
Hapywenus na Ob6pus, BynoseH gepMatir’, TexKn KoxHH Hexen
KOXKaTa M XHOepXUapo3a cbpbex, ypTuKapus,

NOAXGHKHATA ThKaH

MaKyJj1o-nanynoseH obpus’




JIHOHCbH,

TOKCHYHA eNMIepManHa
HEKPONN3a, NTeXapcTBeH
06pHB ¢ eo3HHODUNKA H
CHCTEMHH CHMITOMH
(DRESS), akne

HapyweHus Ha MyCKynHH cnasmp’, PaGnomuonuza®’”,
MYCKYJHO- MYCKYTHO-CKeNeTHa MMOTIATHA *
CKENeTHaTa cHeTeMa CKOBAHOCT!, MHaIrus>

M CbeAMHUTENHATA

TBKaH

HapyuweHns Ha VeennueHue Ha Bubpeuna
On0peuuTe U KpeaTHHHHA B KpbETA', HEZOCTATBYHOCT,

NUXOYHHUTE MLTHLIA

YBEIIHYCHHE HA ypedTa B

HHTEpCTULHANEH HehPHT

kpbBTa'
O6wu napywenus u | $redur | bonka Ha Hepasnonoxenve®,
eeKTH Ha MACTOTO Ha MACTOTO Ha NoBHLIEHA TemniepaTypa’,
Ha NpPHNOKEHHE MACTOTO | WHXWKEKTHpaHe!, acTeHud, rpbaxa Gonka®,
Ha BL3NANEHHE HA prpucane’, ymopa*
HHXEKT | MACTOTO Ha
Hpade' HHDKEKTHpaHe!
Hscnensanua ABHOPMHO OTHOLLEHHE Topuwex INR,
anbymuH raobyaunt, YObAKEHO

NMOBHIUCHHE HA AKanHaTa
docdaraza B kpbsTa®,
MOBHIIEHHE HA AAKTAT
JEXMAPOreHas3aTa B kpuaTa

NpoTPOMOHHOBO BpeMme,
abHOpPMEH LBAT Ha YpHHA

*Tlopaay ToBa, He TE€3W PeaKlHMH Ca AOKNANBaHH IOOPOBOJIHO OT MOMyNauMA C HEoNpene/eH pa3Mep, HEBHHATH €
BBIMOKHO Aa C€ MPEANONOKH HAAekKAHO TAXHATA YECTOTA HIW Na ce YCTAHOBM NMPHYUHHO-CNENCTBEHA BPL3KA C
€KCMO3WLMATA KbM leKkapcTBoTo. EKCNo3uiMATa Ha NALMEHTHTE ce Npearoaara Ia e no-roisaMa or 1 MHIHapa AHH
nauMeHTo-ne4eHre 3a Knauna,

**B HAkOM OT moknaauTe 3a pabnomuonusa, Knauua e npunaraH €IHOBpEMEHHO ¢ APYrH NEKapcTBa, 33 KOHTO €
H3BECTHO, Y€ Ca CBhp3aHU ¢ NofpaTa Ha pabaoMuony3a (KkaTo cTaTHHK, (HOPaTH, KONXHUKH HWITH anonypHHON).

1 HIIP aoxnaneanu caMo 3a Npax 3a HHOYIHOHEH pasTeoOp

2 HJIP aoxnagBadu camo 3a Tabnetku ¢ yabnxeHo ocaoboxnasane
3 HJIP noxnansaHy CaMO 33 IPAHYIIH 33 NepopaiHa CycneH3us

* HJIP noxnansany camo 1a Taénetku ¢ HezabasHo oceoBoxaaBare

YecroTara, BHa M TEKECTTa HA HEXETAHUTE NeKapcTBa [IPY Aella ce 04aKBa aa 6bAaT ChLUUTE KAKTO MPH
BBH3PACTHY.

HUMmyHOKOMNpOMETHPaHH NaLHEHTH

Mpw nauuentu cve CIMUH v apyru iMyHOKOMNPOMETHPaHH NalMEHTH, IEKYBaHH 32 MUKOOaKTEPUAIHH
MHGEKUMH ¢ MO-BHCOKH Mepopaiiu 21030 Kiauua 3a npoabmkuTenek nepHos, 4ecto e Suno TpyaHo aa
Ce OT/IH4AT HeMeNaHuTe CbOMTHA, cBbp3aHKn ¢ Knauna, ot cumnromute Ha CMTHUH unu cenbTeTBaWwOTO
sabonnpaHe.

IMpu Bb3pacTHU nauuenTH, nexypaHu ¢ Kaauun 1 000 mg obima nHerHa n03a, Hai-4ecTo JOKIANBAHHTE
HeXellaHW peakUMM ca rajeHe, NOBpbLUaHe, MPOMAHA Ha BKyca, kopemHa 0onka, auapus, ofpHsH,
dnaryneHumns, rnapobonue, 3anek, HapylleHUs Ha Clyxa, NMOBMILEHMW CEpYMHa [NyTaMaT OKCaloaleTaT
Tpancamunala (SGOT) u cepymua riyramar nupysat tpancaMutasa (SGPT). Jonbanutensyn cubuTHA C
NMO-HHUCKA YECTOTA ca 3aaYX, 6e3cLHHE M CYXOTa B YCTaTa.

[TpH Te3n HMYHOKOMIIPOMETHPAHH NaLUWeHTH N1abopaTopHUTe N0KA3ATENH ¢a OLEHEHM 1IPH aHaTH

xouto nony4dasat 1 000 mg Knauun aHeBHO, ca MManu cepHMO3HO NOBHULUEHH HHBA Ha S
abHOPMHO HUCBK OpoH Oenu KpbBHU KIETKH W TpoMOOUWTH. HUCBK mpoueHT naum




NMOBHIUEHHA HHBA Ha ypea.

Chobujanase Ha NOAO3IMPAHH HEXENAHH PeaKLNU

CrobuasateTo Ha MOAO3MPAHH HEXENAHM peaKUMM Clle/ paspellaBaHe 3a yroTpeba Ha NeKapCTBEHHS
NPOAYKT € BakHo. Toea nossonssa Ja NpoAbMkH HaOMIOLEHHETO Ha CLOTHOLIEHHETO MON3a/pHCK 3a
nexkapcTBeHHA MpoaykT. OT MEAMLMHCKUTE CNELIMANMCTH Ce M3UCKBA Ja chobuaBaT BCAxa NOAO3MpaHa
HexeslaHa peakUWs Ype3 HauHOHaIHA CUCTEMa 3a CboOLuaraHe:

Hanbnuurenna arenums rio nekapcreara (MAJT)
yi. . Jdamsis ['pyes” Ne §

1303, rp. Codus

Ten.: +35 928903417

yeGcaiit: www.bda.bg

Kato cnobiuaparte Hexenany peakiyu, MoxeTe Aa AajeTe CBOA NPHHOC 3a NoJyYasaHe Ha NoBeve
MH(OpMAalMa OTHOCHO O€30f1aCHOCTTA Ha TOBA JleKapcTso.

4.9 IIpenozupane

CuMOTOMM

[lonyyenute cLODLIEHUS TIOKA3BAT, Y€ NpHEMa HA FONEMH KoavuecTea Knauua Moxe Da josesge 1o
10ABaTa Ha CTOMALLIHO-YPEBHH CUMITTOMH. [1py eAMH nauueHT ¢ aHamHe3a 3a OUNOAPHO pasCcTpOiCTRO,
npven ocem rpama Knauun, e HabnionapaHo HapylleHWEe Ha MEHTATHHUTE YHKUWM, NApaHOWIHO
NnopejieHue, XMINOKATHEMHS K XHITOKCEMHA,

JleyeHue

Hexxenanute peakumu, npuapyxaBal MpeJo3dpaHeTo, TpPAOBa Ja Ce NEKYBAT CbC CBOEBPEMEHHO
e/lMMHHHpaHe Ha HeabcopOHpPaHOTO /exkapcTRO W NOAAbKAWM Mepkd. KakTto npH ocTaHanute
MaKpOJIKIY, HE C€ OuYaKBa CEPYMHMTE HHB& HAa KIAPHTPOMHUUMH [a C€ MOBJIHAAT 3HAYHMTENHO MpH
XE€MO/ManKM3a HITH NIEPUTOHEANHA JHATH3A.

5. ®APMAKOJOrHYHH CBOMCTBA

5.1 GapmMakosHHAMHAYHH CBOlicTBa

(apmakoTepaneBTH4YHA Ipyna: aHTU-DAKTEpUANHW NEKAPCTBEHH MPOAYKTH 33 CHCTEMHO [PUIIOKEHME,
makponuan, ATC koa: JOIFAQ09

KnapuTpoMuuyH € nonycHHTETHYEH MAaKpONWAEH aHTHOWOTHK, nonyveH Ypes 3aMaHa Ha CH;O rpyna ¢
xugpokcunua (OH) rpyna Ha no3uuva 6 OT EpUTPOMMUMH NAaKTOHEH NpbCTeH. [10-KOHKpeTHo
K1apUTpOMHLIKMH € 6-O-meThn epuTpoMsiiuH A. benuar go noutu 641 aHTUOMOTHUEH Mpax € TOPYHE,
NpaKTHYeCKH 0€3 MHPH3MA, N0 CBILECTBO HEPA3TROPUM BbB BOAA H cnabo pa3TBOPHM B €TaHOJN, METAHOA
M aueToHHTpHA. HeroBoto MonekynHo terno e 747.96.

MukpoSHonorus

KnaputpoMuumH ynpaxHaBa aHTHOaKTepnanHOTO cH AelicTBHe upe3 ceBbp3saHe ¢ 505 pubozomuara
cybeanHHLa Ha UyBCTBUTENHHTE GaKTEpHH M MOTHCKA NPOTEHHOBATA CHHTE3A.

KnapHTpOMHUMH AEMOHCTPHPA OT/AHYHA iA Vilro aKTHBHOCT Cpellly CTaHJapTHM WwaMoBe OakTepuM M
IIHHHYHH K300aTH. Tofl npuTexasa MHOro MOWHO aHTHOAKTEPUANIHO ReiicTBHE Cpelly WHPO
or aepoOHM W aHaepoOHM ['paM-mionoxMTENHM H ['paM-OTpHLATERHM OpPraHH3IMH.
HHxHOHTOpHU KoHueHTpauuH (MUK} Ha wnapuTpOMHUMH KaTo USA0 ca ¢ eaHo log;
cunxn or MHMK Ha epuTpoMuumH.




In vitro DaHHWTE CBLIO NOKA3BAT, Y€ KIAPHTPOMHLMH WMa OTIW4HA aKTHBHOCT cpewly Legionella
pneumophila w Mycoplasma pneumoniae. Tol e GakTepuumnaen 3a Helicobacter pylori; Tazu akTMBHOCT
Ha KNapHTPOMMIIMH € No-BHCOKa npu HeyTtpanHo pH, oTkonkoto npu kuceno pH. In vitro wn in vivo
A2HHHTE NOKAa3BaT, Y€ TO3W aHTHOMOTHK MMa aKTMBHOCT Cpelly KIMHUYHO 3HAYHMH MUKODAKTEpUanHH
BHAOBe. Invifro navHuTe noxasear, ue Enterobacteriaceae, Pseudomonas BupoBETE W ApYrd
HeepMEHTATHBHN NAKTO30-0TpHUATENRY [pam-oTpHUaTenHd OaKTEpHH He ca YYBCTBHTENHH KbM
KAapUTPOMHLIHH.

KnapuTpoMHLUMH € MOKa3an aKTHBHOCT CPELLy MOBEHETC LUAMOBE HA CEAHMTE MHUKPOOPraHH3MH KaKTO
in vitro, Taka M 1pH KIHHHYHH MHOEKLMH, KaKTO € OMTHCAHO B TOUKa 4.1:

Aepobnn I'paM-nOI0KHTETHH MHKPOOPTAHHIMH
Staphylococcus aureus

Streptococcus preumoniae

Streptococcus pyogenes

Listeria monocytogenes

Aepobnnr I'paM-oTpHnaTEeJHA MAKPOOPraHN3IMH
Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

JApyra MHKPOOPraHHIMH
Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

MuxkobaxTepnn

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC), cbecToniuu ce oT: Myvcobacterium avium
Mycobacterium Intracellulare

Bera-nakrama3snara NpOAYKLHKA HE TpﬂGBa Aa uMa e(bem BEPXY aKTHBHOCTTA Ha KNAPHTPOMHULHH.

3ABEJIEXKA: [loeeueTo uiaMoBe METHLUMJIMH-PE3UCTEHTHH M OKCALMIMH-PEINCTEHTHH cTadmIoKokH
ca pe3UCTEHTHH KbM KIAPHTPOMHLIHH.

Helicobacter

Helicobacter pylori

H pylori e wnzoaupan B KyaTYpH, [OAYYEHH MNpead TepanuaTa, karo xnaputpomuumH MHK ca
onpeaeneHH npean neueHuero npu 104 nauuentn. OT TAX HeTHpUMa NAUHEHTH HWMAT PE3UCTEHTHH
laMoBe, ABaMa TMAaUMEHTH MWMaT LIaMOBE € MENJIMHHA WYYBCTBUTENHOCT M 98 nauMeHTH wWMaT
HYYBCTBHTENHHK L{AMOBE.

Cnennute invitro JaHHH <4 HAMYHM, HO THXHATA KAHHHYHA 3HAYHMOCT He ¢ HIBECTHa,
KnapurpoMHuumH 1okassa in vitro aKTHBHOCT CpELLY [OBEUETO ILAMOBE Ha CNEIHUTE MHKDPOOPraHHIMH,
Bce nak Ge3onacHocTTa M etheKTHBHOCTTA Ha KIAPHTPOMHLMH NPH NeueHHe Ha KIMHHYHH HHOEKLHH,

KTHHHYHH H3NMUTBAHHA.

Aepobny I'pam-no1oHTEIHH MHKPOOPTraHHIMH
Streptococcus agalactiae



Streptrococci (Tpyna C F,G)
Viridans 2pyna streptococci

AepoOun I'pam-oTpHIaTETHH MHKPOOPraHH3IMH
Bordetelia pertussis
Pasteurella multocida

AnaepoOnu I'pam-noaexHTeN1HH MHKPOOPTrauK3IMHy
Clostridium perfringens

Peptococcus niger

Propionibacterium acnes

Anaepobnu I'paM-oTpHLIATEIHH MHKPOOPradHIMH
Bacteroides melaninogenicus

Cnupoxetn
Borrelia burgdorferi
Treponema pallidum

Kamnunobakrep
Campylobacter jejuni

OCHOBHHAT MeTabONMT Ha KJIAPUTPOMHMUMH NPH 4OBEKA M APYTH TPHMATH € MHUKpPOOKOSOMHYHO
aKTHBHHUAT MeTabonut 14-OH-knaputpoMuiiH. To3H MeTaloauT e Chilo TONKOBA aKTHBEH WIH 1 J0
2 0BT NO-MAIKC aKTHBEH OT M3XOAHOTO CbEAHHEHHE 3a MOBEHUETO OPraHW3MH, C H3KMOYeHWe Ha H.
influenzae, cpeuly KoWTO € ABa MBTH No-akTHBeH. M3xoaworo mewectso ¥ 14-OH merabonutsT
YNPAXXHABAT aAHTHBEH WKW CHHepruyeH edext Bepxy H. influenzae in vitro W in vivo, B 3aBUCUMOCT OT
0aKkTepHanHHUTE [1aMOBE.

3a KNapUTPOMHLMH € YCTaHOBEHO, Ye € ABa A0 AECET MbTH MO-aKTHBEH OT €PHTPOMHUMH B HAKONKO
eKCIEPUMEHTAIIHH XKUBOTMHCKH MHbeKLHo3HH Moaenn. [lokalaHo e Hampumep, 4e € no-eheKTHBEH OT
EPUTPOMHLUHH TPH MHIIH CHCTEMHH WH(EKUMH, MHLIM NOAKOkHM abcuecd M MUK MHEKUWH Ha
AMXaTe/NHHTe NMbLTHILA, MPUUMHEHH OT S. pneumoniae, S. aureus, S. pyogenes w H. influenzae. Tlpn
MOPCKH CBHHYETA C JIErHOHeIHa HHGEKLIHMA TO3M e(heKT € NO-CHIIHO W3pa3eH; MHTpanepuToOHeanHa 103a
ot 1,6 mg/kg/neH KnapuTpoMHLIKHH € no-edekTHeHa OT 50 mg/kg/neH epHTPOMHLHH.

I'paHHYHH CTOHHOCTH 32 H3NIHTBAHE 34 YYBCTBUTECIIHOCT

TonkyBaTtenHute kpurepuu 3a MIC (MUEHMaTHA HHXHOMpaLa KOHLIEHTpaLHs) 32 H3NUTBaHe Ha
Yy BCTBUTEJIHOCTTA Ca YCTaHOBEHH OT EBporefickug KOMUTET 3a H3cneABaHe Ha aHTUMHUKpoOHAaTa
YYBCTBUTENHOCT (EUCAST) 3a KIapUTPOMHUIIHH U ca H30poeHN TYK:
https://www.ema.curopa.cu/documents/other/minimum-inhibitory-concentration-mic-
breakpoints _en.xlsx.

Mons, BrxTe cneunguryuHaTa HHopMauma 3a Bawiata cTpaHa MM PErHOH OTHOCHO MPaHUYHH CTOHHOCTH
33 YYBCTBHTENHOCT, PE3UCTEHTHOCT H MEXIHHHA YYBCTBHTENHOCT,

Kaunuuta edukacHocT H GesonacHocT

Knunuuen onum npu nayuenmu ¢ HeMUKOGAKMEPUATHY UHDeKUuU
B kiuHHYHM W3NHTBaHHA € OWMNO OEMOHCTPUPaHO, Y€ KIapWTPOMHUMH B no3a 7,5 mg/kg aBa mbTH
AHEBHO ¢ Oe30naceH M ePEeKTUBEH NPH NCUCHHETO HAa NEAHATPUYHH [ALMEHTH C MHGDEKUHH, H3H
OpalHO AaHTUOMOTHUHO nNeueHKe. KnapuTpoMHUKH e 6un oueHed npu noseue ot 1 200 neua
OT wWecT Meceua a0 12 roaHHH Che CpefeH OTHT, HDaAPHHIHT, KOXKHH HHPEKLHUK H MHDEKUM
AMXaTe/IHH MbTHILA.




Ilpy Te3n U3NMTBAHWA KNAPHTPOMHUMH B A03a ot 7,5 mg/kg ABa MBTM AHEBHO € MOKA3wl cpaBHUMA
KIMHHYHA H OaKkTepHOsiorHuHa eduKacHoCT ¢ pediepeHTHH NEKAPCTBEHM NPOAYKTH, KOWTO BIJTIOUBAT
NEHHUUWIMH V, aMOKCHLMIIHMH, aMOKCHUWIHH/KIABYNAHOBA KHUCENHHA, E€PUTPOMUUMH ETHICYKLIMHAT,
uehaxnop 1 uepaapoKCHI.

Knunuuen onum npu nayuenmu ¢ Mmuxobaxmepuannu unexyuu

EnHo ManuTBane ¢ NEAHATPUYHM nauuentH (HAKOM oT kouro HIV-no3uTuBHM) ¢ MuxobGakTepuanHu
MHPEKLMY JIEMOHCTPUpA, Y€ KNapHTPOMHUHMH e Oun GezonacHo M e(eKTHBHO JledeHue, naaeH
CAMOCTOATEAHO M B KOMOMHALIMA CbC 3HAOBYIAMH HIIH AHACOKCHMHO3WH. KnapHTpoMUUHH neaMaTpHuHa
cycnensna e bua npunoxena karo 7,5; 15 unu 30 mg/kg/nen B ABe OTACAHH 103K,

Hakon cratucTiuecku 3HaunMu edekTH BbpXy ¢GapMakOKUHETHUHHTE NapameTpH ca HabniogaBaHu,
KOraTo KIapUTPOMHUMH € OWN NPUIOKEH ¢ aHTHPETPOBMPYCHW JIEKApCTBA; BCE NAK TE3H MPOMEHM ca
OMNM ManK¥ ¥ BEPOATHO HAMAT KIMHMYHA 3HauuMocT. KnapurpomuumH B noszm mo 30 mg/kg/nen ce
noxaca nofpe.

KnaputpomuuunH e 6un edekTHBEH 3a NEHEHHETO HAa AMCEMMHHPAaHH HH(EKUHH ¢ M. avium KoMIekc
npu neaumatpuuHd naunentH cbe CIIHH, kaTo HAKOW mauWeHTH ca JAEMOHCTPHPANH NMPOALKHTENHA
eMKACHOCT C/Ie MOBEYE OT €HA TOANHA Cle TEPANHATA.

5.2 DapMaKOKHHETHUHH CBOIHCTRA

Abcopbums
Havanuute (papMakoOKHHETHHMHH JaHHM ca MonyuyeHd ¢ TalbMeTHH QOpMHM Ha KNApUTPOMHUKH. Tean

OaHHW MOKa3BaT, 4Ye nekapersoro 6bp3o ce abcopbHpa OoT cTOMalIHO-YpeBHUA TpakT W abconMoTHaTa
H6uonanuuHocT Ha 250 mg Tabnerka knapuTpoMHuUMH e npubnuzurenno 50%. KakTo Hauanorto Ha
abcopbunaTa, Taka ¥ HOPMHpaHETO Ha AaHTHMHUKPOOHO-akTHBHHA MeTabonut 14-OH-knapuTpoMUIIMH ce
3a6apaT NeKo OT XpaHa, HO GMOHANIMYHOCTTA HE CE NOBNHABA OT NPUIOXKEHHETO Ha 1eKapCTBOTO ¢ XpaHa.

Paznpeaenenue, 6uoTpaHcopMauya ¥ enMMUHHpaHE

In vitro

In vitro npoyuBaHWs NOKa3BaT, 4€ CBBLP3BAHETO HA KIAPUTPOMHLMH ¢ NPOTEMHH B YOBELLKA nnasMma e
cpenHo okono 70% npH KIMHMYHO 3HAYUMH KOHUeHTpauuu ot 0,45 no 4,5 ng/ml.

3opasu unousudu

BruoHanuuHoCcTTa U HApMAKOKWHETHKATA HA KJIAPUTPOMULMH MEAHATPHYHA CYCTIEH3WA Ca H3C/eABaHM
MpH Bb3PACTHH H NPH NEIWATPHYHH NaLKeHTH. I1poy4BaHe ¢ eAMHMYHA 038 MPH BB3IPACTHH MALUMEHTH
YCTaHOBABA, ye obuata OHOHANHYHOCT HA NEAHATPHUHATA (OpPMa € eKBUBANEHTHA HITH MAIKO MO-TONAMA
OT Ta3W Ha TabneTkata (A03MpoBKaTa ¢ Beika oT TaX € 250 mg). Kakro npu Tabnetkara, MpUAOXKEHHETO
Ha nejvaTpuyHaTa ¢opMa ¢ XpaHa BOAM 10 neko 3abaBaHe Ha HayanoTo Ha abcopbumATa, HO He
noanuapga ofwWata OHOHANMHYHOCT Ha KNApUTPOMHUMH., CpaBHUTENHHUTE Cra, AUC B T2 Ha
KJIApHTPOMHLUMH 3a NeauMaTpH4HaTa dhopMa (¢ xpana) ca 0,95 ng/ml, 6,5 ptg vac/ml n 3,7 uaca, cb0TBETHO,
a 3a 250 mg tabnerka (Ha rnagHo} ca 1,10 pg/ml, 6,3 pg yac/ml u 3,3 yaca, cCLOTBETHO.

B npoyuBaHe C MHOrOKPATHM [03M, MpPH KOETO Bb3PacTHU npvemat 250 mg KNAPHTPOMHLIHH
negUaTpUYHa CyCNeH3us Ha Bcekd 12 yaca, KpbBHHTE HHBA B PABHOBECHO ChCTOAHHWE MOYTH Ce JOCTUraT
Mo BpeMeTO Ha nerata Jo3a. QapMakOKHHETHYHHTE NAapaMeTpd cliel MeTaTa 4033 KIapUTPOMHLIMH
neauatpuyHa cycnensus ca Crax 1,98 pg/ml, AUC 11,5 pg vac/mil, Tmex 2,8 yaca u Tin 3,2 uaca 3a
knaputpoMHuprH U 0,67, 5,33, 2,9 1 4,9, croteeTHO 33 14-OH-xnapuTpoMHLMA,

[Tpy 3apaBu xOpa HA FNAAHO, NUKOBMTE CEPYMHM KOHLIGHTPALMH C€ AOCTHIraT 0 ABA 4aca Cllesl OpPaiHO
nosupane. C b.i.d. gosupade, xato ce u3non3ea Tabnetka or 250 mg Ha Bceku 12 wvaca, nu

ca npubnuzntento 1 pg/ml. CroTBETCTBALIMTE MHUKOBH CEPYMHM KOHLEHTPAUHHK ca 2 a0 3
500 mg, npunaraHa Ha BcekH 12 vaca,




EnviMHHAUMOHHHAT NONYXHBOT Ha KIAPHTPOMHUIMH € OKOJIO TPH 10 4eTupH 4aca ¢ 250 mg TabneTka,
npuiaraHa Ha BCekH 12 waca, HO ¢e NOBHILABA A0 neT A0 ceaeM uaca npd 500 mg, npunaralu Ha BCekn
12 yaca. OcHoBHHAT MeTabonauT 14-OH-KNApHTPOMHLIMH AOCTHrA MHKOBA KOHLEHTPALMA B PABHOBECHO
checToAHME Okono 0,6 pg/mi U HMa CIMMHUHALIMOHEH NMONMYKHBOT NET 0 WeECT yaca caea 250 mg ao03a Ha
BcekH 12 waca. Tlpu no3a 500 mg Ha BCekH 12 yaca NHKOBMTE KOHUEHTPALWH B PABHOBECHO ChCTOAHHE
Ha 14-OH-knapuTpOMHLUMH ca MaJKO NO-BHCOKH (10 1 ug/ml), a eNMMUHALMOHHMAT NOJTYXHBOT € OKOJIO
cenem yaca. M ¢ aBeTe n03M KOHLIEHTPALUMUATA B PABHOBECHO CHCTOSHHE HA TO3H MeTaboauT OOGHUKHOBEHO
Ce AOCTHra 3a 1Ba 10 TPH AHH.

[pubanzurenno 20% ot 250 mg opanHa no3a, aaBaHa Ha Beeku 12 yaca, ce EKCKPETHpA B YPHHATA KaTo
HenpomeHeH knapuTpoMuumH. Cnea nmoza or 500 mg Ha Bcekd 12 yaca ypHHHATA eKCKpeLMs Ha
HENPOMEHEHOTO M3XOAHO NIeKapcTBO ¢ NpHbnusnTenno 30%. brOpeuHnaT KIMpBHC HA KNapHTPOMHLIMH
BCE MaK € OTHOCHMTETHO HE3aBUCHM OT pa3Mepa Ha A03aTa M NPUOJM3MTENIHO € paBeH Ha HOpManHarta
CKOPOCT Ha rnomepyiHa ¢untpaums. [naBHuaT mertabonut, oTkpuBaH B ypuHarta, e 14-OH-
KJIAPHTPOMHLIMH, Ha KOrOTO ¢ ABIKaT JonbiHHTendH 10% no 15% ot 250 mg nnwn 500 mg npunoxena
no3a Ha Bceku 12 vaca.

Hayuenmu

KnapurpomuuuHd ¥ Herosuar 14-OH MeTtabonut ce pasnpenenar 66p30 B TENECHHTE THKAHU H TEUHOCTH.
KoHuenTtpauuuTe B ThKaHUTE 0OHKHOBEHO €4 HAKOKO IMLTH MO-BUCOKH OT CEPYMHHTE KOHLEHTPALMH.
[Mpumepu 3a THKAHHHU H CEPYMHH KOHLEHTPALMHM A NPeACTaBeHH No-A00Y:

KOHUEHTPALIMS
{caea 250 mg va Beewu 12 vaca)
. Tekan Cepym
Bua ThbKaH (ng’g) (ug/ml)
Cnusuua 1.6 .8
ban apod 8.8 1.7

[py nennaTpuyHy NAUMEHTH, HYMAAEWIX CE€ OT OpanHO AHTHMOHOTHYHO JieYeHHE, KIAPHTPOMHLUMH
JeMOHCTpHpa Aobpa OGHOHANHYHOCT ¢ GapMaKOKMHETHYEH NpodHMN B CHOTBETCTBHE ¢ NPEAWIUHHTE
pe3ynTaTi NpH Bb3PACTHH, KATO Ce W3MOJI3Ba CbluaTa cycneninonHa dopmyna. Pesynrature nokassat
Obp3a ¥ eKCTeH3UBHA NekapcTreHa abcopllus NpH feua v ¢ H3KITKYeHHe Ha Neko 3abaBsHe Ha HAYANOTO
Ha aGcopOumATa, xpaHaTa M3rnexaa HAMA 3HaYMM edekT BbpXy nekapcTBeHaTa OHOHATIMUHOCT MU
tdbapMakoknHeTHUHKWTE nNpoduaH. (PapMakOKHHETHMHYHHTE nNapaMeTpH B DPaBHOBECHO ChCTOSHHE,
LOCTHIHATH cnel AeBeTATA 4034 Ha NeTHs nedebeH [eH, ca KaKTo clleaBa 2a M3X0AHOTO JlekapeTso: Cuax
4,60 pg/ml, AUC 15,7 pg/uac/ml, u Twmax 2,8 Haca; xopecnoHaupauiure croiisoctd 3a 14-OH metabonuta
ca cvoreetHo 1,64 pg/ml, 6,69 pg/uac/ml u 2,7 yaca. EnMMUMHALMOHHWAT NONY)XHBOT € onpexesieH
npubnuanTeNHo Ha 2,2 yaca v 4,3 uaca, ChOTBETHO 3a H3XOJAHOTO NIEKAPCTEO M MeTaboIHTa.

B apyro mpoyuBaHe ¢ nonyuyeHa MHGOPMALMA 3a NPOHMKBAHETO HA KJIAPWTPOMMLIHH B TEYHOCTTA Ha
CPEAHOTO YXO fIPH NMALUMEHTH Che cpeleH OTHT. TpubnuantenHo 2,5 yaca ¢rned NonyuaBaHeToO Ha neTaTa
noza (mosupoekara e 7,5mg/kg nBa NBTH AHEBHO), CPEAHATA KOHLUEHTPAUMS Ha KIAPHUTPOMHLIMH €
2,53 pg/g TeMHOCT B CPEAHOTO YXO, a 3a 14-OH Metaboaura € 1,27 png/p. KoHueHTpauuuTe Ha H3X0AHOTO
nekapcteo M 14-OH Metaonura ofukHOBEHO ca ABA BTH NO-BHCOKH OT CLOTBETHHTE KOHLIEHTPaLMH B
cepyma,

Yeproopobro yspesicoane
KoHueHTpauunTe B paBHOBECHO CHCTOAHHE Ha KIApHTPOMHUUMH NPH XOpa ¢ yBpeaeHa depHoapobHa
thyYHKUMA He ce pa3nqyaBaT OT TE3M MpH 3ApaBH MHOMBWAM; BCE MaK KOHLEHTPaUMMTE Ha
KJIAPUTPOMHLHH €a MO-HHCKH 1P MaLHeHTH ¢ vepHoapobHo yBpexkaaHe. Hamanenoto ¢o
14-OH-k1apHTPOMHULIMH Ce KOMIEHCHpa NMOHE YacTHYHO OT NOBMLIEHHEe Ha 6bOpeuHu
KIApPUTPOMULIMH TIPH XOpa C yBpeJeHa YepHoApoGHa PyHKLMA B CPABHEHHE ChC 3/IPaBH U




Bvbpeuro vepescoane

DapMaKkOKMHETHKATAa Ha KNapUTPOMHMUMH CBILO € MPOMEHEeHA NPM NALMEHTH © Hapyllena GbOpeuHa
GyHKUMA, KOWTO NOAY4YaBaT MHOIOKpPAaTHH repopaiHn a03M oT 500 mg. [lnasmeHnute HuBa,
Oy *KHMBOTET, Cmax U Crmin 32 KNApHTPOMHUHH U Herous 14-OH metaGonut ca no-pricoku u AUC e no-
ronaMa rnpu xopa ¢ 6L6peuHo yBpexaaHe B CpaBHEHHE CbC 3ApaBH MHAHBUAK. CTenenTa, 10 KOATO Te3H
napaMeTpl ce pasnuuaBaT, KOpenupa Cbe CTENEHTa Ha OLOPeHHOTO yBpekAaHe; KONKOTO MO-TEKKO €
6BOPeUHOTO YBpekAaHe, TONKOBA MO-3Ha4YMMa € pa3nMKaTa (BXK. Touka 4.2).

Ilayuenmu 8 cmapyecka ev3pacm

B cpaBHMTENIHO M3NHTBAHE Ha 31PAaBH MITAAM XOpa M 3APaBH JTHLA B CTAPYECKA Bb3PACT, NOTyHABalLM
MHOFOKPaTHH riepopantu 1034 500 mg xnapuTpOMHUNH, LMPKYTHPALLMTE NNA3MEHH HURA A NO-BUCOKH,
a €JIMMHHALMATA € No-0aBHa B NO-BL3PAacTHATA rpyna B CPaBHEHWE C M0-m/1anata rpyna. Bee nak Hama
pasnuka Mexily ABETe Ipynd, Korato ObOpeqHHAT IUIMPBHC Ha KIAPHTPOMHUMH C€ KOPEeNHpa ¢
KPEATHHHHOBHA KIMPBLHC. 3aKIIOUYEHHETO OT Te3H PEe3y.]TaTH €, ue BCeKH edieKT Npu W3NO0/3BAHETO HA
KJIAPHTPOMHLHH € CBbp3aH ¢ 610peunata dyHKuMs, a He C BB3PacTTa Ha MaLHEHTAa.

Tayuenmu ¢ muxobaxmepuannu undexyuu

KoHueHTpauuuTe B paBHOBECHO CBbCTOAHHE Ha KaapuTpomuuuH H  14-OH-knapHTpoMHuMH,
HabGn0/1aBaHy cnel NPWIOKEHHETO Ha oOuyaiHk no3u npu naumentn ¢ HIV undexuma (tabnerku aa
Bb3PACTHHUTE; TpaHylM 3a Cycren3ds 3a Jeua), ca fopobHW Ha Te3d, HaGniopaBaHKW NpHU 3ApaBM
MHAHBHAM. Bce nak npu no-BucokuTe [03M, KOMTO MoraT Aa 6baaT HeOGXOAUMM 3a JleueHMe Ha
MUKOGakTepHaTHUTE HHDEKLIWM, KOHLEHTPALIMHTE HA KAAPHTPOMMUMH Morart aa GbJaT 3HaYHTeNHO MNo-
BHCOKH OT Te3H, Habntonasanu npu obuuaiinuTe 003H.

{Ipu neua ¢ HIV undekumns, npuemaum 15 no 30 mg/kg/neH knapuTpoMMLIMH, pa3ielieH B ABe AO3M,
ctoitHocTHTe HA Chax B PABHOBECHO CbCTOAHME 0OHkHOBeHO Bapupar oT 8 ao 20 pg/ml. Bce nak ca
HabnionasaHd W CTOHHOCTH Ha Crax A0 23 pg/ml npu HIV-HHeKTHpaHH NeaAHATPUUHH NALMEHTH,
npuemawd 30 mg/kg/aeH, paznenceHH B ABe OTAENHM [A03W KaTO KIRPHTPOMHLMH NeadaTpvuHa
cycnensus. EnMMHHAUMOHHHTE MOAYKHBOTH M3rNEXKIAT YABLAKEHHW NPH Te3W TMNO-BHCOKM J03H B
cpaBHeHHe ¢ Te3H, HabmoaasaHu npu obHvaiHUTE 103U NpH 3ApaBH HHAMBKUAHK. [To-BUCOKHTE MNasMenH
KOHLEHTPALMH M NO-ABIArUTE EIWMUHALMOHHH TOAYXKHBOTH, HabnionagaHy npu Te3u 103M, ca B
CbOTBETCTBHE C H3BECTHATA HEJTMHEHHOCT Ha HapMaKOKHHETHKATA Ha KJIAPUTPOMHLIHH.
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Ilpovusatus 3a 0ctpa H HOAOCTPA OpalHa TOKCHYHOCT

Octpure opannn LDsp cTORHOCTH Ha KNapHTPOMHLMH CYCMEH3KS, NPHIIOKEHA HA TPUAHEBHH MULIKH, ca
1 290 mg/kg 3a mbxkxn n ! 230 mg/kg 3a eHcku. LDsy cTOAHOCTHTE npu TPHUAHEBHM FUILXOBE Ca
1330 mg/kg 3a mwxku um 1270 mg/kg 3a xenckd. 3a cpaBHeHue, LDsp 3a opanHO NpHNOXeEH
KnapuTpoMuuri e okono 2 700 mg/kg 3a Bu3pacTHM MuwkK W okono 3 000 mg/kg 3a sv3pacTHM
nibxoBe. Te3d pe3ynTaTH ca B CHOTBETCTBME C APYrHM AHTHOMOTHLM OT NEHHUWAMHOBATa rpyna,
uedalocnOpHHOBATA Ipyna W MaKpONUAHATA rpyna ¢ Toea, 4¢ LDsy 06MKHOBEHO € no-HMCKa MpH Miiaau
KHUBOTHH, OTKOJIKOTO MPH BB3PACTHH.

[Tpu MMLIKK M MIBXOBE TERECHOTO TEMNIO € HAMAICHO MM HEroBOTO NOKAYBaHe € NOTHCHATO, a
CYKaTeNMHUAT peduiekc M CNOHTAHHWUTE ABWKEHMR €A MOTHCHATH MNpE3 ITbPBUTE HAKONKO IHM chej
JIEKAPCTBEHOTO NMPUIIOKEHHE. AYTONCHA HA XKHBOTHH, KOHTO Ca YMpENH, NOKA3Ba ThMHO-YE€PBEHHKABH
Oenn npoboBe TPH MUWIKK KW OKOMO 25% MpH MABLXOBE; 3a MILXOBETe, TpeTHpaHu ¢ 2 197 mg/kg nau
MoBeve KNAPUTPOMHLMH CYCMEH2HA, Chillo € 3a0enf3aHo, ue HMAT YepBEHMKaBO-4epHO BEWECTBO B
yepBaTa, BEpPOATHO NOpaiH KbpBeHe. CMBbPTTa Ha TE3H KUBOTHH CE CUMTA, Y€ C€ JbAXKH HAa U3TOUIEHHE,
KOETO € Pe3yNTaT OT [IOTUCHAT cykaTedeH pednexc niK KbpBeHe OT YepBaTa,

Ha nnexoee npenu otOueaHeTo (Ha BB3pACT MET JHH} € NPUNOKEHA KINAPHTPOMHLUMH
dopma 3a Ape ceaMHULUH 11pH Ao3u oT 0, 15, 55 u 200 mg/kg/nen. JKusoTuure oT rpynara
MMAT HAMIEHO TOKAYBAHE HA TeNIECHO TerJjlo, HaManeHHW CpeaHH CTOWHOCTH Ha




XEMAaTOKPHT M TOBHIUEHO CPEAHO OTHOCHTENHO OBLOpEvHO Terlo B CpaBHEHHE C >KMBOTHWTE OT
koHTponHata rpyna. Habaronapana e MuHMmanHa no nexka MynTvdokanHa BakyonHa AererepalMs Ha
€MHTERa HAa MHTpaxenaTalHWTE MUTbYHM MBTHLLA, KOATO € CBBP3aHA C JICUEHHETO, a ChILO U TOBHMLIEHA
4ecToTa Ha OBOPEUHH JIC3HH TIPH JKMBOTHHM OT Tasu sedyebua rpyna. Joiupoekara ,,6e3 TokcHueH edekt”
3a ToBa MpoyseaHe ¢ 55 mg/kg/nex.

[Iposeneno € npoyusaHe 3a nepopanHa TOKCHYHOCT, MPH KOETO HAa MNAAM IUTBXOBE € TPHIIOKEHA
KJIAPUTPOMHUMH  CYCTIEH3MS 3a IUECT CEAMMLM MNpH  JHEBHH J03MpoBkH ot 0, 15, 50 wu
150 mg 6aza’kg/neH. Hama cmbpTHuM cayuyau, a eauHcTeeHMaT HaOnwoaaBaH KiWHHYeH Oener, e
NOBHLIEHA CA/IMBALMA TPH HAKOH OT KMBOTHMTE C Hali-BHCOKATa J03WPOBKA OT €AMH 10 ABA uyaca cnej
NPHIOKEHHETO MO BpEME HAa MOCNEAHHTE TPH CEAMHMLM OT JieueHWeTo. [lnbxoBeTe OT Q030Ba rpyna
150 mg/kg uMaT Mo-HUCKO CPEAHO TENAECHO Tero No BpeMe Ha MbPBHUTE TPH CEAMHLM M e 3abeng3aHo, ue
MMAaT MOHW)KeHW CPeNHW CTOWHOCTH HAa cepyMeH anbyMHH MW MOBKLUEHO OTHOCHTENHO 4epHORpoGHO
TErno B CPaBHEHHE ¢ KOHTPOJIMTE.

He ca oTKpuTH MaKpo- WM MHKPOCKOIMCKHM XHCTOMATONOTYMYHH MPOMEHM, CBBP3aHH ¢ JNeYeHHeTO.
JosnposkaTta ot 150 mg/kg/neH BoAM 10O seka TOKCHUYHOCT B TPETHPAHHTE MIBXOBE H € CUETEHO, 4e
»1o3upoekata 0ez edekt” e 50 mg/kg/neH.

Mnagu kyuera oT opofa 6MIrbN HAa BB3PACT OT TPH CEAMHLHM €4 TPETHPAHH OPaTHO BCEKH AEH 32 YETHUPH
ceamuuu ¢ 0, 30, 100 unu 300 mg/kg KMapUTPOMHLMH, TIOCNEABAHO OT YETHPHCEIMHYEH NMEPHOA Ha
BB3CTaHOBABaHe. HAMa CMBPTHH ciyuad M He ca HabnnaBaHW NPOMEHH B OOLIOTO ChLCTOSHME Ha
XHBOTHMTE. AYTONCHATA HE MOKa3Ba aHOManMKW. [IpH XHCTONMOTMUHO M3CNEABAHE CbC CBETIMHHA
MHKpOCKOTMA ca Ha0niojaBaHKW MacTHH OT/AaraHus B LEHTponoDynapHUTe XenaTOUHMTH W KJIETbYHa
MHOMATPALMA HA MOPTANHHTE 30HH, M € OTDEeNA2aHO YBenuvaBaHe HA XENaTOUENyJapHHTE MACTHU
Kan4MUK Hpe3 eNeKTPOHHa MUKpocKonka B aoszosata rpyna 300 mg/kg. CuereHo e, ye TOKCHUHaTa 003a
npy MAaAM Kyueta OT nopoaa Ourba e no-eucoka ot 300 mg/kg, a ,mo3mpoekata Ge3 edekr” —
100 mg/kg.

DepTUAHOCT, PENPOAYKUHSA H TEPATOrEHHOCT

[MpoyuBanus 3a EPTHIHOCT M PEMPOAYKLIMA MOKA3BAT, Y€ AHEBHH N02UpOBKK oT 150 go 160 mg/kg/nen
MpH MBXKKHM W OKEHCKM IUIbXOBE HE TMpPEJM3BMKBAT HeXenaHH eQeKTH BbpXY [MOJOBUA LMKDBI,
drepTHNHOCTTA, pDKAAHETO H OPOA H MH3HEHOCTTa HA NOTOMCTBOTO. JlBe Npoy4BaHMa 3a TEPATOrEHHOCT
c nnbxoee Wistar (p.o} u Sprague-Dawiey (p.o. v i.v.), eOHO Mpoy4BaHe ¢ HOBO3eTaHACKHW Denu 3aiiLn U
€1HO NpoYuBaHe ¢ MaliMyHHM MaKaK He IEMOHCTPHPAT KAKBATO W [a € TEPATOreHHOCT Ha KIapHTPOMHLHH.
CaM0 B €IHO AONBIHUTEIHO MPOYUBAHE € MITBXORE Sprague-Dawley npn nogoOHU A03H H NPaKTHYECKH
noaoOHK YC/IOBHA c€ OTKPHBA MHOTO HHCKA, CTATHCTHYECKH He3HauWma vectota (npubnusurenHo 6%)
Ha CbLpJeYHO-CLAOBH aHOManHH. Te3n aHOMaNMH W3raexkJa ce AbAKAT Ha CMOHTAHHA E€KCMpecHA Ha
reHeTHYHH TIPOMEHH B KONOHHMATA. J[Be MpOYHBAHWA C MHLUKM CBLIO TOKA3BAT MPOMEHIHBA HECTOTA HA
uenyaro Hebue (3 no 30%) cnen nosn 70 nbTH Haa ropHaTa rpaHuua Ha oOuuvaliHaTa AHeBHA KIHHHYHA
no3a npu xopa (500 mg b.i.d.), HO He ¥ npK 35 MBbTH MakcHManHaTa AHEBHA KIMHHMYHA [103a NPH Xopa,
KoeTo npeanonara MaiiunHa U getanHa TOKCHUHOCT, HO He TEPAaTOreHHOCT.

3a KIapHTPOMMULIMH € YCTAHOBEHO, 4€ NPHUKHABA 3aryba Ha emOpHoHa npy MaHMyHH, KOraTo ce npusiara
NpUOIH3KTENHO AeCeT MbTH Hal ropHaTa rpaHuua Ha oOHYaliHaTa QHeBHa 403a npH xopa (500 mg aBa
MTBTH IHEBHO), 3anoupaiikk ot 20 rectauroHed aAeH. To3u edekT ce oTOaBa HA MAHYHHA TOKCHYHOCT Ha
JIEKApCTBOTO MPH MHOTO BHCOKH R03H. JIOMbAKHTENHO NpoyyBake ¢ OpeMeHHH MaliMyHH TPH 103MPOBKK
npubinanrento 2,5 go 5 nbTH MakcMManHaTa NnaHMpaHa JHeBHa josupoBka oT 500 mg asa nbTH
AHEBHO HE NMOKAa3Ba YHHKa/IHa OMacHOCT 3a NJIoja.

JloMHHaHTeH fleTaleH TecT NpH MUWKH, HA KOKUTO ce AaBaT 1 000 mg/kg/aeH (npubnusutenHo
MaKCHMa/lHaTa JHeBHa KJIHHM4YHA 1033 npu xopa oT S00 mg ABa 0bTH AHEBHO) € BUAMMO OT
MyTareHHa akTHBHOcT, a B Cerment | mipoyuBane Ha nILXOBe TpPeTHpaHd ¢ A0
(npubnuauTenHo 35 MTH MakCHMATHaTa AHEBHA KIHMHMYHA A03a NpH xopa oT 500 mg a




3a 80 aHM, HE € NOKa3aHO AOKA3aTENCTBO 3a (PYHKUMOHAIHO YBPEKIAAHE HA MBKKATA (DEPTHIHOCT,
ABIKALO CE HA TA3H IPOABL/DKHTENHA EKCNIO3MLMA HA TE3H MHOTO BUCOKH 203W KIapUTPOMHLMH,

MyTargHHocT

M3pbpuieny ca npoyuBaHHA 3a OLEHKA HAa MYTareHHHs NOTEHLMA1 HAa KIAPUTPOMHLMH, KaTo ca
M3M0/I3BaHH HEAKTHBHM M AKTHBWPAHH TUTBLUK YepHOAPOGHM MUKPO3OMHH TECTOBE CHCTEMM (TECT Ha
Ames). Pesynratute oT Te3u npoy4BaHHs HE MPEIOCTABAT NOKAIATENCTBO 32 MyTareHeH MOTeHLMaN NpH
NEKapCTBEHH KOHUEHTpaUMM OT 25 pg/meTpHBa MaHW4ka MMM Mo-HUCkH. [Ipu koHueHTpauua ot 50 pg
NIEKAPCTBOTO € TOKCHUHO 33 BCUUYKH W3C/IEABAHH LHAMOBE.

6. PAPMAIIEBTHYHH TAHHH
6.1 CHHeBbK HA NOMOIIHWTE BellecTBA

CheTaR Ha rpaHyIKHTe H 0OBMBKATA
KapGonon kapbomepu

IMoBuaou

Xumnpomenosa

PHLIMHOBO Mac1o

Jpyru nomousun BelecTpa
3axaposa

CunuumeB AHOKCHA
KcaHTaHoBa ryma

Kanues copbar

JlumMoHeHa kucenuHa
MantopekcTpun

Tutanos anokcHA

ApOMaT Ha NICA0B NMYyHLU

6.2 HechbemMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roasoct

Knauma 125 mg/5 ml rpaHynu 3a nepopanHa cycneH3uns - 42 meceua.
6.4 CnenHa IHH YCIOBHS HA CbXpaHEHNe

He ce u3nckpar cneunanHy ycjaoBUaA 3a ChXpaHeHHe.
Ja ce cbXpaHiBa B OPUTHHAJTHATA ONAKOBKA.

Beanwx mpuroTeeHa, nepopanHara cycnensua Knauua moxe na ce ynotpebsea B pamkuTe Ha 14 aHm,
cbXxpaHaBaHa noa 25°C.

6.5 BHA # chbabpkaHHE HA ONIAKOBKATA

["paHynu 3a nepopanHa cycneHzud ca nocraeeHH B Oytunka ot HDPE — 60 ml nan 100 ml.
Bcaka 6yTunka e noctaBeHa B KapTOHEHa KYTHA, NIPHAPYKEHA C MEPHTENHA IBKUUKA WK COIPH
JIUCTOBKA. '

He pcHuku BHAOBE ONakoBKH MoraT Aa OBAaT nycHaTH B npoaaxia.




6.6 Cneunaann npeanas’Hn MepKn NpH H3IXBLPJAHe # pabora

anFOTBRHe Ha NepopanHara CyCcneH3ing

KbM rpanynute B OyTunkara ce nobaea Boja 10 MepuTenHaTa MHHA, oTGens3aHa BbPXY €THKETAa Ha
ByTtunkata. Pasinatlia ce OyTHIIKATA ZOKATO Ce MONMYUH cycrieH3nsTa. Jla ce u3Garea MHOIO CHITHO H/WIH
MPOAB/DKHTENHO paskiallane. OGHKHOBEHO ciea MbPEOHA4YATHOTO A00aBAHE HA BOAA W pa3kiallake A0
MojlyyaBaHe Ha CYCIIeH3Ms, HUBOTO Ha BOAATA ClIaja Noja MepHTenHata nuHus. [lopaau Tosa Moxe na e
HeobX0AMMO N1 Cce IOMBAHH C BOAA TOMHO A0 ChILATA MEPHTENHA JIMHHA, 32 [1a CE NOCTWTHE JKENaHaTa
KOHLIEHTpaLMa Ha aHTHOHOTHKa B KpaliHaTa cycneH3ns, 5 ml oT Taka npUroTBeHaTa CycneHIus ChAbPKAT
125 mg xnapyutpoMuuui. [la ce paswiaiia nmpean Beska nocnienBawma ynotpeba ¢ Len ga ce ocurypH
pecycneHaupase.

HenanonssaHuaT nexapcTBeH NPOAYKT HIM OTNAIBYHHTE MaTEPHAH OT Hero TpabBa a ce W3XBBLPIAT B
ChOTBETCTBHE ¢ MECTHUTE H3NCKBAHHA.

7. ITPUTEXATEJI HA PA3PEIIEHHETO 3A YIIOTPEBEA

Buarpuc EOOJ]

otuc crpaga ,.Cepauka opucu™

6yn. CutHakoeo Ne 48, et. 7

1505 Codwmsa, bonrapns

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Perucrpaunonex Homep: 20010617

9. JATA HA ITBPBO PA3ZPEHIABAHEIIOJHOBSABAHE HA PA3PEHMIEHHUETO 3A
YNOTPEBA

Harta Ha mbpBO pazpewarade; 15 rouw 2001 r,

Jlata Ha nocneaHo noaHoeseane: 2 pespyapu 2011 r,

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

0372026




