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Knauua 250 mg/S ml rpanyn 3a nepopana cycriessus oo S
Klacid 250 mg/5 ml granules for oral suspension AT A e

2. KAYECTBEH U KOIKYECTREH ChCTAB

5 ml oT roToBaTa CYCMEH3WATA 32 NEPOPANHO NPHIOKEHHE CLABPKAT CHLOTBETHO 250 mg
KNapuTpoMHUMH (clarithromycin).

[TomoutHo BeiecTBO ¢ H3BECTHO AciicTBHE: 3axapo3a 455 mg/ml.
38 NBAHHUA CHCHK Ha NOMOLHKTE BEWECTBA, RIKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

I'paHynH 3a nepopansa Cycnensus.
I'panynure 3a MPHroTBAHE HA MEPOPATHATA CYCHEH3us ca GeH 0 NOYTH 6em4 Ha LBAT.

4, KJIMHHYHH JAHHH
4.1 Tepanesrnunn noxazanus

Knauua rpanynu 3a mepopanHa cycnemsus € NMOKA3aH 3a NEYeHWE HA WHOQEKUHMH, NPHYMHEHH OT
YYBCTBHTE/IHY MHKPOOPraHH3MH, KaTo:

. Hudekuny Ha ropHHTE AUXaTenHy TbTHINA (Hanp. GapHHTHT, CHHYHT);

. HMndexunn Ha nonuute auxatennu nmeTHA (Hanp. SPOHXMT, NHEBMOHM) (BX. ToukH 4.4 1 5.1
OTHOCHO TECTBAHE 32 HYYBCTBHTEIHOCT);

OcThp OTHT Ha CpesHOTO YXO,
Hudexunn na xoxkara M NOAKOKHMTE THKAHH (Hanp. (OMHKYIHT, UEMYAHT, epH3nnen) (BK.
TOYKH 4.4 1 5.1 OTHOCHO TECTBAHE 32 YYBCTBUTENHOCT);

. JMCeMHHMpAHH WM JIOKANHIApaHH MHKOGaKkTepHaiHM  HHOEKIMH, M[PHUMHEHM OT
Mycobacterium avium wim Mycobacterium intraceliulare; noxanusypanu HHQEKLHE, IPHIHHEHH
ot Mycobacterium chelonae, Mycobacterium fortuitum wnu Mycobacterium kansasii.

4.2 J03HPOBKA #H HAYHE HA NPHAGKEHHE

Hozuporka

- Heya noo 12 200umuna evspacm

Knunnany npoyusanus ca 6unu npoBesenu npu Aeua ot 6 MecedHa BB3PACT o 12 roaMIUHa BB3pAcT ¢

KIIapUTPOMMLINH Cycnensdd. Cnepopatenno, geua noa 12 rogwmusa pe3pact Tpabea ha u3nonseat
KIIApUTPOMHLUEH CycrnieH3Ha (FpaHy/H 3a NepopaiHa CYCTISH3HS).

[IpenoprupanaTa JHeBHa JO3a Ha KIAPUTPOMMUMH cycrieHsus 3a Aeua (125 mg/5
npu geua € 7,5 mg/kg ABa mbTH AHEBHO A0 MakcHManHa no3a ot 500 mg npa
muxobakrepuannn nubexunn., ObHualiHaTa NPOALJDKMTENHOCT HA JIEYSHHETO N
338BUCHMOCT OT TIPHYMHMTEN M OT TexcecTTa Ha 3aGonssanero. [Ipurorsenata
npueme c uiH 6e3 xpaHa, 4 Moxe aa ObJe B3eTa ¢ MIAKO.



Ha cneasaumara rabnuuaTa e NpeACTaBEHO MOMOIUHO PBKOBOACTBO 3a ONpEAe/iHe Ha [03aTa, B3

OCHOBA Ha TENIECHOTO TEINO HA NETETO H KOHLEHTPaUkATa Ha cycnensuata (125 mg/5 ml win 250 mg/5
ml).

PBKOBOJCTBO 3A O3RPAHE ITIPH IEAHATPHYHU NAITHEHTH,
Bb3 OCHOB2 HA TE/IECHOTO TErNo
Terno* 7,5 mg/kg no3a B ml 7aBana JBA MLTH AHEBHO
Kg 125 mg/3 ml 250 mg /5 ml

8-11 2,5ml 1,25 ml

12-19 5ml 2,5 mi

20-29 7,5 ml 3,75 ml

30-40 10 ml S5ml

* [pu feua ¢ Terno noa 8 kg, no3ara TpaGea Aa ce onpenens Ha 6a3a KHIOrPaM TEJECHO TETIIO
(okono 7,5 mg/kg, npa MbTH AHEBHO).

Hozuposxa npu nayuenmu ¢ muxobaxmepuarnu ungexytiu

Ilpy peua ¢ AMCEMMHMPaHH WIH JIOKANM3UpaHu MHKobakTepuanuu wudexumn (M. avium, M.
intracellulare, M. chelonae, M. fortuitum, M. kansasii), npenopbusasara nosa ¢ 7,5 o 15 mg/kg
KJIAPHTPOMHIIHH B2 [THTH ZHEBHO, €3 1a ce MpeBHINaBa MakcuManta 1o3a ot 500 mg apa MBETH AHERHO.

JleueHueTo ¢ KIApUTPOMIIMH TPAGBA Na NPOALAXKH AOKATO HMa KIMHMUHA TIoma. J[o6aBaHeTo Ha ApyT
aHTHMHMKOOaKTEpHAeH NeKapcTBEH NMPOYKT Moxe Aa 61ae ot nonza.

PLKOBOZACTBO 3A TO3UPAHE ITPH [IEJHATPHYHHA ITAIITAEHTH
C MUKOBAKTEPHAJIHYU HHOEKITAMH,
Bb3 OCHOEA HA TEJIECHOTO TErJo
Terno* Jo3a B ml gaBaHa Apa IETH JHEBHO
(KJIAPHTPOMMIIHH 250 mg/5 ml)
Kg 7,5 mg/kg nBa NbTH AHEBHO 15 mg/kg aBa UBTH JHEBHO
8-11 1,25 ml 2,5ml
12-19 25ml 5ml
20-29 3,75 ml 7,5 ml
30-40 5ml 10 ml

* IIpu aeua ¢ Terno noa 8 kg, nosara Tpabpa Aa ce onpeena Ha 6a3a KAIOrpaM TeNecHO TErNo
(7,5 mg/kg no 15 mg/kg, nBa METH AHERHO).

bvbpeuno yepeacoane

Ha4yuH Ha NpHAoKeHHe




3a yka3aHus OTHOCHO HAYHHA Ha IPHTOTBAHE HA MEPOPATHATA CYCMEH3HA BHXKTE TOUKa 6.6.

4.3 IIporuBonmoxazanus

. CBpLXYYBCTBUTEIHOCT KbM MaKpOMMAHH AHTHOHOTHHM MAM KbM HAKOE OT TOMOIIHHTE
BellecTsa, H3bpoeny B Touxa 6.1.
. EnxopemenHo npunoxenue Ha Knauua c HAKOe OT CleAHMTE JIEKAPCTBA € MPOTHBOMOKA3AHO:

ACTEMH30J1, LH3ANpPHA, AONMEPHIOH, MHMO3NA, TepheHaniH, Thil KATO TOBA MOXKE A& NOBENE N0
yabokapave Ha QT M chbpaeunu apuTMMM, BKIIOYMTENHO KAMEPHA TAXMKADIMA, KAMEPHO
MBXKICHE ¥ torsades de pointes (Bx. Touxku 4.4 n 4.5),

) EnnoBpeMenHo npunoxenue Ha Krnauuz ¢ €pro ankanoMaM (Hamp. €proTaMHH H
AWXHAPOEProTAMHH) € NPOTHBOMOKA3AHO, THH KaTO TOBA MOXE Ja J0Bee 0 TNOBHIIEHA €pro
TOKCHYHOCT (BX. Touka 4.5).

° Ennospemenno npunoxcenre Ha Knaupn u nepopaieH MuAasonam € MpOTHBOMOKA3AHO (BIK.
Touka 4.5).

. ChIBTCTBAINOTO NPUIONKEHHE HA KIAPHTPOMHMUMH H JIOMHMTAaNH € NpPOTHBOMOKA3aHO (BiK.
TouKa 4.5).

. Knanppn ne Tpabpa na ce mpunara npH manMeHTH ¢ aHamHesa 3a yawmked QT (BpoaeHo wim

JOKyMeHTHpaHO npuaobHTo yawmkapane Ha QT-HHTepBana) WiH KamepHa ChPICUHA aPHTMHI,
BKNIOYHTENHO forsades de pointes (BXK. ToukH 4.4 1 4.5).

. Knauua se tpabsa pa ce naBa Ha NAUMERTH C €NEKTPOIHTHY HAPYINEHHS (XMIIOKATHEMHA WIH
XHIOMarHe3sueMHs, Nopaax PHCK OT yaAbLKaBaHe Ha QT-uHTepBana.

. Knauun ne Tpabsa fa ce nanonssa npH NaUWEHTH ¢ TeXKa uepHOAPOOHA HEJOCTATHYHOCT B
KoMOuHarus ¢ GE0peuno yspexaaHe.

. Knauup He tpabsa na ce mpunara emmoepemenHo ¢ HMG-CoA peayxrasHu MHXMOHTOpH

(ctaTHHM), KouTO ce MeraGonusupar ocHoBHo oT CYP3A4 (noBacTaTHH WIH CHMBACTATHH),
NOpanM NMOBHINEH PHCK OT MHOMATH, BIUIIOYHTENHO pabaomuonnsa (Bx. Touka 4.4).

. Kakto u npu npyra mowu CYP3A4 unxuburopu Knauun se tpabea aa ce ynorpebsear
€[IHOBPEMEHHO C KOJMIXHUHH (BK. TOUKH 4.4 1 4.5).
. Ennospemenno npuioxenne Ha Knauua ¢ THKarpenop KIH paHONaIHH.

4.4 Cuennanay npeaynpeRIeHHs R npeIna3HA MEPKH M ynoTpeda

HekapsaT He Tpabea na npeamicea Kiauma na 6pemeHuH xenu Ge3 Aa € HanpaBeHa BHUMATENHA OLEHKa
Ha MON3HTECTIPAMO PHCKA, 0COGEHO Npe3 MBPRHTE TPH MeceLa Ha GpeMeHHOCTTA,

Hunrorpaiihata ynorpe6a, KakTo ¥ NMpH ApYr¥ auTHOMOTHLM, MOXE A3 JAOBeZE A0 KOMOHM3AUWA ¢
noBriueH Opodt He wysBcTBMTenuu Gaxrepun W rebu. Axo ce nmospar cynepuHexumnH, Tpabsa na ce
3aM0vHe NOAXOAAINA Teparus,

Knauun ce otaens rnapHO npe3 vepHus ApoG. CrenosaTesHO Ce M3HCKBA MOBHILEHO BHHMAHHE NpPU
Ha3Ha4YaBaHe Ha AaHTHOHOTHMKA Ha MALMEHTH C YBPeieHa UePHOAPOOHa DyHKIMA.

IloBuiieHO BHUMaHKE € HEOOXOAMMO M NPM TMPHICKEHHETO HAa Knauup npH nauMeHTH ¢ YMEpeHo Ao
Texko OBOpeuHo yBpexnate.

Tpy npunoxenne na Knawpin ca 6unn goknagsanm vepHoapoSHa qucdyHKLMA, BKAOUHTETHO HOBHIUCHH
HEPHOAPOOHH eHIUMH, M XENaTOLeNy/IapeH WHIH XONEeCTATHYEH XeNaTHT, ¢ WiH Ge3 xbnrennua. Tasu
uyepHoapobua nuchyHkIMA Momke na 6bae Texka M obukHOBeHO € obpaThHma. B mn(on c.nyqan e
AOKIA/BAHA 4ePHOAPOOHA HEAOCTATBYHOCT C darTaneH H3X0A U OOMKHOBEHO € CBhP3aHaA-&:

NpUAPYKaBall 3a00N8BAHHA W/HWIH CBITBTCTBALIA JICKAPCTBEHH cpeacTsa, Ila

AHOPEKCHA, XBITEHHLA, ThMHa YPUHA, ChPOEK, WK HANPErHaT KOpeM.

IlcernomemGparoseH KOMMT e cLOGINABAH MPH MOYTH BCHYKHM aHTHGAKTEpHATH



BKJIIOYHTEIHO MAKpPONMAHW H MOXS Ja BapHpa OT JIeKO A0 KHBOTO-3aCTPAalIaBallo CHCTOSHHE.
Clostridioides difficile-cespsana auapus (CDAD) e choOimaran npH NpaIOKEHHETO Ha TIOYTH BCHIKH
aHTHOaKTEpHAIHM JISKAPCTBEHH NPOXYKTH, BKIIOYHTENHO Knanun ¥ MoXKe a BapHpa OT JIeKa THAPHA 10
tparanen komut. JleueHueTo ¢ aHTHOAKTEpHUANTHH JICKAPCTBEHH IIPOMYKTH HapyliaBa HOpMalHATA ¢pnopa
Ha Je0eoTo 4epBo, KOETo MoXe Aa Aosede Ao cepbxpactex Ha C. difficile. CDAD TpaOBa Aa ce HMA
MpPeRHA TpE BCHUKM TNAUMEHTH ¢ JHADHA Clefl NPHWIOKEHWETo Ha aHTHOHoTHuM. Heobxommmo e
BHMMATETHOTO CHEMAHE HA MENMIIMHCKA aHaMHE3a, Thil kato crydan Ha CDAD ca cho0ImaBaHH OKOJIO
IBa Mecela crel MPHIOKEHHETO Ha AaHTHOAKTEPHAIHHTE JIEKAPCTBEHH NMPOYKTH.

Komxuimn

ITo BpeMe Ha MOCT-MAPKETHHIOBHA TEPHON ca CHOOIABAHM CTy4aH HA KOJMXHIIHHOBA TOKCHIHOCT NpPH
¢AHOBPEMEHHOTO NpPWIoKeHHe Ha Kimamun ¥ konmxmuuH, ocofeHo NpH MAlHeHTH B CTApUYecKa BB3pacT,
KaTO HAKOH OT nauMeHTHTe ca Oumu ¢ OBOpedHa HepocTaThYHOCT. JJoKnaaBaHy ca CMBPTHH CITyHaH MpH
HAKOH OT Te3H maumeHTH (BXK. Touka 4.5). EnHOBpeMeHHOTO NpmiokeHHe Ha Kammi H KOIXHIMH €
TIPOTHROIMOKA3aHO (BXK. Touka 4.3). :

[loBuMilleHO BHAMaHHE ce TpENopbuBA INpH EIHOBpeMEHHOTO npHiarane Ha Kiangn n
TPHA30I06EH30IMA3CIIHHM, KAaTO TPHA3ONAM M HHTPABEHO3EH WIH OPOMYKO3SH MHAasonaM (BXK. TOWka
4.5).

CupaeyHOChAOBH CHOMTHA
YasmkeHa ChpAeHHA peronapu3aims H yAbokasane Ha QT-uHTepBana, CBpp3aHA C PHCK 34 PA3BHTHE HA

ChpeYHA apUTMHA H forsades de pointes, ca HaOMIONABaHH NPH NaUMeHTH JIEKYBaHW C MaKpOTHIH,
BKIIOYHTENHO KIAPHTPOMHMLMH (BX. Touka 4.8). Cnenoparento, Thil KaTO CleAHHTE CHTyallHH MOrarT Jia
JOBEJAT IO TOBMIIEH PHCK OT KAMEPHH apHTMHH (BIUTIOUHTENHD torsades de pointes), Knawun tpabea na
Ce H3MOJI3Ba ¢ NMOBHLICHC BHAMAHHE NPH CIICTHUTS [TALHEHTH:
¢ TlamueHTH ¢ McXeMEMHa DoJiiecT Ha CHPLETO, TEXKKA CbpAeYHa HeAOCTATHYHOCT, MNPOBOAHH
HAPYLICHHA WIH KIHHHYHO 3Ha9uMa GpafdKapiu. _
e Kianug ne Tpa6Ba Oa ce JaBa Ha MALHEHTH C €IEKTPOJIMTHH HAPYIICHHA, KATO XHAOKATHEMHA
HJIH XHNOMATHE3HEMHA (BXK. TOUKa 4.3).
e [lanwenTH, NpHEMAalmH €JHOBPEMEHHO IPYTH JICKAPCTBEHH MPOAYKTH, KOHTO Ce CBBPSBAT ©
yaskasane Ha QT-uHTeprana (Bxk. Touka 4.5).
¢ CrIpTCTBALIOTO NpHIGKeHHe Ha Knamua v acTeMH30l, LH3AnpHA, NOMOCPHOOH, MHMO3HM H
TepdeHATMH € MPOTHBONOKa3aHO (BXK. Touka 4.3).
e Knanpa He TpAOBa Ja ce M3MON3BA NPH NALTHEHTH C BPOACHO HIH JOKYMEHTHPAHO yABDKABAHC
Ha QT-HHTEpBANa HMITH aHAMHE3a 32 KAMEPHa apuTMAA (B, Touka 4.3).

EnnaeMHONOrHYHE TPOYYBAHMA, H3CICIBAIA PACKA OT HEXKEJAHH CHPAEYHOCHAOBH NOCIICACTBHA NPH
NpHIaraHe Ha MaKPOJTHH, €A MOKA3ANH Pa3iHYIHM pe3ynTaTH. Hakos HEeHHTCPBEHIMOHAIHH NPOY4BAHUA
ca HACHTHQHIMPAIH PAXBLK KPATKOCPOUESH PUCK OT apHTMHA, HH(ApPKT Ha MHOKapAa ¥ ChpACIHO-CB/IOBA
CMBPTHOCT, CBBP3aHA ¢ MAKPOIH/IH, BKIIOYHTEIHO KIAPHTPOMMITHH. B3eMaHeTo mpeBr/ Ha TE3H AAHHH
Tps6Ba a ce 6anaHcupa ¢ ION3HUTE OT JIEYSHHETO NPH npeaniceane Ha Koatwa.

Iluesmonns

Tlopanu zacIuIBaIIaTa Ce PE3HCTEHTHOCT Ha Streptococcus pneumoniae KBM MaKpOIHIH © HeobXoAUMO
NpeJBApPHTENHO TECTBAaHE 33 Pe3HCTEHTHOCT ITPH M3MHCBaHe Ha Kianj 3a MHEBMOHHH NpHAOOHTH B
obmecreoto. Ilpu BBTpebomumunm nueeMoHuu Kiauma Tpabea Aa ce H3noN3Ba B KoMOHHAIMA C
IOTBTHATENHH NOXXOAIH AHTHOHOTHIH.

KoxHH H MEKO-THKAHHH HH(be ¢ JIexa 10 YMepeHa TEXeCT
Tesn uHGexuMH Hali-4ecTo ce NPHMHHABAT OT Staphylococcus aureus H Streptococ
ABATA NPHUHHMTE A MOTaT Ia GBIAT PEINCTEHTHH Ha MAKPOJIHIM. 3aToBa & HeOOX ALY
TecToBe 3a YYRCTBHTENHOCT. B cny4am, Korato Gera-TakTaMHH aHTHOMOTHIH B
H3MOM3BAHH (HANp. anepruA), APYTH aHTHOMOTHIM KaTO KIMHABMHIIHH MOXE J§
npes u36op. B MOMEHTa caMO 33 MaKpONMIHTE Ce CUWTa, Ye HMaT poid IpH
THKaHHH WHekunH npaauneHH oT Corynebacterium minutissimum, aKHE BYJIrapy



»

CITyvaH, KpJETO HE MOXKE Ja CC H3INOJ3BA MEHHLIWIHHOBO JIEYeHUE.

Tepamuata ¢ Knaumn tpa6ea na ce npeycraHoBd He3abaBHO H MOAXOAAIO NedyeHHe TpaGea fa ce
3anoYHe CHCIIHO MpH CEePHO3HH OCTPR PeakHHH HA CBPBXUYBCTBHTENHOCT, KaTO aHa(HIaKCHs, TEXKH
KOXHH HexenaHH peakuuu (SCAR) (Hanp. ocrpa reHepanid3npana ex3aHTeMaTosHa nycrynosa (AGEP)),
CHHIPOM Ha Stevens-Johnson, TOKCHYHA enuAepManHa HEKPOJM3a M KOXeH OOPHB ¢ €03HHODHIHA H
cHcTeMHH cHMniTomH (DRESS)).

Knaunz Tpa6za aa ce H3non3ea ¢ MOBMILEHO BHHMAHHE TIPH MPHIOKEHUE ¢ NEKAPCTBA, KONTO HHAYUHPAT
uutoxpoM CYP3A4 enauma (Bx. Touxa 4.5).

Heo6x0a1MO € chl110 NOBKIICHO BHUMAHKE NOPaIH Bh3MOKHOCTTA 34 KPLCTOCAHA PEIHCTEHTHOCT MEXITY
Knauua n Apyru Makpoanas, KakTo M ¢ TMHKOMHUMH H KTHHIAMHLAH.

HMG-CoA penykrazuu uexuGHTopu (cTaTiam):

EgnoBpemenno npuemane Ha Knaumna ¢ 10BacTaTdsn M CHMBAcTATHH € TIPOTHBOIMOKa3aHO (BXK. Touka 4.3).
HeobxoauMo e moexineHo BHEMaMMe, Korato ce m3nucea Knauua c ApyrH craTHHH. Joknansavu ca
C/iy4an Ha paGIOMHONK3A MIPH NALMEHTH, NPHEMANH KTAPHTPOMHLMH H CTATHHA, [laumentute Tpabsa na
ce Habnoaaear 3a NPU3HALIM H CHMITTOMH Ha MHONATHA. B cllyuan KOraTo eAHOBpPEMEHHaTa ynoTpeba Ha
Knaumun cbe cratunn He Moske fa ce u3berHe, npenopwu4pa ce a ce M3MNHIIe HAH-HUCKATE PErHCTPHPAHA
Ao3a Ha cratid. Moxe na ce oOMUCIH M3MI0N3BAHETO HA CTATHH, KOHTO HE 3aBMCK OT MeTabonuama Ha
CYP3A (uanp. dnypacraruu) (Bk. Touka 4.5).

[lepopanty XUNOrIBKEMEYHH Jekapcrra/HHCYNHH

EnHoBpeMeHHOTO mpHemaHe HA NEpOpanTHu XHIOMMMKEMMUHM NexapcTsa (Kato cyndaHwiypes) H/diu
HHCynMH ¢ Knauma Moxke aa oBese A0 3HAYMMA XHIIOTTMKEMMS. IpeniopeuBa ce¢ BHHMATENHO
npociiesBaHe HAa HHBATA Ha IIKOKO34Ta.,

Ilepopanny aHTHKOAryJaHTH
ChluecTsyBa PHCK OT CEPHOIHA XEMOparia M 3HauMTenHH nopruiasaHua Ha INR W nmpoTpoMGHHOBOTO

Bpeme, korato sapgapMH H KIapHTPOMHUMH ¢¢ npuharatr eaHoBpemeHHo. INR # npoTpoMGHHOBOTO
Bpeme TpabBa Za ce mNpocneAdBaT YECTO B MEPHOAA HA COHOBPEMEHEH NPHEM Ha [EPOPAIHH
auTHKoarynaHTH U Knauuz,

Tpabsa na ce obphina 0coGeHO BHMMaHWE, KOTATO KAAPHTPOMMLMH ce MpHJara €AHOBPEMEHHO ¢
AMPEKTHO AEHCTBAINM NEPOPANHH AHTHUKOArYJAHTH, KaTo AaburatpaH, pupapokcaban W anuxcabaH,
0c00EeHO NPH MALMEHTH ¢ BHCOK PHCK OT KBpBeHe (Bx. Touxa 4.5).

[MomMoinuy peliecTsa

Knauna rpadynu 3a nepopanna cycnesus chabpKaT 3axapo3a. ITaUMEHTH ¢ peAKM HACIEACTBEHH
npoGieMH KaToO HEMOHOCHMOCT KBM  (DPYKTO38, [NIOKO30-TaNakTo3Ha Manabcopbuma WM
33aXap03aH30MaNTasHa HEAOCTATHYHOCT He TpAOBA A3 NPHEMAT TOBA JISKAPCTRO,

Korato ce npeanucea Ha nauueHTH ¢ auaber, ChIBPIKAHMETO HA 3aXapo3a TpAGBAa jJa Ce B3MMa Mod
BHAMaHHE.

4.5 BaaumopeiicTaune © Apyra rekapeTseHHd MPOAYKTH H APYrH Gopmi Aa B3anMonelicTBHe

Ipunoycenyemo na _nocouenume no-0gny nexagcmaeuu RpoQyKmMu e _cmpozo ngomuaonomauo
o g

AcTeMn30/1, UH3anprA, JOMNEPHIOH, MMMO3HI, H TepdeHanuH .
floknaneany ca NOBMIICHH HHBA HA UM3ANPW/ NPH MAMEHTH, NeKyBaHH SOHOBRHEY
Knauua. Tosa moxe na nosene 4o yankasaHe Ha QT-HHTepBana W ChpAEHHH
TAXMKAPAHA, KaMepHa ¢ubpunauma u torsades de pointes. Tlopobun ede
TMALMEHTH, NPHEMALIH ¢AHOBpeMeHHO Knauuz i nuMo3na (BHKTe TouKa 4.3).
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Jloknansaso e, ye MAKpONHAHMTE MOBIUABAT MeTaGoNM3Ma Ha TepdeHaNiH, KOETO BOAH J0 NOBHINABAHE
Ha [NIA3MEHHTE MY HHBA M C€ CBBP3BA CLC CHPAEYHHM apHTMHH KaTo yampxaraHe Ha QT—wHTreppana,
KaMepHa TaxuKapius, kaMmepHa QuGpHnaLis 1 kKaMepHO MBbXKneHe U torsades de pointes (Bx. Touka 4.3).
B eano mpoyusamn npu 14 3ppaen Ao6poBONUM, CIHOBPEMEHHOTO NpuIoKeHHe Ha Knauma w
TepdeHalHH € N0BeNO OT ABYKDATHO A0 TPHKDATHO TOBMUIABAHE HA CEPYMHHTe HMBA Ha KHCEIMA
MeTabonuT Ha TepQeHaANH U 10 YabbkasaHe Ha QT-HHTepRaia, KOWTO Hé € AOBEN 0 KAKBHTO M Ja e
KIMHWYHO rnposeenn edextd. [lonoGun edextd ca nabniogapanu W MpH €AHOBPEMEHHO IEUEGHHE C
4CTEMH30J1 H APYTH MaKpOITHIH

Epro anxanonnu

TocT-MapkeTuHroBHTE CHOOIIEHHS NOKA3BAT, Ye EAHOBPEMEHHOTO MpINoxkerue Ha Knanua u eprotamun
WT¥ QHXWIPOEPrOTAMHH € CBBP3aHO ¢ OCTpa €proTaM¥HoBa TOKCHMHOCT, XAPAKTEpH3Mpalla ce
Ba30Cna’zLM H HCXeMHA Ha xpai’mnume H IIPYTH TbKaHH, BKIIOYHTENHO LCHTpaIHATa HepBHA CHCTEMA.
EnnospemenHoTo nphutoxerye Ha Knauuna 1 epro ankanouau e npoTsonokasaHo (Bx. Touka 4.3).

Ilepopaneu Muazonam

KoraTto mupasonam e Gun npHeMan enHospeMeHHo ¢ Tabnerku Knauua (500 mg nsa meTH AHEBHO),
4actra nog kpusara (AUC) Ha mMupasonam e Guna ysennyeHa 7 MBTH ClEA NEPOPATHO MPHIOKEHHE Ha
MHaalonaMm. EQHOBpeMEHHOTO NPHIOKEHME Ha [epopaneH MuaasonaM i Knawump e NpOTHBONOKa3aHO
(. TouKa 4.3).

HMG-CoA penykrasny uHxubuTopy (cTaTHHM)

Enxospemenso npiemase Ha Knauwp ¢ nopactaTHH ¥ CHMBACTATHH € NPOTHBOTIOKA3AHO (B, TouKa 4.3),
TbH KaTo Te3n cTaTHHy ce MetaGonusupar ocHosHO ot CYP3A4 1 efHOBpeMeHHOTO Nevenue ¢ Knaima
MIOBHINABA TEXHHTE IUIA3MEHH KOHLEHTPALH#, KOETO NMOBHULUABA PHCKE OT MHOTIATHA, BKMIOYHTETHO
pabnomuonusa. Jloknaneanu ca cnyuad 3a paGIOMHONMIA TIPH TIALIMEHTH, MPHEMANH €IHOBPEMEHHO
Knauua » Tesn ctarunm. Ako nedenrero ¢ Knauma He MoXe Ja ce u3berte, TepanuaTa ¢ JOBACTATHH HIIH
CHMBACTATHH TpAGBa aa 6bAe NpexbeHaTa.

HeoOxoauMo e nosuiieHo BHAMaH#e NpH NpeanHcpaHeTO Ha Knaima ¢ee craruad. B Cny4aH KOrarTo
eaHOBpeMeHHaTa ynotpeba Ha Knauun cbc craTWHH He MOXe Aa ¢e W3GerHe, mpenopmusa ce Aa ce
M3MULIEe HaH-HHCKATA PerdcTpHpaHa Jo3a Ha CTaTHH. Moxe ga ce 0OMMCIM M3MON3BAHETO HA CTATHH,
KOHTO He 3aBucH oT MeraGonmama na CYP3A (manp. ¢aysactatus). Ilaumentdre TpaGea fa ce
HaGIKOAABAT 33 MPH3HALY M CHMNTOMH HA MUOTIATHAL.

Edpexm na opyzu rexapcmeenu npodyxmu evpxy Knayuo

Jlekapcrsa, kowTo ca MEAykropu Ha CYP3A4 (manp. pudamnHuus, GeHUTOHH, KapGamasenu,
theHoGap6uTan, XRIT KAHTAPHOH) MOXe Ja HHAYLHpaT MeTaGonuama Ha Knauma. Tosa Moxe Aa foBene
no cybrepanmerTHuHHM Husa Ha Kiaumna, sopemo 1o Hamanena epmukacHocT. OCBEH ToBa MoXke Ha €
HeOoBXOAMMO Aa C& MOHHTOPHPAT TinasMeHuTe HHBA Ha CYP3A4 MHAYKTOPE, KOHTO MOJKE A4 C€ YBEIHYAT
nopazu nuxubuumara Ha CYP3A4 ot Knauup (BHxre chIo npoAyKrosata MHGOPMALKS 33 NPHEMAHHTE
CYP3A4 uuxuburopn). ExsoBpemennoro npunoxenne Ha pudabyrun u Knauua Moxe fa aosege 0
NOBHIIABAHE CepyMHHTe HMBA Ha pudabyTHH M NOHWKapaHe Ha cepyMHHTe HuBa Ha Knaumn,
€JHOBPEMEHHO C MOBMILIEH PHCK OT YBEHT.,

32 NOCOYEHHTE MO-AOY JIEKAPCTBA € M3BECTHO MAM Ce Mpeanonara, Y€ MOBIHABAT LMPKYTHPAIIHTE
KOHUeHTpauuu Ha Knauua; Moxe aa e HeoGxoauma npomsiHa B fo3ata Ha Kinauun wiu o6MHCnfHeTO Ha
ANTePHATHBHO JIEUEHHE: TN

Edapxpenu, Hesunapu, pudamnu npad H H pROANCHTHH

Nna3MEHHTe My HHBA, KaTo nosumaBaT Te3d Ha 14{R)-XHAPOKCH-KIE
KIAPHTPOMHUMH), KOHTO € CHIIO MHKPOGHONOrHYHO akTHBeH meTabonut. Thii ka
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akTHBHOCT HA Knaupa u 14-OH-KnapuTpoMHUMH e pasnuuHa 3a pasiHuHHTe GaKTEpHM, HKENaHUAT
TepaneBTHYeH edekT Moxe Na Gbie HapylieH MpH eIHOBPEMEHHO Mpuiaraxe Ha Kialun M eHIMMHH
HHIYKTOPH.

EtpaBupun

Excriosuumsra Ha Knauun e Gwia NORWKEHA OT €TPaBUPHH; HO KOHUEHTPALMHTE Ha AKTHBHHA
merabomut 14-OH~knapuTpoMHLInH ca 61w noprureny. [opanu Tosa, e 14-OH-knapHTPOMHIMH HMa
HaMasieHa aKTHBHOCT kbM Mycobacterium avium complex (MAC), ofmara aKTHBHOCT KbM TOIH HATOreH

MOXe Aa ObAe HapyuleHa; 3aToBa TpaGBa Ja ce MMaT TPEABHA ANTEPHATHBH Ha Knauun 3a neueHue Ha
MAC.

Duykonazon

EnHoBpeMEeHHOTO NpHOKeHHe Ha dykorason 200 mg nHerHo M Knauun 500 mg sisa MbTH AHEBHO [IPH
21 3ppasu 7OGPOBONUM € AOBENO A0 NOBHIIZBAHE HA CPEJIHHTE MHEHMAIHK PaBHOBECHH KOHLCHTpALMH
(Ciin) Ha Knaung v mnoma nox kprsata {AUC), cwotsetHo ¢ 33% 1 18%. PaBHOBECHHTE KOHLEHTpPALMH
Ha aKTUBHHR MeTabonuT 14-OH-kIapUTPOMMUMH He ca MPOMEHEHH 3HAYMTENIHO MPH eHOBPEMEHHOTO
npunoxeuue ¢ gpnykosason. He ce nanara anantupane Ha no3ata Ha Knaimn,

PutonasHp

DapMakOKMHETHYHO NPOYUBAHE € AEMOHCTPUPANIO, Y€ €IHOBPEMEHHO NPHEMaHe Ha puToHaBup 200 mg
Ha BCcekH 8 waca u Knauma 500 mg Ha Bcekd 12 yaca e AOBENO 10 3HA4YMTEAHO MOTHCKAHE Ha
merabonmuiMa Ha Knauua, Makcumanuata koHLeHTpauus (Crax Ha Knaitnp ce nopuwmsa ¢ 31%, Cuin ce
noevwmaea ¢ 182% u AUC - ¢be 77% npn exHoBpeMeHHO npueMaHe Ha puToHasHp. Habmopasato e
MBIHO MOTHCKAHE HAa ofpasyBaneto Ha 14-OH-knapurpomuums. ITopagu wmMpokus TepameeTHuUeH
nposopet Ha Knaump, npu naumentu ¢ HopmaiHa Gb0peyna QyHKUMA He Ce Haara HaMajisiBAHE Ha
Ao3ata. Beripexu Toea, npu nauuentd ¢ 6u6peuso yBpexaane, Tpabea Aa ce oGMHCH CAEAHOTO: NpH
NALHEHTH ¢ KPEATHHHHOB KIHPBHC oT 30 a0 60 ml/min aozata Ha Knauua tpabGea na ce namanu ¢ 50%.
TlpH MaLKEHTH ¢ KPEATHHHHOB KIMPBH < 30 mi/min no3ata Ha Knauna tpaGpa aa ce Hamamm cue 75%.
Hoar Ha Knauua no-sHcoku ot 1 g AHeBHO He TpabBa Ja ce npunarar 3aeflHO ¢ PUTOHABHP.

TonoGuo ananTupane na goszata Tpabea Aa ce MMa NpPEeABHA NpH MalHeHTH ¢ HamaneHa 6nGpeuna
GyHKUMA, KOraTo PUTOHABHP ce M3MON3BA KaTo (hapMaKOKWHeTHueH noaobputen ¢ apyrn HIV
NpoTeasHH HHXUOMTOpH, BIJIOUMTENHO AaTA3aHABHP M CAKBWHaBHp (Bwxre JBynocounu
($apMakOKHHETHYHH B3aUMOAEHCTBHA™).

Edpermu na Knauuo & apyzu teKapcmea

AHTHAPUTMHITA
CrliecTBYBaT NOCTMAPKETHHIOBH CBOGLUCHMS 3a forsades de pointes, HACTBOBALM NpPH EAHOBPEMEHHO

npunoxene Ha Knaumna u xuHuauH unu gusondpamua, Tlpu eqHoBpeMeHHO mpunarade Ha Knaimp c
Te3H NEKapCTBa, eNeKkTpoKapAHorpaMure Tpabea na ce HaOmronasat 3a yabpkasaHe Ha QT-uurepnana.
[o Bpeme Ha neuenneTo TpaGBa A8 ce MOHHTOPHpAT CEpYMHHUTE HHBA HA TE3H JIeKAPCTBA.

Hownansanu ca MOCTMAPKETHHIOBH ChOGLIEHHS 38 XHIIOrTHKEMHS [IPM €IHOBPEMEHHO NPIOKEHHE Ha
Knauun v pusonupamus. Crieaoatento Tpatsa 1a 6baaT MOHHTOPHPAHH HUBATA HA KPBBHATA 3aXap NpH
€IHOBPEMEHHOTO NpunokeHHe Ha Knauwn u auzonupaMus,.

Hepopanuu xunorfuxkeMuyH nekaperea/HHCYAHH

[Ipy HAKOM XMNOTNHKEMHYHH NEKAPCTBA KATO HATErNIMHMA M PETIArMHMA MOXKE f1a C& BKIIOYM
MHXHOHUMA Ha CYP3A essumu ot Kiauua 1 ToBa MOXe 1a MPHUHHM XHIIOMTUKEMHA 11 i ELHOBPEMEHHO
NpHEMAaHE. HPCHOP‘B'—IBa C€ BHUMATE/NHO NPOoC/eAABaHE Ha HHBATA HA IMH0KO03aTa.

BaaumopeticTeig, Gasupanu na CYPIA
EnnoepemenHoTo npuioxenne Ha Knanup, 3a xoifto e H3BecTHO, Y€ UHXHO

metabonuaupanu ocHosHo 0T CYP3A Moxe ja foBele 10 NOBHIUNABAHE
JIEKApCTBa, KOCTO Na NOBHIUH WM YAB/DKH, KaKTO TepaneBTHYHHSA, TaKa
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CNHOBPEMCHHO MNpUNaraHoTo nekapctso. HeoOxoaumo ¢ BHUManue, xoraro Knaumn ce npuiara
€IHOBPEMEHHO C APYTH JIEKapCTBA, 32 KOHTO C¢ 3Hae, ue ca cybcTpatn Ha ensum CYP3A, ocobeHo ako
cyberpara Ha CYP3A uMa TecHH TepaneBTHHHM rpaHHuM (Hanp. kapGamasenun) w/wiM cybceTpara ce
MeTafonu3upa SKCTEHIMBHO OT TO3H eH3uM. Moxke Ja ce OOMHCIH KOpEKUHA Ha J1034Ta, H KOTATo e
Bb3IMOKHO, Ia ce npociaeasBaT BHHMATEIHO CCPYMHHTE KOHLICHTpAUHH HA JIEKAPCTBATAa, KOHTO C©
meTabonusnpar or CYP3IA, npu nalMeHTH, KOUTO NOMYyYasaT EXHOBPEMEHHO KIIAPHTPOMHLIMH.

CbnbTCTBALIOTO NPHIONKEHHE HA KIAPHTPOMHMLMH M [IOMHTANMA € MPOTHBONOKA3AHO MOpamH
Bb3MOKHOCTTA 32 3HAYHTE/IHO NOBHILABAHE HA TpaHCAMHHA3HTE (BXK. ToOuka 4.3).

3a creAiHKMTE NICKAPCTBA WIH JICKAPCTBEHH KJIACOBE CE 3HAE WM e NPEANoNara, 4e ce MeTaboaH3HpaT OT
chiwas  CYP3A  usoenaum: anmpasonam, acTeMmson, KapGamalenMH, IG4OCTA30f, LM3ANpPHI,
UHKAOCTIOPHH, AW30NHPAMHA, JHMOCPHAOH, €pro ajxajonaM, uOpyTuHuO, NOMHTANHI, JOBACTATHH,
METHANPERHH3OMOH, MMJa3onaM, OMEMpa3os, NepopanHH aHTHMKoarynaHtdH (xanp. BapdapuH,
pusapokcabaH, anmkcabaH), aTHLMYHE AHTUNCHXOTHUM (HANP. KBETHANMH), MHMO3MJ, XHHHMH,

prdabyTu, cunnenadbua, CHMBACTATHH, TAKPOTUMYC, TepheHATMH, THAZONAM M BHHONACTHH, K&TO TO3H
CHHCHK HE € ITBIEH.

JlexapcTea, KOHTO B3aMMOACHCTRAT upes MOAOGHHW MEXaHW3MH ¢ APYrH H30EH3UMHM OT UMTOXpoM P450
CHCTEMaTa, ¢a GEHUTONH, TeODUIIKH H BANNPOAT.

JupexTHo felicTpaim nepopanuu aHrukoaryaanty (DOAC)

HAupexTHO AefcTBAMMAT NEPOpaNeH AHTUKOArYNAHT NaGUraTpas ¢ cyOcTpar 3a edyKcHES TPAHCTIOpTEp
P-gp. PuBapokcaGan u anmukcabak ce MetaBonusupar upes CYP3A4 u cuuio ca cyberpatu 3a P-gp.
Tpabsa na ce ofpeuia ocobeHo BHHMAHME, KOraTO KIAPHTPOMMLMH Ce MPHIara AHOBPEMEHHO C Te3H
CpeacTBa, 0coOeHO NMpH NalHEeHTH ¢ BUCOK PHCK OT KbpBeHe (Bxk. TouKa 4.4).

Omenpaion

Krnauuza (500 mg na Beeku 8 vaca) e npunaran p komGHHaLmA ¢ oMenpason (40 mg AHEBHO) Ha 3APABH
BBIPACTHH NHNA. PABHOBECHHTE MUTA3MEHR KOHLIEHTPaLMH Ha OMenpa3on ce yBenuuasaT (Cmax, AUCo24 1
ty; ce ysenuuaear ¢ 30%, 89% u 34%, croTBeTHO) NpH eaHOBpeMeHHO Npinarade Ha Knauun. Cpeanara
24-yacora cToliocT Ha pH Ha cToMaxa e 6una 5,2, koraTo oMenpason € 6K NpHIAraH CAMOCTOATETHO
3,7, xorato omernpalon ¢ Oun npunaras ¢ Knanua,

Cunpenadun anadun u papaeHadun

Beexu enu ot Te3n docdoauecrepasin HHXuBHTOPH ce Merabonnanpa noHe ordactH or CYP3A, kato
CYP3A moxe na 6bae HHXHGHpaH NPH €QHOBPEMEHHOTO MpwiokeHue Ha Knauna, EnHOBpeMeHHOTO
npuioxeHue Ha Knauun cxe cunaenadin, tananadun u sapaeHadun, o6HKHOBEHO BOAM 10 NOBHILABaHE
eKCITO3ULHMATA Ha ocoauecTepasHus HHXHOHTOP. [IpH eqHOBPEMEHHOTO MPHIOKEHHE HA CHAeHadun,
Tananadgun u papreHadun ¢ Knauun Tpa6ea na ce oGMHCIH BBE3IMOXHOCTTA 38 TIOHWKABAHE HA TAXHATA
ao03a.

Teodunus, kapbamazenun

Peaynrati oT KIMHHYHH NPOYYBAHHA MOKA3BAT, Y€ CHUIECTBYBA YMEPEHO, HO CTATHCTHYECKO 3HAUHMO
(p<0.05) noBuwaBaxe HUBATA Ha UMPKYIHpauius TeoQUIAH MIH KapbamasenuH, Korato eJHO OT Te3u
AeKapcTBa ce npuiara eqHospemenHo ¢ Knauumn,

Tonreponun
Merta6onuaMsT Ha TONTEpONHMH ce OCHINECTBABA OCHOBHO upe3 2D6 uiodopmarta Ha uuroxpom P450
(CYP2D6). Benpexd TOBa, NMpu HacT OT nonynauusta ¢ auwnca Ha CYP2D6, e AHOBEHO ‘€
MeTabOH3MBT Ce H3BBPLIBa ¢ nomoluTa Ha CYP3A., [IpH Tasu YacCT OT NOIMy/ALHS I
CYP3A BoaM RO 3HAYMTENHO MO-BHCOKHM CEPYMHH KOHUEHTPAUMH HA TO
HeoOX0AMMO HaMaNsBaHE 03aTa Ha TOITEPOARH B NpHCHCTBHETO Ha CYP3A 1Hj
npu nonynauwsTa Ha cnabo MeraGonuznpamy upes CYP2DS6.

TEHaBOJIGEHSDQHRSGBHHH jHanp annpalonam, MHIA30NaM, [QH%OJ]&M!
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Korato mupmasonam ce npuinara saeaHo ¢ Knaumn tabnerxu (500 mg npa mete amesno), AUC Ha
MH/1a30/1aM € MIOBHIIEHO 2,7-MbTH Clled HHTPABEHO3IHO NPHIMKEHHE Ha MuzasonaM. TIp HHTpaBeHO3HO
MPHJIOXKEHHe HA MuAasonaM ¢ Knaumn, maumkenrure tpabpa na 6saar penosHo HaGmopaBanH ¢ orneq
€BEHTyanHa npomaHa Ha aosara. [IpwioxkeHHeTo Ha MHAA30/1aM 1O OPOMYKO3EH ITET, KOETO MOXKE Ja
3a00MKOAM NPECUCTEMHOTO EMMMHHDAHE HA NEKAPCTBOTO, € TO-BEPOATHO fAa JOBEAE [0
B3aWMoJelicTBHe, noAoOHO Ha HAGMIONABaHOTO CJle[l MHTPABEHO3HO NPHIICKEHHE HA MMAA30NaM,
OTKOJIKOTO 10 B3AHMOJCHCTBHE, NOA0GHO Ha TOBA Clie/l MEPOPANHO NPHIIOKEHHE.

Crure npeanasHn MepkH TpaGBa xa ce NpUNOXKaT M [0 OTHOIIEHHE HA APYTHTE GeH30AHAIEIIMHH,
meraGonusupau ot CYP3A, BKIOUHTENHO TprasonaM H anmpasonam. [Ipn SeH30AMA3ENHHMTE, YHETO
€/IMMHHHpaHe He e 3aBHCHMO oT CYP3A (Temasenam, HHTpasenaM, JIOpa3enaM) He Ce OvaKBa KIHHUYHO
3HA4YHMO B3aumozeiicTene ¢ Knawua,

Hma nocrmapkeTHHrOBH ChOOWIEHHS 38 NEKAPCTBEHH B3aMMOAEHCTBHA M e(EKTH BBPXY LEHTpaTHATa
HepeHa crctema (LIHC) (nanp. coMHONEHTHOCT W OGBPKAHOCT) NPH EAHOBPEMEHHOTO NPHIOKEHHE HA
Knauus v tpuasonam. Ipenoprusa ce npocieaspake Ha NALMEHTHTE M0 OTHOLIEHHE HA MOBHILABAHE HA
¢apmakonorvunmTe edextn Bpxy LIHC.

py2u nexapcmeeny s3aumodeiicmensn

Konxuuus

Konxuunn e cyberpar xakro Ha CYP3A, Taka u Ha ednykcHua Tpacnoprep P-rmuxonporeun (Pgp).
H3BecTHo €, ue Knaumn v apyru makpoauan ca uuxuburopu Ha CYP3A u Pgp. Ipu eanoBpeMeHHoTO
NpHIoKeHHe Ha Knauua 1 komxnumy, uHxnbupareto na Pgp w/uan CYP3A or Knauua Moxe na nosese
AO TIOBHINABAHE EKCMO3MLMATA HA KONXHUMH. EnHOBpeMeHHOTO mpuiarane Ha xonxuuua u Knaumsu e
MPOTHBOMOKA3aHO (BXK. TOUKH 4.3 1 4.4).

HUCOKCHH

Cunra ce, ye aurokcHH € cyberpar Ha ednykcHua Tpaacnoprep P-raukonpotens (Pgp). MasectHo e, ye
Knaunaa uaxutupa Pep. Ilpn ennospeMentoto npunoxenue Ha Knamua W IMrokcus, HHXHOMpaHeTo ua
Pgp or Knaumn Moxe Ja 0BeAe 10 MOBHIIABAHE €KCMO3MIMATA Ha JAHTOKCHH. B mocTMapkeTHHroBus
nepruon ChIO ca c&oﬁmaaauu Cllyvdal Ha MOBUIICHHS HA CEPYMHH KOHLCHTPALUHH H& AHIQOKCHH IpH
nauueHTHTe, npuemall Knauna u qurokcud. HAKOM OT NMalMeHTHTE ca 110Ka3any KIMHHYHH NPU3HALHA
Ha JWIOKCHHOBA HMHTOKCHKALMA, BKIIOUHTENHO noTeHUManHo dartandd aputMuH. CepyMHHTe
KOHLIEHTPAlHH Ha RHTOKCHH Tps6Ba Aa 6bAaT BHMMaTENHO MpoCnensBaHH [IPH NAUHEHTHTE, MPHEMAlH
€OHOBPEMEHHO JHFOKCHH H Knauua,

3uzoBYAMH

EntioepemennoTo nepopanno npwioxenue na Knanmg tabnetku u 3ugosynun npu HIV-nudextupanu
BE3PACTHH MALMEHTH MOXKE [a NOBEle A0 NOHWKEHO PaBHOBECHO CHCTOAHHE HA KOHLEHTpAILHHTE Ha
3unoByaAnH. Twii kifTo Haii-pepoartHo Knauua nosaussa pesopOuHATa Ha €AHOBPEMEHHO NPHITICKEHHUS
nepopalieH 3WA0BYIHH, TOBA B3aHMOEHCTBHE MOKe 1a ce M30erHe B ronaMa CTeneH 4pe3 pasfeisHe Ha
Ac3uTe Ha Knauma u 3MAOBYAHH 3a NOCTHraHe Ha 4-4acOBM HHTEPBATH MEXKAY NPHEMA Ha JIEKAPCTBATA.
Tosa B3awMoneficTBe He ce nossasa NpH neauaTpuund HIV-HHOeKTHpAHH NAHEHTH, MPHEMALLH
Knauun cycnensus cbC 3HAOBYAMH MNH AMAEOKCHMHO3MH. TOBa B3aMMOAEHCTBHE € MANKO BEPOATHO,
korato Knauma ce npunara upes HHTpaBeHO3Ha HHGY3HA,

DeHHTOKH ¥ BANNpoAaT
HMa crioHTaHHH wnu nyGnMkysasu cwvobienus 3a p3aumogpebicteua Ha CYP3A4 uuxuburopn,

BKMOUHTENHO Knauna ¢ nekapctsa, 3a KOHTO ce cuuta, 4e He ce MerabonMaupar
(eHuTOMH 1 Banmpoar). [Ipenopbusa ce U3MepRaHE HA CEPYMHITE HMBA HA TEIH
npunarar egHospemenHo ¢ Knauua. CrobmabaHu ¢a NoBUILEHH CEPYMHH HHBA. 7

gagnocounu Qagmaxokuuemuunu eIauModeiicmeun

ATazaHaBHp




Knaunn v arasanasup ca cyGerpatn M umxubutopn Ha CYP3A M CHIIECTBYBAT aHHH 3a JBYIIOCOHHO
JeKapcTBeHO B3aHMozeiicTere. EnnoppeMentoTo npunoxenme Ha Kinauma (500 mg nea nwTé AHEBHO) ©
arasaHaBHp (400 mg BeaHLK AHEBHO) BOAM A0 ABYKPATHO NOBHLIEHHE EKCHO3MUMATA Ha Knamua u 70%
NMOHWKEHHE Ha excnosuumsata 14-OH-knaputpomuums, npu 28% noeutuenne AUC Ha artasaHaBMp.
lopanu WHpOKHs TepaneBTHHeH Hpo3opew Ha Kilaumn, He ce Hanara NOHMXasaHe HA J032TA NPH
NauMeHTH ¢ HopManHa Gubpeuna dyHkums. [lpn nauneHTHTe ¢ yMepeHa yBpeneHa 6u0peuHa QyHKUHA
(kpearunuHoB kinpbHe 30 a0 60 ml/min), nosata wa Knaumn Tps6sa na 6ene HamaneHa ¢ 50%. Ilpn
NAaUHEHTHTE C KPEaTHHHHOB KiupbHe <30 ml/min, ao3ata na Knauna tpabea na 6nae HamasieHa cue 75%
NpH H3NOJI3BAHETO HA NMOAXOAALla JiekapcTeeHa (popma Ha Knauun. Jloaw Ha Knauwa, no-BHcoks ot
1 000 mg nHesHo He TpaGea ga ce nprniarat 3aeaHo ¢ MpOTEa3ZHH HHXHOHTOPH.

brnokeps Ha kanuuesuTe KaHATH
IlpenopbuBa ce MOBMIICHO BHUMAaHWE MpPH €AHOBPEMEHHOTO TpWIOKEHHe Ha Knauun ¥ 6nokepu Ha

KAMUHEBHTE KAHAIH, KOMTO ¢¢ meTabomuzupat or CYP3A4 (sanp. sepanaMun, aMmIOAHIHH, QHITHAEM)
NopajgH pHCK OT XHHOTOHMA. [InasmeHuTe KoHUeHTpauuu Ha Knauma, Xakto W Ha GNOKepHMTe Ha
KAILHECBHTE KAHAMKM MOXE Ja C€ YBEJMYaT, KOETO ¢€ ABL/DKH Ha B3aHMOJCHCTBHETO HMM. XMNOTOHMA,

OpaauapuT™us ¥ naKTaTHa AUMAO3A ca GMAH HABMIONABRHH TIPH NALHEHTH, NPHEMAILH €IHOBPEMEHHO
Knauua u Bepanamun.

HrpakoHazon :

Knauna u wurpakonason ca cyberpar M umxubutopu Ha CYP3A, XO€TO BOAH A0 ABYNOCOYHO
NEKapCTBCHO B3auMoAcHCTBHE. Knaumn moske Na NOBMIUM [UIAa3MEHHTE HMBA Ha HTDPAaKOHa30ld, a
HTPAKOHA30/ MOXKE /2 MOBMIIM rasmennTe HuBa Ha Kmaupn. [lanueHTHTe, NMpHeMalOH €AHOBPEMEHHO
utpakoHason ¥ Knanum Tpabsa fa 6BOaT pefoBHO MPOC/TEAABAHM 38 NPUIHALIM WM CHMITOMH Ha
NOBHILIEH WTH YOb/bkeH papMaKoornueH edexr.

CakBuHaBHD

Knauan u cakeuuaeup ca cybcrpaty v uHMxuburopd Ha CYP3A M [BYNOCOYHH JEKAPCTBEHH
B3aUMoleHcTsuA. EqHoBpeMenHoTO npunoxende Ha Knauua (500 mg ABa TH JHEBHO) M CAKBUHABMp
(Mexu xenatuHoBM Kancyns, 1 200 mg Tpu MBTH AHEBHO) NpH 12 3ApaBH ACGPOBONUM € AOBENO A0
CTOHHOCTH B paBHOBecHO cheTosiHHE HA AUC # Cuax Ha cakpuHaBup, choTBetHo 177% u 187% no-
BHCOKH OT T€3H NMPH CAMOCTOATE/HOTO NMpHAMKkeHHE Ha cakBWHaBMp. CroHHocTHTe HA AUC H Chax Ha
Knawnn ca 6w ¢ oxono 40% No-BUCOKH B CpaBHEHHE C TE3H NPH CAMOCTOATENHOTO TPHIONKEHHE Ha
Knauuza. He ce nanara npomsaHa Ha 103aTa NpH €IHOBPEMEHHOTO NPUIOKEHHE HA ABETE NEKAPCTBA 38
OrpaHHYEH MEPHOZ OT BpEME B MpoyuBaHuTe o3w/nekapcrBend Gopmu. Januwre OoT MpoyuBaHUATA
BEPXY JIEKADCTBCHHTE B3aAUMOACHCTBHA MPH NMPHIOKEHHETO HA MEKHTE JKEIAaTHHOBH KAICYIH MOXE Aa
HE ca MOKAa3aTe/IHK N0 OTHOLIEHHE HA edexTHTE NMpH MPUICKEHHETO HA CAaKBHHABHP noj GopMarTa Ha
TBBPAH KENATHHOBM Kancyiu. JlaHHWTe OT npoyuBaHHATA BBPXY JEKAPCTBEHWTE B3AHMOACHCTBHA NpH
CAMOCTOATENHC MPHIOKEHHETO HA CAKBHHABHD MOXE O3 He ca (OKa3aTeNHd NO OTHOIIEHHE Ha
HaGnionasanuTe egeKTH 0OPH  NEYEHHETO CbC CAKBHUHABHP/PUTOHABHP. IIpd €aHOBPEMEHHOTO
MPHIOKEHHE HA CAKBHHABHD C PHTOHABHp, TpAOBa Ja ¢ WMAT MpeZBHJ MNOTEHUHAJHHTE eeKTH Ha
puToHasup BBpXy Knauma (Bx. Touka 4.5).

4.6 @epTHaHTeT, GPEMEHHOCT M KbpMeHe

Bpemennoct

Besonachoctra Ha Knaumn no BpeMe Ha GpeMEHHOCT He ¢ ycTaHoBeHAa. BB3 OCHOBA HA NPOMEHJIMBH
pe3ynTaTH, MOJMy4eHH OT MpPOYYBAHHA MpPH KMBOTHH M ONHTA MpPH XOpa, He MOKE Ja €& HIKMOYH
BEPOATHOCTTA OT HEMKENaHW Peakilu BBPXy emGpHodeTanHoTo pa3sutHe. B Hakou obcepBalMOHHM
NpOY4BaHMA, OUCHABAIH EKCTIO3HUMATA HAa KNAPMTPOMMUMH Npe3 MBPBHA M s'ropus{- HMECTED, Ce

OTHOCHO PHCKA OT CEPHO3HH BpoAeHM MarpopMauMH fipd ynorpebara Ha Mg
KIApHTPOMHLMH, [0 BpeMe Ha GpeMEHHOCT NPSAOCTABAT MPOTHBOPEUHBH Pe3y)
npenopsyBa npuembT Ha Knauun no speme va GpemenHocT 0e3 na e Hanpdges
CIPAMO PHCKOBETE,



Kbpmene

Besonachocrra Ha Kiauup no peme nHa KbpMene He € ycTaHoBeHa. Knauma ce otAens B KbpMata B
Malki Konuyectea. M3uucneno e, de kbpmauero, nie nomyud okoio 1,7% oT 103aTa KNAPHTPOMHLHH,
KOPHrMpaHaTa CriopeA TErJI0To Ha MakkaTa,

Geprunurer
IIpoy4saHuATa MPY MYLXOBE HE NIOKA3BAT NAHHH 33 BpeJIHM edeKTH BEPXY depTHauTeTa (BX. TOuKa 5.3).

4.7 Edexrn B1pxy cnocoGHocTT2 32 modupane u paGora ¢ Mamany

Hama panny 3a Bausinmero Ha Knaumun sspxy cnocobrocrra 3a modupane unu pabota ¢ maumMan. [Tpu
wodupare wiu pabota ¢ MamkHK TPAGBa fa ce WMa MPeBHA BBIMOKHOCTTA 33 [OABA HA 3aMAfHOCT,
BEPTUrO, 00BPKAHOCT H AE30PHEHTALIHA, KOHTO MOTAT /12 Ce NOABAT NPH NMPHEMA Ha TOBA JIEKAPCTBO.

4.8 Hexenann JekapcTBend peaknun

Haii-yecto cpemianMTe HeKeNMaHH JEKapcTBEHM peakLH, CBbp3aHM ¢ Tepanusta ¢ Knauug npm
BE3PACTHH M MEJHATPHYHA NMOMyJalMA ca KopeMHa Oonka, AMapus, rajieHe, NOBPBIIAHE W NIPOMEHEH
BKyC. Tesu HexeaaHM peakUHH OOHKHOBEHO ca NEKH NO MHTEH3HUBHOCT M Ca B CHOTBETCTBHE C O3HATHS
npotus Ha Ge30NMacHOCT Ha MAKPOIUAHATE AHTHOHOTHIM.

Hsama 3HaukMa pasfMka B 4eCTOTATA HA TE3M CTOMALIHO-YPEBHH HEXENAHH PEAKUMM IO BpEMe Ha
KIMHHYHH M3NHTBAHHA MEXAY MOMyNalMHTe NauueHTH ¢ Win 0e3 npelluecTaiiy MHKOOaKTEPHATTHH
HHDEKLHH.

Cneppamara Tabmuua noxasea JOKNANBAHWTE HEXENAHM peaKUMM OT KIHHHWYHM M3MHTBAHMA W OT
NOCTMAPKETUHIOBHA onut ¢ Knauua rpaHynu 3a nepopanHa cycneH3ud, TabNeTKH ¢ H3IMEHEHO
ocBoGoxaasane, pUAMHpaHH TabNeTKH 1 npax 32 HHQY3HOHEH P3TBOP.

Peakuinpre, cuMTaHH xato noHe BE3MOXHO CBLP3aHM ¢ Knaumpy ca nokasaHu no CHCTEMHO-OpraHHa
KNACHQHKALMA K ONIPE/IENeHH 110 YeCTOTa KaTo: MHOrO HectH (=1/10), wectn (21/100 mo <1/10), Heuectn
(21/1 000 zo <1/100 ) u ¢ Hem3BecTHA uecTOTa (HEXENAHM PeakLMH OT NOCTMAPKETHHTOBHA OIMT; OT
HATMYHUTE JAHHH He MOXe na Obae HanpaBeHa OueHKa). BB BCcAKa rpyna o 9ecToTa, HEXeTaHHTe

PeakuyH ca NPeacTaBeHH B HU3XONAIN pell Ha TAXHATA CEPHO3HOCT, TAM KBbJETO CEPHOZHOCTTa MOXE Ja
ObAe oLeHena.

MedDRA-Gasa Muoro | Yecrn Heuectu C Hen3pecTHa yecToTa*
O8HHH Ha CHcTeMo- | vecTH (=1/100 no (=1/1 000 no <1/100) (OT HaNUYHHTE NAHHH He
OPraHHy Kiacose =110) | <1/10) Moxe a8 Gbae HanpaBeHa
OLIEHK#)
Hudexunu n Lienynur!, kanauanasa, TlcesaomemOpanosen
HE(ecTALHY TacTPOEHTEPUT?, KOJIHT, epH3HIIEN,
HHEeKUMA®, BArMHATHY
HHGeK1MK
Hapymerus na JleBkoneuns, ArpaHyRolHTo3a,
KpBETa ¥ nuMpHaTa HeyTponeHua®, TPOMOOUMTONEHHA
CHCTEMA TpoMGoLMTEMHS®,
eo3uHoPuIUa?
Hapymenuns Ha AnaduraxTonana
HMYHHATa CHCTEMA peaximsa’,
CBPBXYYBCTEHTENHOCT
Hapyiuenns na AHOpEKCHA, NOHHKEH
MeTabomH3mMa | aneTut
XPAHEHETO




Memxmunn beacbhue TpeBoxkHOCT, HEPRHOCT, [TcuxorHunu
HapYIIEHHA HApYLIEHEA, CBCTOAHNE
Ha O0LPKAHOCT,
JenepcoHanH3aLm,
Ienpecus,
Ne30pHEHTALMA,
XamOLHHALHA,
HeoGuyaiiny chHHIIA,
MaHms
Hapymenns va Hucreyaun 3ary6a Ha chbauanue', Kousyncus, areysus,
HepBHATA CHCTEMa raasofonue JHCKHHE3HA', 3aMAsHOCT, napocMis, aHOCMHA,
ChHIKBOCT, TPEMOP NapecTesH
Hapynenus Ha Bepruro, HapyLIeHH HA I'myxota
YXOTO H nabHpMHTA CIyXa, THHHTYC
Crpaeunu Cupaeten apect', Torsade de pointes,
HapyeHHs NpeACHPIHO MbKASHE', KaMepHA TAXHKAPHAHA,
yasmxer QT s EKT, KaMEpHO MBKIEHE
ekcTpacueTony',
HANMATALMA
Cha0BH HAapyLIEHHA Basoaunaramis' Xemoparua
Pecnuparoph, Actmal, enncrakenc?,
TPbAHY H Genoapoben emGomuabM!
MeHACTHHANIEH
HapyLIeHHs
CroMaitiHo-upeBHH Juapus, Ezodarut!, OCThp NAHKPEATHT,
HapyLIeHHA [IOBphUIAHE, racTpoesodareansa HpPOMEHH B 1BETA HA
AHCOENTHS, pedaykcha Gonect?, e3HKa, IPOMEHH B HBETA
rajieHe, KOpEMHa | TacTPHT, NPOKTANTHA?, Ha I6uTE
Gonka CTOMATHT, TJIOCHT, ,
NOgyBaHe Ha kopema®,
KOHCTHIALHA, CYXOTa B
YCTaTA, OpHIBAHE,
dnaTyneHIMA
XenatoOunuapHu AbHopMmeH Xonecraza*, xenatut?, Yeprogpobxa
HApYLIeHHsA yepHOApoGeH NOBHIUEHA aaHHH HEJOCTATBYHOCT,
byHKUHOHANEH aMHHOTpaHChepala, XenatTouenynapHa
TECT NOBHILEHA ACTIapTaT XKBATEHKLA
aMHHOTpaHchepala,
TIOBHIIHA rama-
rytamAnTpaHcdepasa’
Hapymenna na O6pus, Bynoser aepmatut!, TexKH KOWHH HEXENAHH
KOXKaTa H XHIEPXUAPO3A cepbex, ypTHKapua, peaxumu (SCAR) (nanp.
TIOOKOXHATA THKAK MAKyJ0-Namyno3eH 06pus’ | OCTpa reHepamu3upaHa
€K3aHTeMaTO3Ha
nycrynosa (AGEP},

cHHApoM Ha CTHBBHC-
JkoHCBH,

TOKCHYHA eMAZEpMaTHa
HEKpOJIN3a, IEKapCTBEH
oGpHE ¢ eo3HHOQHIHA H
CHCTEMHH CHMHTOMH
{DRESS), akue

Hapymienus na
MYCKYJIO-CKeJIeTHATE
CHCTEMA H

Myckynun craiMu’,
MYCKYNO-CKENETHA
CKOBAHOCT!, MuANTHA®

PaGzomuonmsa®™,

ChEHHUTEIHATA
TBKAH

Hapyiuenns na Yeenuienne Ha
6n6penuTe H KpEaTHHHHA B KPBETaA',




.

MMKOYHHTE MBTHILA yBenYeHHe Ha YpesaTa B HHTEPCTHIHAIEH HeppHT
KppBTa’
O6ury napymenns 1 { Oaebur | Bonka Ha Hepasznonoxerne®,
etheKT! Ba MACTOTO | Ha MACTOTO Ha NOBMILIEHA TeMIepaTypa’,
HA MPHIOKEHHE MACTOTO | HMHDKEKTHpaHe', | acTenms, rpmama Gonka®,
Ha BB3NaJCHHE HA srpucane?, ymopa*
HIDKEKT | MACTOTD Ha
upane' | MHxexTHpane'
Hacnenpanus AGHOPMHO OTHOLLEHHE MNosxmen INR,
anGyMuH rnobynun', YIABIKEHO
NOBUIUEHHE HA aKAIHAaTZ | NpOTPoMOHHOBO BpeMe,
docdartasa B kpeeTa?, abHOPMEH LBAT HA YpHHa
NOBHINEHHE Ha TaKTaT
JeXuporeHasaTa B Kppara!

*Tlopaau Tosa, ue Te3u peakumu Aa AOKNATBAHH ACGPOBOMHO OT TONYMALUA C HEONpPEAE/EH paMep, He BHHATH &
BBEIMOMHO Nla C& OPCANONONKH HAAEKHO TAXHATA YECTOTA WIH A3 C¢ YCTAHOBU MPHYMAHO-CACACTREHA BpbiKa ¢
EKCNO3HLMATA KbM JIEKAPCTBOTO. EXCIO3MIMATA HA NAUMEHTHTE ¢¢ PEANOoara Ia € mo-ronsma oT 1 MITHapa QHH
nauMeRTO-nedeHue 3a Knaum,

**B HAKOH OT moK/iafuTe 3a pabroMuonusa, Knauua e NpuaaraH eHOBPEMEHHO C JPYrH JIEKAPCTBA, 38 KOHTO €
H3BECTHO, Y€ Ca CEBP3AHH ¢ N0ABATa Ha pabaoMHoNMsa (kaTo CTATHHH, hHGPaTH, KOMXHIIHE HIH ANTOMypHHOT)

! HJIP noknajpanu camo 3a npax 3a HHOY3HOHEH pa3TBOp

2 HJIP noknaapasH caMo 3a TabneTKy C YIbiDkeHO ocBO0OKAABAHE
3 HITP goknanBaky camo 3a FPaHymH 3a NEpOpatHa CYCHeHIHs

* HIIP poknapsany caMo 3a TabneTky ¢ He3abaBHO ocBOGOM KABAHE

HecroTara, BHl2 H TEMECTTA HA HEKEIAHKTE JIEKAPCTBA MPH Jella ce OYaKRa Ja GBAAT CHIIMTE KAKTO MpH
BBH3PACTHY,

HmyHoKkOMnpoMeTHPaHH NALKEHTH
Ilpn naumentn cxe CITHH H Apyrd MMyHOKOMOPOMETHPaHH MAllHEHTH, JEKYBAHH 38 MMKOGaKTepHaiHH

HHEKIMH ¢ NO-BHCOKH NepopaHu Aosu Kitauma 3a NPOABIDKHTENIEH TIepHo, YecTo € 6uno TpyAHO aa
€& OTNKYAT HEeXeNaHHTe crOuTHA, cpBp3ani ¢ Knauua oT cimnromute Ha CITHH MnH CHIBTCTBBIIOTO
safonaBaHe.

Ilpu eBapacThH naumerTH, nexyBanu ¢ Knauua 1 000 mg ofina AneBHa 1033, HAH-4ECTO OKIAABAHHTE
HOWENaHH peaxuuy ca rajese, NMOBpBIliaMe, NpOMAHA Ha BKyca, KopeMna Oonxa, Auapud, OOpHBH,
natynenuus, rnasoGonue, 3anek, HAPYLIEHHS HA CyXa, MOBHIIEHH CEpyMHA IYTAMAT OKCANOALETAT
Tpatcamunasa (SGOT) u cepymHa rnyramar nupyeat TpaHcamuHasa (SGPT). JomsnHurenun cs6uTas ¢
TIO-HACKA YeCTOTa Ca 3ayX, 6e3ChHHe i CyXOTa B yCTaTa.

Tlpu T€31 HMYHOKOMNPOMETHPAHH MALMEHTH 1abopaTOPHMTE TIOKA3aTENH Ca OLEHEHR MPH aHAJN3HpaHe
Ha Te3H CTOHHOCTH e3 BKUIIOMBAHE Ha TONICMHTE OTKIOHEHWA (T.e. EKCTPEMHO BHCOKM H €KCTPEMHO
HHCKH) 33 KOHKPETHOTO M3cieABane. Ha 6a3ata Ha Tesn KpUTepHH, 0koso 2% 20 3% OT Te3M NALHEHTH,
kouto nonyuasar 1 000 mg Knanua aHesno ca umanu ceprosto mosuiuexd Hesa Ha SGOT u SGPT u
aGHOpMHO Hucek Opoit Genu KpbBuY KineTku ¥ TpomGonwTh., HUCHK NMPOHEHT NMAlLMEHTH €& HMAaH
NOBHLIEHH HHBA Ha ypes.

CrobuiaraHe Ha MOZI03MPAHH HEKETAHH PeaKIHH

ChobwapaneTo Ha MOZIO3MPAHM HEXENaHH PeakllMH Cef paspellaBaHe 3a ynmoTpeba Ha JeKAPCTBEHHA
MPOAYKT € BakHO. ToBa nosgondea Aa NpoALKH HAGMIOAEHHETO HA CLOTHOLIEHHETO TON3a/PHCK 32
NeKapcTBEHHA npoayKT. OT MeIHLUHHCKHTE CMELMANHCTH Cé H3HCKBA [a ChobiaBaT BCSKA MO03UpaHa
HEXKeNaHa peaklius Ypes HaAllHOHANHA CHOTEMA 2a chobiaBaHe: 0

Hanwnuutenna areduua no nexapereara (MAJD
yn. ,Jamau Ipyes” Ne 8

1303, rp. Codua

Ten.: +35 928903417




yebcaiit: www.bda.bg

Karto cpobmasare Hexxenanu peakumm, Moxere ia AaneTe cBoA APHHOC 3a NOTy4aBaHe Ha MoBeue
uHpOpMaLHs OTHOCHO G€30MACHOCTTa Ha TOBA MEKAPCTEO.

49 Hpenosupane

CHMIITOMH

Honyyenwute crofmenns nokassat, we nmpueMa Ha roneMm konwdvecTBa Knaumm Moxe Aa AOBEAS [0
NOABATA Ha CTOMALIHO-4YpeBHH CUMITOMH. IIpH eavH malMeHT ¢ anaMHesa 3a OHUIIONAPHO pa3cTpoHcTRO,
npuen oceM rpaMa Knaimp e HabmopasaHo HapylleHHe HA MEHTAIHHTE (YHKIHH, NAPaHOHZHO
NOBEACHHE, XHITOKATHEMH A B XHIIOKCEMMUS.

Jeuyeune

Hexenanute peakimmn, npHapyskasaiu npenosupaHero, Tpabea a ce JIEKyBaT CbC CBOSBPEMEHHO
eMMMHHApaHe Ha HeaGcopOMPaHOTO NIEKApCTBO M MOAABPXKAIIH MepkH. KakTo npu OCTaHamuTe
MaKpO/IHAH, HE C¢ OYaKBa CEPYMHHTE HMBA Ha KNAPUTPOMUUMH /ia €€ TOBNHAAT 3HAYMTENHO TPH
XEMOAHANHA IIH MEPHTOHEATHA AHaNH3a.

5. O®APMAKOJIOTHYHH CBOUCTBA

5.1 DapmMaxogHHAMHYHH CBONCTBa

dapmakoTepanesTHiHa rpyna: aHTH-GAKTEPHANIHH JIEKAPCTBEHH NMPOAYKTH 38 CHCTEMHO TPHIONKEHHE,
maxponuss, ATC xoa: JOIFAQ9

KnaputpoMHUMH € DONyCHHTETHYEH MAaKponuaeH aHTHOHOTHK momydveH upes 3amsana Ha CH:;O rpyna ¢
xuapokcrnHa (OH) rpyma #a noswums 6 OT epUTPOMHMUMHO JIAKTOHEH mpbeTed. TTo-KOHKpeTHO
KIAPHTPOMHULMH € 6-O-MeTHn epuTpoMuumH A. Bemuat no moutd Gan auTHOHOTHYEH NPaX € TOpuus,
IPaKTHYECKH §e3 MHPH3IMa, MO CHIECTBO HEPR3TBOPHM BBE BOJA U C/1ab0 pasTBOPHM B ETAHOMN, METAHOIN
¥ aueTOHHTpH. Heropoto MonekynHo rerno e 747.96.

Mukpobuonorss

KnaputpoMuuun yripakHABa aHTHOAKTEpHANHOTO CM AeiicTBMe upe3 cBhp3pave ¢ 50S puboszomnara
cybeqMHHUA Ha HYBCTBHTENHATE GAKTEPHH H [IOTHCKA TIPOTEHHOBATA CHHTE3A,

KnapuTpoMHMuME JEMOHCTpHpa OT/IM4YHA in Vilro aKTMBHOCT Cpelly CTAHAAPTHH amoBe Hakrepuu H
KIMHHYKRYA u3onatH. Toil npuTexasa MHOro MOIHO aHTHGAKTEpHATHO AelicTBHE CPEHLY LIMPOK CIEKTHp
OT aepoOHH W aHaepobun [paM-monokurenuu u I'PaM-OTPHLATENHM OPraHMIMM. MHHHMATHUTE
HHXHOUTOPHH koHUenTpaunn (MUK) Ha kiapuTpoMHUMH KaTo Lo ca ¢ eaHo log; paspexaade no-
cunul or MUK Ha epHTpOMHLIHH.

In vitro pannuTe ChINO NOKA3BAT, Y€ KIAPHTPOMMIMH HMa OTIIMYHA aKTMBHOCT cpeiny Legionella
pneumophila w Mycoplasma pneumoniae. Toii e 6akrepuumaen 3a Helicobacter pylori; Taan aKTHBHOCT
Ha KJIapUTPOMMLHH € TO-BHCOXAa NpH HeyTpanHo pH, oTkonkoro npH kuceno pH. In vitro u in vive
AaHHUTE MOKA3BAT, Y€ TO3W AHTHOMOTHK MMA AKTHBHOCT Cpellly KIMHHYHO 3HEYHMMH MuxoGaKTepHanHn
Bufose. In vitro naHHHTE nokassat, ue Enterobacteriaceae, Pseudomonas BHIOBETE M APYTH He
(epMEHTATHBHH NAKTO30-OTPHLATENHH ['paM-OTPHUATENHH GAaKTEPHH HE ca HYBC JIHA  KBM
KIapUTPOMHLIMH.

KnapurpoMuLeH € Mokasan akTBHOCT Cpelity M0BEYETO IAaMOBE Ha CEJHUTE M
Vitro, TAKa M NPH KJIAHHYHH HHEKIMH, KAKTO € ONHCaHo B Touka 4.1: i

Aepobin I'paM-nonoxuTenn MEKPOOPranuIMu



Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

Aepobuu I'paM-0TpRIATENHE MEKPOOPTAHHIME
Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

ApyYra MHKpPOOPranHiMH
Mycaplasma pneumoniae
Chlamydia pneumoniae (TWAR)

MuxkobakTepnn

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC), cheroamn ce ot: Mycobacterium avium
Mycobacterium Intracellulare

Bera-naxramainara npoayKuus 1e TpaGsa Aa nMa edeKT BEPXY AKTHBHOCTTA TA KIaPHTPOMHIHH.

3ABEJIEJKKA: TlopeteTo maMOBe METHUMNMH-PE3HCTEHTHH M OKCALMIHH-PEIHCTEHTHH CTaQUIOKOKH
Ca pPe3HCTEHTHH KbM KNApPHTPOMHILIKH,

Helicobacter

Helicobacter pylori

H. pylori e w3onHpan B KyNTYpH, NOdyYeHW npemH Tepanusara, karo kiaputpomuuun MHK ca
OfipeZiefiCHH NpeaH neveHuero npu 104 nauuenta. OT TAX uyeTHpHMa MALHEHTH HMAT PE3HCTEHTHH
INaMOBE, JBaMa MAUMEHTH HMAT MIAMOBE C MeXAMHHA YYBCTBHTENHOCT H 98 mnammenrta wumar
YYBCTBHTEIHH IAMOBE,

Cnepuute in vitro J8HHH €A HANMYAM, HO TAXWAYS KAHHHYAA INAYUMOCT He ¢ MIBECTHA
KnapurpoMuius noxasea in vitro akTMBHOCT Cpelly MOBEHETO MIAMOBE HA CHEJHMTE MHKPOOPraHH3MK;
Bee nak GesonacHocTTa H eEKTHBHOCTTA HA KMAPHTPOMMLME MPH JIGYEHHE HA KIHHWYHYM HHPEKLMH,
ABLIDKALIM C& HA Te3H MHKPOOPTraHM3MH, HE Ca YCTAHOBEHH NPH MOAXOAAIIH H A00pe KOHTpOAMpaHH
KIHHHYHH M3MHATBAHHA.

Aepobus I'paM-nonoKETEIHA MEKPOOPTAHHIMHA
Streptococcus agalactiae

Streptococci (Tpyna C,F.G)

Viridans 2pyna streptococci

Aepofru I'pamM-0TpHNATENHE MEUKPOOPTAHH3MH
Bordetella pertussis
Pasteurella multocida

AnaepoOun I'paM-no10XHTeIHE MUKPOOPraHU3MH
Clostridium perfringens

Peptococcus niger

Propionibacterium acnes




Anaepobnn I'pamM-0TpHIaTE N MHKPOOPraHE3MM
Bacteroides melaninogenicus

Cnnpoxern
Borrelia burgdorferi
Treponema pallidum

Kamnuaob6akrep
Campylobacter jejuni

OCHOBHUAT MeTaGONMUT HA KIAPHTPOMHUMH TNIPH “OBEKA M ApPYTH npHMaTd € MHKpPOOHONIOTHYHO
akTHBHMAT MeTabonut 14-OH-knaputpomuid. To3s mMeTaBomuT € CHIIO TONKOBA aKTHBeH Wik 1 ao 2
MBTH 10-MANKO B8KTHBEH OT H3XONHOTO CheAMHEHHE 3a IIOBEYETO OPraHH3MH, ¢ M3KIOYeHHe Ha H.
influenzae, cpemy KkoirT0o e nABa MBPTH no-akTHBeH, M3xogmoro Bewectso # 14-OH MerafomuTeT
YNPaXHABAT afIMTHBEH WIH CHHEpruueH edexr supXy H. influenzae in vitro W in vivo, B 3aBUCHMOCT OT
faKTepHaIHHTE LAMOBE,

3a KIAPUTPOMHLMH € YCTAHOBEHO, Y€ € JBa A0 AECET IbTH NO-aKTHBEH OT EPHTPOMHLMH B HAKOMKO
EKCTICPUMEHTANIHM HBOTUHCKM MHGbekiMo3HH Mogenu. [TokasaHo e HampHMep, e € no-edekTHBeH OT
€pHTPOMHLMH NDH MHIUM CHCTEMHH HH(EKIMH, MMIIH NOAKOXHH abcuecH M MHIIH HHOEKUHH Ha
AWMXaTeNHWTe [IbTHINA, MPHYHHEHM 0T S. pneumoniae, S. aureus, S. pyogenes w H. influenzae. [lpu
MOPCKH CBUHYETA C JIErHOHE/HA HHGpEKLUHS TO3M eheKT e MO-CIIIHO W3Pa3eH; HHTpPANePHUTOHEANHA No3a
ot 1,6 mg/kg/neH xnapHTPOMHLKH ¢ no-edextupua ot 50 mg/kg/neH epUTPOMHLIKA.

TecroBe 3a YYBCTRUTEIHOCT

KonuuecTeeHu METONM, KOMTO M3MCKBAT M3MEPBAHETO HA 30HOBH AMAMETPH, ABBAT HAH-TOUHHTE
NPELeHKH 32 YYBCTBHTENHOCTT2 Ha Gakrepuure KM aHTHMHKpPOOHW fexapcrsa. EaHa npenopruana
MpoLEaYypa H3MON3BA AUCKOBE, HANOEHH ¢ 15 pug KIapUTPOMHLUMH, 32 H3C/IC/IBAHE HA HYBCTBHTENIHOCTTA
(audysnonen Tect Ha Kup6u-Bayep); HHTEpHpeTHPAKETO KOPENHpa AMAMETPHTE Ha HHXHOHTOPHATA 30HA
Ha To3u auckos TecT ¢ MUK croiinocTate Ha kiaputpomsiuni. MMK croiisocTTe ce onpenenar upes
OynbOHEH WIH METOA Ha paspexaaHe B arap.

IIpy Te3n mpoueAypH pesyiTaT ,MyBCTBHMTeJEH Ha nalopaTopHsTa MNOKa3Ba, 4e HHQEKTHPAILIMST
OpraHkM3IbM BEPORTHO LUEe Ce TOMIHAE OT TepanusTa. Peaynrar ,pe3sHCTEHTEH” 1O0Ka3ka, ue
HHBEKTUPALIHAT MUKPOOPraHHIbM BEPOATRO HAMA Aa C€ MOBJHAE OT TepanmusiTa. Pesysrar ,MeXauHHa
YYBCTBHTEIHOCT” TIPEANONAra, Ue TepaneBTHYHUAT eheKT Ha JICKAPCTBOTO MOXKE f1a € HECHTYPeH WIH
MHKPOOPraHM3MLT ile ObAe WYBCTBHTENEH, akO ce H3NOA3BAT NO-BHCOKH A03d. (MexaunHata
YYBCTBHTEIHOCT CHIIO CE HAPHYE YMepeHa YyBCTBHTEIHOCT.)

Mons, siwxre cneyudutitara wagopMauma 3a Bawara cTpaHa Wian pernoH 0THOCHO FPAHHYHH CTORHOCTH
33 YyBCTBHTEIHOCT, PE3UCTEHTHOCT H MEXKIMHHA YYBCTBHTENHOCT.

Knunnuka eghnxacnocr H Be3omacHoCT

Knunuyen ontim npu nayuenmu ¢ HeMUKOGaKmepuanny uHpexuun
B wivHHUHA M3nUTBAHMA € GHIIO IEMOHCTPHpPAaHO, Y€ KIAPHTPOMHUME B Ao3a 7,5 mg/kg ABa mbeTH
AHEBHO ¢ Ge3oracen H edeKTHBEH NPy JICUEHHETO HA NMEAHATPHYHM NALUMEHTH ¢ HHOEKIMM, H3HCKBALIH
opanHO aHTHOMOTHuHO Nevenue. Knapurpomuuws e 6un ouexex npy noseve ot 1 200 neua na sw3pacr
OT LuECT Meceua a0 12 roauHM ¢b¢ cpefieH OTHT, GapHHIUT, KOXHH MH(QEKIHH W MHEKIHMH HA JONHATE
AUXATEHH MBTHILA, e S,

-

Ilpu Tesn HINUTBAHMA KITAPMTPOMHLMH B 1032 OT 7,5 mg/kg nBa metH AHeA
KNHHHYHA K Oakrepuonornyuna edUKAaCHOCT ¢ pedyepeHTHH nexapcTBeHy Iy
neHMWIMH YV, aMOKCHUWIHH, AMOKCHUWIMH/K/IABYJIAHOBA KHCENMHA, ePYH
uedaknop u uedanpokcu. v



-

Knunuuen onum npu nayuenmu ¢ muxobaxmepuannu ungexyun

Eauo wanuteaMe ¢ nmeaMaTpUdYHH nauMeHTH (HakoH oT kouto HIV-MO3MTHBHH) ¢ MUKOGaKTEpHANHH
MHGEKIMN JEMOHCTPHPa, Ye KIApUTPOMHMUMH € Gun GesonacHo M edeKTHBHO NeveHHe, MAafcH
CaMOCTOATENHO M B KOMOHHALMA CbC 3HAOBYAMH WM AWAEOKCHUHO3MH. KNapHTPOMMUME nefuaTpHiHa
cycrnensus e Orna npuioxena kato 7,5; 15 win 30 mg/kg/neH B age oTaENHM JON.

HakoH craTMCTHueCKH 3HAUMMK edeKTH BLPXY (apMaKOKMHETHHHMTE NapaMeTpH ca HabmonasaHu,
KOraTo KIapHTPOMHLUHH € Guil NPHUIOKEH ¢ aHTHPETPOBUPYCHH NEKAPCTBA; BCE MAK TE3H NMPOMEHH ca
GunH Malke M BEPOATHO HAMAT KTMHHYHA 3HAYMMOCT. KiapuTpoMulie B Ao3u go 30 mg/kg/aen ce
nonacs gobpe.

Knapurpomuumy e 61 eheKTHBEH 32 JIeUeHHETO Ha NMCEMMHHPAHH MH(DEKUMH ¢ M. avium KOMIUIeKc
npy neauarpudHe naupentd ¢b¢ CITMH, kato HAKOH MauMeHTH ca NEMOHCTPHPAIH NMPOXBIKMUTEHA
ebHKacHOCT /el MOBEYE OT eHA FoAMHA CNeA TEPANUTA.

5.2 PapMakoKHHEETUYRH CBOHCTBa

AGcopbian

Hauanuure dapmakoXMHeTHUHM JaHHMu ca nonydvenu ¢ TabneTHH QOpMH Ha KIapHTPOMHUMH. Tesu
JAaHHH TOKa3BaT, ue JeKapcTBOTO 6Bp30 ce abcopbupa OT cTOMALIHO-YpeBHHA TpakT M abcomoTaara
GuonammuHocT Ha 250 mg Tabnerka kiapHTpoMHUMH € mpuOmMsuTenHo 50%. KaxTo Hauanoro Ha
abcopbunsTa, Taka H (HOPMHPAHETO HA aHTHMUXPOBHO-axTHBHRA MeTabonuT 14-OH-KnapHTpoMHuLME ce
3aBaBAT JIEKO OT Xpana, Ho GHOHANIMYHOCTTA He ¢ MOBMUABA OT MPUIOKEHHETO HA JIEKAPCTBOTO C XpaHa.

Paznpegeneuue, Guorpanchopmarius 1 E€NHMHHUpaHE

In vitro
In vitro npoyuBaHHa nOka3Bat, Y€ CELP3BAHETO HA KIAPMTPOMHLHH C NIPOTEHHH B HOBCINKA [1a3Ma €
cpento okono 70% NpH KWIHHAYHO 3HAYMMH KoHLEHTpaluu ot 0,45 no 4,5 pg/ml.

3opasu undusudu

BroHanuuHOCTTa WM (apMaKOKHHETHKATA Ha KIAPHTPOMHLMH MeAMaTPHYHA CYCTIEH3HA Ca WICMEABAHM
NpH BB3PaCTHH W NPH neanaTpHudH naudenty. [lpoyupane ¢ efMHMYHA 1033 NPA BE3PACTHH MALMEHTH
YCTaHOBABA, 4e 001aTa GHOHANHMYHOCT HA NeAHAaTPUUHATa QOpMa € eKBHBAIGHTHA HINH MAJIKO [I0-TONAMA
OT Ta3u Ha Tabnerxara (no3MpoBKaTa C Besika oT TAX € 250 mg). Kakro npu tabnerkara, npUioxeHHeTO
Ha nepuatpuvnaTa Gopma ¢ xpaHa BOAM 4O Neko 3abaBaHe Ha Hauanoto Ha abcopGumaTa, Ho He
noenusea obwata GHOHANMMHOCT Ha KnapuTpoMuimH. CpasHurensute Cus, AUC u Tiz wua
KMapUTPOMULMH 3a nejuaTpuaHaTa dhopma (c xpaHa) ca 0,95 ng/ml, 6,5 pg uac/ml u 3,7 yaca, cpoTBETHO,
a 33 250 mg raGnetka (Ha rnanuo) ca 1,10 pg/ml, 6,3 pug yac/ml u 3,3 yaca, ChOTBETHO.

B mnpoyusaHe ¢ MHOTOKpATHM 034, OpPH KOETO Bb3pacTHH npHemar 250 mg XnapHTPOMMUMH
neJuaTrpH4Ha CyCrneHUMs Ha BCeKH 12 yaca, KpPBBHHTE HHBA B PABHOBECHO CBCTOAHWE NOYTH C€ AOCTHraT
no BpeMeTo Ha nerarta jo3a. DapmakoKHHeTHYHMTe NapaMeTpH CJIg] METATA 7033 KIAPHTPOMMLMH
neaHaTpuyHa cycrneHsut ca Cuax 1,98 pg/ml, AUC 11,5 pg uac/ml, Trex 2,8 yaca u Tin 3,2 waca 3a
knaputpomuia # 0,67, 5,33, 2,9 1 4,9, croteeTHO 32 14-OH-x1apHTPOMMLIMH.

[lpu 3apasu xOpa Ha riaaHO, THKOBHTE CEpYMHH KOHLIEHTPALHH Ce AOCTHTAT A0 JIBA Yaca Clejl OPaiiHo
nosupane. C b.i.d. nosmpane, kato ce w3nonspa Tabserka or 250 mg Ha BcekH 12 uaca, MUKoBHTE
CEPYMHH KOHLUEHTPALMH B PABHOBECHO CBCTOSHHE HA KIAPHTPOMMLIMH C€ JOCTHIAT 34 JB& A0 TPH NHH H
ca npubnusurenno 1 pg/ml. ChOTBETCTBALUKWTE MHKOBH CEPYMHH KOHUEHTpauH ca 2 go 3 pug/ml ¢ ao3a
500 mg, npunaraHa Ha Bceky 12 4daca. -

ENHMHHAUHOHHHAT FIONYXHBOT Ha KIAPHTPOMHIHMH € OKONC TPH A0 YETHPH
MpHiaraHa Ha Beeky 12 uaca, HO ce NMOBMILABA A0 MET A0 CENEM 4aca [pH 50 -
12 uaca, OcHoBHuAT MeTabomut 14-OH-KNapUTPOMHLMH AOCTHIa TIHKOBA KO q%



Beekd 12 yaca. Tlpu no3a 500 mg He Beeku 12 vaca NUKOBHMTE KOHIEHTPALIHH B PABHOBECHO ChCTOSHHE
Ha 14-OH-KnapaTpoMuIuH ca Masiko no-gucoku (10 1 pg/ml), a enuMHHAUMOHHUAT NONYIKMBOT € OKONO
ceneM daca. M ¢ aBeTe 103 KOHUEHTPAUMATA B PABHOBECHO CHCTOSHHE HA TO3M MeTaboMHT OGHKHOBEHO
Ce IOCTHIa 3a [1Ba N0 TPH AHH.

[pu6auzurenno 20% ot 250 mg opanua noza, nasana Ha BCekH 12 vaca, ce EKCcKpeTHpa B YpHHATA KATO
HENpOMeHeH KIApHTPOMHLUMH. Crien no3a oT 500 mg Ha scexkw 12 uaca ypUHHAETA EKCKpeuMs Ha
HEMPOMEHEHOTO H3XOJHO M1eKapeTBO € npubauzutento 30%,. BLOPeUHHAT KIHPBHC Ha KNAPHTPOMHLUMH
BCE NaK € OTHOCHTE/IHO HE3aBHCHM OT pasmepa Ha o3aTa U NpHOIA3HTENHO € paBeH Ha HOPMaTHATA
CKOpOCT Ha rTAOMepyAHa durrpanua. [naeHust metaoauT oTkpHBaH B ypuHara e 14-OH-

KJIAPHTPOMHIIMH, HA KOrOTO Ce Ab/xaT fombanutentn 10% no 15% or 250 mg vnu 500 mg npunoxena
A03a Ha Becekd 12 yaca.

Tayuenmu

Knaputpomuin 1 verosust 14-OH MeTabonur ce pasnpegenst 6bp30 B TEECHHTE THKAHH H TEYHOCTH,
KoHuentpauuute & texauure oGHKHOBEHO ¢A HAKOMKO MBTH NO-BUCOKH OT CEpYMHHTE KOHUEHTPALHH.
HpuMepH 3a THKAHHA H CEPYMHH KOHLEHTPALMH <A TIPEACTABEHH NO-A0AY:

KOHIOEHTPAIIUA
{cnen 250 mg ua Beexu 12 waca)
Tokau Cepym
BuA Tokan (ue/g) (ng/ml)
Cnusunga 1.6 0.8
Ban apob 8.8 1,7

[Ip¥ negMATPHYHH NALUHEHTH HYXJZEWM CE OT OPANHO AHTHOMOTHYHMO JieueHMe KNAPUTPOMMLHH
AeMoHCTpHpa nobpa GHOHWIMMHOCT ¢ (apMaKOKMHETHYEH NPodMa B CHOTBETCTBHE ¢ MPEIUUIHWTE
pe3y/NTaTH HpH BB3PACTHH, KATO C€ W3IMON3BA ChiNaTa cycneHsuoHHa dopmyna. PesynraTHre noxaspar
Obpsa ¥ eKCTeH3MBHA JieKapcTBeHa abcopbiKa NpH Jela B ¢ HIKTIOUEHHE Ha jieko 3af6aBsiHe Ha HAYANOTO
Ha afcoplumdra, xpasaTa M3rieXa HAMAa 3HAYMM ©(QEKT BBPXY JIeKAPCTREHATA DHOHATHYHOCT MAHM
dapmakokuueTHuHuTe npodiin. DApMAKOKMHETUYMUTE MAPAMETPH B pPABHOBECHO CHCTONHME,
JIOCTHI'HATH Clle]] AeBeTaTta j03a Ha reTun JeyebeH AeH, ¢a KakTo cJie/iBa 338 H3XOAHOTO NeKapCTBO: Cax
4,60 pg/ml, AUC 15,7 pg/uac/ml, 4 Tmax 2,8 uaca; kopecnionaupaigure croiteeocts 3a 14-OH merabonura
ta cwoteeTHO 1,64 pg/ml, 6,69 pg/yac/ml ¥ 2,7 uaca. ENHMMHAUMOHHHAT NONYXHBOT € OMpeaeneH
npubnuzurenso Ha 2,2 uaca 1 4,3 yaca, CHOTBETHO 3a HIXOIHOTO JIGKAPCTRO W MeTabonHTa.

B mpyro mpoyusane e nonyuesa uHdOpMauMs 3a NPOHHKBAHETO HA KIAPHTPOMHUMH B TEYHOCTT4 Ha
CPERHOTO YXO MpPH NAalHEeHTH CBC cpeneH oTHT. [Ipubausurento 2,5 yaca ciel nony4vasaHeTo Ha nerara
Aosa {(aosupoekara € 7,5 mg/kg ABa MuTH AHEBHO), Cpe/HATA KOHLEHTPALMA HA KIAPHTPOMHIMH € 2,53
HE/g TEUHOCT B CPEAHOTO yXo, & 33 14-OH meraGonuta e 1,27 pg/g. KoHueHTpaunnte Ha H3XOAHOTO
nexkapeTeo H 14-OH merabonura 06HKHOBEHO ca 1BA TETH NMO-BHCOKY OT CHLOTBETHHTE KOHLIEHTPALMY B
cepyMa.

Yeprodpobuo yepexcdane
KonuenTpauuute B paBHOBCCHO CHCTOSHME HA KIAPHTPOMHLMH MPH Xopa ¢ yBpefeHa depHoapoGHa
dyHKUMa He ce palIMMABAT OT Te3W NpPHU 3APABH HHAMBUAW, BCE TAK KOMueHTpauuwre Ha 14-OH-
KNapuTpOMHLIKH ¢4 NMO-HHCKH MpPH MalHMeHTH ¢ yepHoApobHO yBpexxaane. Hamamenoro Qopmupare Ha
14-OH-KnapUTPOMHIHMH Ce KOMIEHCHPA IOHE YACTHYHO OT MOBHIIEGHHE Ha Sbﬁpeqnm_,xnﬂp'buc H&

bvbpeuno yapexcoane

DapMakOKHHETHKAT Ha KIAPHTPOMMLMH CBILO € MPOMEHEHA NPH NaLye
@YHKUMA, KOMTO MOJMy4aBaT MHOTOKPaTHM NepopanHH no3a ot 500
HOMYKUBOYET, Crnax 1 Chin 38 KIAPUTPOMHLHH 1 Heropa 14-OH metabonut ca



ronsMa NpH xopa ¢ Gs0peyHo yBpeaaHe B cpaBHEHHE ¢he 3ApaBM HuguBuaH. CTeneHTa, 0 KOATO Te3H
NAapaMeTPH Ce pasHYaBaT, KOpefHpa cbC crTeneHTa Ha 0BROpeuHoTO YBpemaaHe, KONKOTO TO-TEKKO €
660peuHOTO yBpexkaaHe, TONKOBA I0-3HAYHMA € pazauKaTa (Bx. Touka 4.2),

Iayuenmu & cmapyecxa 6vapacm

B cpaBHHTeNnHO M3NKTBaHE HA 3APABH MIASM XOpAa M 3PAaBH JTHUA B CTAPUECKA BBL3PACT, NOMYHABAILHA
MHOTOKpPaTHM fiepopaitn 103k 500 mg KIapUTPOMMLIHH, UMPKY/IMPALLKTE TU1A3MEHM HHBA Ca TIO-BUCOKH,
a STHMAHALKATA e n0-GaBHa B MO-BB3pacTHaTA rpyna B CpaBHEHME ¢ NO-Mnazata rpyna. Bee nak Hama
pasnHka MeExAy /[BeTe rpymM, Korato OnOpednusT KAMPHHC HA KIADUTPOMMUMH Ce KOpenawpa ¢
KPEaTHHHHOBHA K/IMPBHC. 3aK/IIOYEHHETO OT TE3H Pe3Y.TATH €, 4e BCSKH eeKT MPH H3MON3BAHETO Ha
KJIAPMTPOMHLIMH € CBbp3aH ¢ 6r0peyHaTa ByHKIMA, a He C BBIPacTTa Ha HALHEHTA.

Hayuenmu c muxobaxmepuanuyu ungexyuy

KoHUgHTpalHTe B PpaBHOBECHO CBCTOSHHE HA KIAPHTPOMHLMH M 14-OH-K1apUTPOMHLMH,
Hab/MoaBaHH CIeN NPHIOKEHHETO Ha O6HuaiHK Jo3u npH mandenTn ¢ HIV undexuns (tabretxu 3a
BEIPACTHHTE; TPAHYNH 34 CYCHEH3HA 3a Jelia), ca nogoOHH Ha Te3d, HabIopaBaHH OpH 3ApaBM
HHAMBHAH. Bce mak npw mo-pucokuTe 103W, KOHTO Morar ga GeaaT Heobxogumu 3a neveHMe Ha
MHKODaKTEpHANHUTE HHEKUMY, KOHUSHTPALMKMUTE Ha KNAPUTPOMMIIME MOTaT Aa GBAAT 3HAMMTENHO Mo-
BHUCOKM OT Te3H HabmoaaBaHu NpH o0HuaiHuTe JO3H.

Ilpyu pena ¢ HIV undexumd, npuemamm 15 o 30 mg/kg/nen KIAPHTPOMHLIMH, pasfielieH B ABE AO3H,
CTORHOCTATE HA Cpax B PABHOBECHO CBHCTOSHWE OGMKHOBEHO Bapwpar oT 8 ;o 20 pg/ml. Bee max ca
HabmonasauH H CToiHOCTH HA Cnex 40 23 pg/ml npu HIV-undexTHpanH neguaTpHyHH HALMEHTH,
npuemaiud 30 mg/kg/nen, paszeneHd B Be OTASNHHM [03H KATO KNApHTPOMHLMH TNEAHATPHYHA
cycniensud. EnMMHHAUMOHHHTE MNONY)XMBOTH H3IVIEXAAT YABDKEHH [OpH Te3H NO-BHCOKH [O3H B
CpaBHEHHE ¢ Te3u, HabMmogaBaHK MPH o6MualNKTE 1034 MPH 3ApPaBH HHIMBHIH. [10-BHCOKUTE MIAIMEHH
KOHUSHTPAUMH W OO-ALArWTS eNMMWHALMOHHW TIONYXUBOTH, Habi0NaBaHW TPH Te3n HO3M, ca B
CHOTBETCTBHE ¢ H3BECTHATA HEJTHMHEHHOCT Ha PAPMAKOKMHETHKATA HA KIIAPHTPOMHLIUAH.

5.3 Hpeaxanuuaua paunu 3a Gezonachoct

Ipoyupahiva 3a O0CTpa H MOAOCTPA OPanHE TOKCHYHOCT

Octpure opanan LDsp CTOHHOCTH Ha KN2PHTPOMHLMH CYCHEH3HA, IPUIOKEHA HA TPHAHEBHH MHUIKH, Ca
1 290 mg/kg 3a Mxku M 1 230 mg/kg 3a sxkencku. LDso cToiiHOocTHTE npH TpHaHeBHN wrbxose ca 1 330
mg/kg 3a Mbkkd 1 1 270 mg/kg 3a wenexu. 3a cpasnesue, LDsp3a opanto NpwiokeH KIapUTPOMMLIMH &
oxono 2 700 mg/kg 3a BE3pACTHH MHWIKK H okono 3 000 mg/kg 3a BL3pacTH furbxore. Te3n pesynTaTu
ca B CBOTBETCTBHE C APYrM aHTHOMOTWIM OT MEHHLUTMHOBATa rpyna, LedaiocmOpHHOBATA Ipyna u
MakKpoJuJiHaTa rpyna ¢ tosa, 4¢ LDso 06HMKHOBEHO € Mo-HHCKA NpH MAAM KHBOTHH, OTKOJIKOTO IIpH
BB3PACTHH.

{Ipy MHIUKH K [LTBXOBE TEJNECHOTO TEIVIO € HAMaJ€HO WK HETOBOTO NMOKAYBAHE € MOTHCHATO, a
CYKATENHWAT petnexc M CNOHTAHHHTE NBIDKEHHS ¢& MOTHCHATH Npe3 IThPBMTE HAKOJAKO OHH Chen
HeKapCTBEHOTO MPHIOXKEHHE. AYTOTICHA Ha »KHBOTHHM, KOMTO ¢a YMpeiH, NOKA3Ba ThMHO-Y€pBEHHKABH
Genn apobose npu MumKM U Okono 25% npu nIbxoBe; 3a NALXOBeTe, TpeTupann ¢ 2 197 myp/kg wnn
MOBeYe KMAPUTPOMHIMH CYCHEH3HA, CHINO e 3abens3aHo, Y€ MMaT 4YePBEHMKABO-4epPHO BEHIECTBO B
yepBara, BEPOSTHO Mopaau KbpBeHe. CMBPTTa Ha TeaH XKHUBOTHH CE CYMTA, Y€ C€ ABLIDKH HA W3ITOIIEHHE,
KOETO € pe3ynTar oT NOTHCHATCYKATENIeH pedieke WM KbpBeHe OT Yeppara.

Ha mupxome npenu orbuBaHeTo (HA BBL3pacT MeT AHM) € MPHIOKEHA KIapUTPOMHLIHH cycnenanomia
¢opma 3a ase ceamuny npu Aosu ot 0, 15, 55 u 200 mg/kg/nen. JKuBoTHUTE OT P e 2 >
HMaT HaMaleHO NOKA“BAHE HA TENECHO TErNIo, HAMAJICHH CpeAHH CTOHHQUAT W ICAQEIdGUH |




4eCTOTa Ha 5bOpeyHH fleaun NpH KUBOTHH OT Tasu neuebHa rpyna, Josuposkara ,.6e3 TokcuyeH edext”
3a ToBa MpoyusaHe € 55 mg/kg/neH.

[TposeaeHo e mpoyusane 3a mepopanya TOKCWYHOCT, MPH KOETO HA MAaAM TUTBXOBE & MPHWIOKEHA
KNapHTPOMKLIAH CYCIIEH3MA 33 LMECT CeaMMIM npi AHeBHH nozupoku or 0, 15, 50 u 150 mg
Gaza’kg/nen. Hama cMBPTHH chyuyaw, a eMHCTBEHMST HabGmoJaBaH KIHHWYEeH Oeler, e NOBHIICHA
CanyBAHA IMPH HAKOM OT JKHBOTHHTE ¢ HaH-BHCOKATA JO3MPOBKA OT €AWH [0 JBa 4Yaca cheq
NPUIOKECHHETO TI0 BpeMe Ha MOCTEAHMTE TPH CeAMMUM OT JedeHdeTo. [InnxoBere oT Ao30Ba rpyna
150 mg/kg MMaT nO-HHUCKO CPeAHO TENECHO TErNo Mo BpeMe Ha ITBPBHTE TPH CEIMHIM H € 3abena3aHo, ue
MMAT MOHIDKEHW CPeAHW CTOHHOCTH HA ceépyMeH anGyMHH H MOBHIIEHO OTHOCHTENHO 4YE€PHOApPOGHO
TErJI0 B CPABHEHHE C KOHTPOJMTE,

He ca oTkpuTM Makpo- MIH MHKPOCKONCKM XHCTOMATOAOTMYHM NPOMEHM, CEBPIAHH C JIEYEHHETO.
Hosuposkara ot 150 mg/kg/neH BOaM A0 Jeka TOKCHYHOCT B TPETHPAHKMTE [LTHXOBE M € CUETEHO, Ye
»l03Hposkarta 6e3 edext” e 50 mg/kg/nen.
: .

Mnazy kyueta or noposia GUTEA HA BB3PACT OT TPM CEAMMUM C& TPETHUPAHK OPANHO BCEKHM ASH 34 YETHPH
ceamui ¢ 0, 30, 100 unm 300 mg/kg KNApHTPOMULHH, NOCTENBAHO OT YETHPUCEIMHYEH MEPHO/ Ha
BB3CTaHOBABaHE. HAMA CMBPTHM ciydau H He ca HabmoaaBaHH MPOMEHH B OBLWIOTO CHCTOAHME Ha
KHBOTHHTE. AYTONCHATA He MOKa3Ba AHOMANHH. IIpH XHCTONOrHYHO H3CNEABAHE CBC CBETIHHHA
MHKPOCKONHA ca HabmopaaBaHH MacTHHM OT/IaraHWs B LEHTPosoGY/apHHUTE XeNaTOUMTH M KIEThYHa
HHOQUNTPAUKA HA MOPTANHHTE 30HM, M € OTGENA3aHO YBE/NHYaBaHE HA XCHATOLENYNAPHHTE MACTHH
Kank4yl§ 4pe3 eNeKTPOHHA MHKPOCKONMA B Ao30BaTa rpyna 300 mg/kg. CueteHo e, ue TokcHYHATa 1038
NpH M1 Ky4era OT fopoga 6uren ¢ no-sucoka ot 300 mg/kg, a ,ao03Hposkara Ge3 edexr” - 100

mg'kg.

DepTHIHOCT, PEPONYKLIHA K TEPAaTOrCHHOCT

[NpoyuBanns 3a GepTHNHOCT M PpeNpOAYKUMA NOKA3BAT, He JHEBHH J03UpoBkH ot 150 no 160 mg/kg/nen
APH MBXKKH M JKEHCKH IJIBXOBE HE NPEAH3BHKBAT HEekeNaHd e(eKTH BbpXYy [ONOBHA LMKBI,
{epTHAHOCTTA, paKAAHETO H 6POA W MU3HEHOCTTA HA MOTOMCTROTO. JIBe NPOYUBAHMA 33 TEPATOTCHHOCT
¢ mbxoBe Wistar(p.o) u Sprague-Dawley(p.o. v i.v.), eqHO npoyupate ¢ HOBO3ENAHACKH GenH 3alium u
€lHO MNpoy4YBaHe C MalHMyHM MaKak He JEMOHCTPHPAT, KAKBATO H Aa ¢ TEPAaTOreHHOCT HA
KIapHTPOMHLMH. CaMo B €IHO JOIBIHMTENHO NpOyYBaHe ¢ IUIbXOBe Sprague-Dawley npH nofoGHH
D031 W NPAKTHYECKH MONOGHM YCIOBHA Ce OTKPHUBA MHOTO HMCKA, CTATHCTHYECKM HE3HAUHMA HECTOTA
(npuGnusuTenHo 6%) HA CHPACYHO-CHAOBH AHOMANHHM. Te3H AHOMANMM HITNEKAA CE JB/DKAT Ha
CTNIOHTAHHA EKCIIPECHA HA NeHETUYHKM POMEHH B KOMOHHMATA. J[Be mpoy4BaHHS ¢ MHIUKH CBILEO MOKA3BAT
npomeHnuBa yecToTa Ha LenHato Hebue (3 g0 30%) cnex nosw 70 ObTH Haa rOpHATA IPaHHUA HA
obuvaiiHaTa AHEBHA KNMHUYHA 033 Upu xopa (500 mg b.i.d), Ho He u npu 35 nBTH MakCHManHaTa
AHEBHA KITHHHYHA /1032 MPH XOpa, KOETO NPpeAnoNara MaiyHHAa H (eTajHa TOKCHMHOCT, HO He
TepaTOreHHOCT.

3a KNapUTPOMHLIMH € YCTAHOBEHO, Ye NPUYKHABA 3ary6a Ha eMOpHOHa OPH MaliMyHH, KOTaTo ce mpuiara
MpHOAH3KTENHO ReceT ITBTH Haj FOpHAaTa rpaHuLa Ha oOwuaiinara aHeBHA Jo3a npH xopa (500 mg apa
NBTH JHEBHO), 3ano4eaitkH ot 20 rectaumoHen aeH. To3n edekT ce oTAaBa Ba MaliuMHA TOKCHYHOCT Ha
JIeKapeTBOTO NPH MHOT'O BUCOKH 103H. JIoMBIHKTENHO npoyuBaHe ¢ HpeMeHHH MaliMyHH OpH AO3HPOBKH
npubnu3mTeNnHo 2,5 10 5 MBTH MAaKCHMAJHATA IUIAHMpPAHA AHeBHa J03WPoBKa orT 500 mg ABa mbTH
AHEBHO HE MIOKA3Ba YHWKANHA ONACcHOCT 3a MNoAAa.

ZomuHaHTeH neTafeH TecT npH MHUIKH, Ha KoMTo ce maeat 1 000 mg/keg/nen (npuﬁnuamenuo 70 meTH
MAaKCHMA/IHATa IHEBHA KIIMHHYHA 21032 NIk xopa ot 500 mg ABa MBTH AHEBHO) € BHIANTY FRASATe/IeH 3a
MyTareHHa aKTHBHOCT, a4 B CerMeHnT | npoyusaHe HAa [UTBXOBE TpeTHpaHy &) g/ Kg/ neH
(npu6nusuTento 35 MTH MAKCHMANHATA AHEBHA KIMHKHYHA 1033 NPU XOpa ot, FO
32 80 AHM, He e MOKA3aHO JOKA3ATENCTBO 32 (YHKUHOHAIHO YBpEKAaHE |
ABIDKAWO CE HA TA3H NPOAB/DKHTENHA €KCIIO3HIMA HA Te3H MHOTO BUCOKH /107




MyrareHHOCT

H3ebpineHH ca mpoyuBaHHA 3a OleHKa Ha MYTAIE€HHHA NOTEHLMAN Ha KNapHTPOMHMLIMH, XaTo Ca
H3NON3BAHH HEAKTHBHM M AKTHBHPAHH MMIBIIH YEPHOAPOOHM MHMKPO3OMHH TECTOBE CHCTEMH (Tecr Ha
Ames). PesynraTure oT Te3u npoyusaHus He NPEeoCTABAT FOKA3ATENCTBO 32 MYTAr€HEH IOTEHLHAI MPH
NEKAPCTBEHH KOHUEHTPAUMK OT 25 ng/nerpuba nanWuka MNM No-HUCKM. TlpM KoHUeHTpauua or 50 pg
JICKApCTBOTO € TOKCHYHO 32 BCHUKK M3CJIeIBAHH IIAMOBE,

6. CAPMAIEBTUYHU NAHHA
6.1 CnMcBK HA NOMOIIHHTE Bel{ecTBA

Coerae Ha rpaHyavTe ¥ ofBuBKaTa
Kap6onon kapbomepu

[Nosupon

Xunpomenosa

Puumuoso Macno

TM NOMOLUHH BEUIECTRA
3axaposa

Cunuuues arokcuy
KcanrauoBa ryma

Kannes copGar

JlumMoHeHa KuCenHHa
Manronpexctpun

TuTanoB AHOKCHA

ApoMar Ha NIOAOB MyHIU

6.2 HechbemecTHMOCTH

Henpunoxumo,
6.3 Cpox Ha rogaoct

Knaumn 250 mg/5 mi rpanynu 3a nepopanua cycrensus - 2 FOOHHH.
Benuwx npurorsena, nepopanuara cycrienaust Knauua Moxe 1a ce ynorpefasa B pamkure Ha 14 qHu.

6.4 Croeunanny ycJI0BHA HA ChXpAReHME

He ce uanckear crneunaniu ycnoBusa Ha chXpaHeHHe.
Ha ce cbxpansaBa B OpUrHHANHATA ONIAKOBKA.

6.5 Bua M chanpKanHe HA ONAKOBKATA

I'panynn 3a nepopanHa cycrneHsus ca nocrasenu B 6yTuiika or HDPE - 60 ml.

Besika GyTiika € mocTaBeHa B KapTOHEHA KyTHS, MPHADY)KEHA ¢ MEPHTE/IHA JILAKHUKA WK CNIPHHLIOBKA M
JIHCTOBKA.

He BcHyky BUAOBE onaKoBkH MoraT Aa 6baaT NycHaTH B poaakGa.

6.6 Cnenuanun npeanasnn MEpKH NpH H3IXBhpasHe # pabora

[puroTedHe Ha NepopanHaTa CyclieH3ns

KbM rpanynute 8 Gyrwikara ce f06aBs Bofa 0O MepuTeNHaTa JMHUA, OTGe i

OyTtunkara. Pasknama ce GyTiikaTa A0KaTo ce HoMyuH cycnensusTa. Jia ce usbila
NPOABIKHTENHO padknaiiaHe. OOHKHOBEHO Cel TBPBOHAYATHOTO A0OaBsHE



nomy4aBaHe Ha CyCNEH3HA, HHBOTO Ha BOJIATA CMaja NoJ MepuTenHata quHua. [lopaau ToBa Moxe ja e
HeoOXOAHMO /12 Ce IOMBJIHH ¢ BOJA, TOYHO JO CHILATA MEPHTENHA JIHHHA, 3 fIa Ce JOCTHTHE XKeJaHaTa
KOHUEHTpAUKA Ha aHTHOMOTHKA B KpaiHaTa cycnieHzus. 5 ml oT Taka NPHrOTBEHATA CYCIIEH3MS ChABPKAT
250 mg wnapurpomuume. Jla ce paskiaiua npenau BCAKa riocleaBauwia ynotpeba ¢ Lem fa ¢e OCHIYpH

pecycneHaHpaHe.

Heusnonseanuar nexapcTBeH npORYKT MM OTOATBLYHHTE MATEPHANH OT HETO TPAGEA /12 c& HAXBLP/IAT B
CBOTBETCTBHE C MECTHHTE M3HCKBAHHA.

7. NPHATEXATEJ HA PABPEIIEHHETO 3A YIIOTPERA

Maiinan EOOJ]

Otbne crpana ,,Cepanka oducu*

6yn. CutnakoBo Ne 48, er, 7
1505 Codusn, Brarapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Perucrpauyonen nomep: 20050512

9. JMATA HA IOBPBO PA3PEMIABAHEMIOAHOBSIBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Jlata na mepBo paspeinaBane: 26 okromeps 2005 r.
Hara na nocieano noaxosssaue: 2 despyapu 2011 r.

10.  JATA HA AKTYAJIM3MPAHE HA TEKCTA
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