KPATKA XAPAKTEPHCTHKA HA NPOAYKTA

1. HME HA JEKAPCTBEHMA NPOAYKT

PosyBacTaTii/Aleruacanuuniosa kucennHa Anamen 5 mg/100 mg TBepauM Kancyny
PoszysacTaTur/AueTHncanumnosa kuceauna Aupamen 10 mg/100 mg Tebpau xancynu
PosyBacraTun/Auernncanuumnona kucenmuHa Anamen 20 mg/100 mg

Rosuvastatin/Acetylsalicylic acid Adamed 5 mg/100 mg hard capsul¢Koamx
Rosuvastatin/Acetylsalicylic acid Adamed 10 mg/100 mg hard caps ﬁ”
Rosuvastatin/Acetylsalicylic acid Adamed 20 mg/100 mg hard caps fl@t—e——mm—m—s =2t ens L LA TL YA Y E
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2. KAYECTBEH H KOJIHMECTBEH CBCTAB

5 mg/100 mg: Bcaka TEbpAa Kancyna ChaAbLPXa 5 mg po3ysacTaTuH (rosuvastatin noa ¢opmara Ha
po3yBacTraTHH Kanuuii) H 100 mg aneruncannuunopa kucenusa (acetylsalicylic acid).

10 mg/100 mg: BcAka TBLPRA Kancyna ceabpka 10 mg po3ypactaTuH (rosuvastatin noa ¢popmara Ha
po3yBacTaTHH Kanuui) 1 100 mg aneruncanuuunopa kucenunHa (acetylsalicylic acid).

20 mg/100 mg: BcAKa TBBPAA Kancyna cbabpxa 20 mg po3yBacTaTHH (rosuvastatin non ¢opmaTa Ha
po3yBactaTyH Kanuuii) 1 100 mg aueruncanuuunosa kucenuna (acetylsalicylic acid).

TTOMOLIHH BELeCTBa ¢ H3BECTHO AeHCTBHE:

Bceaka TBbpAa kancyna oT 5 mg/100 mg chabpxka 25,92 mg nakTo3a MOHOXHAPAT, BHXKTE ToO4KA 4.4,
Bcesika Tebpaa kancyna ot 10 mg/100 mg cbaspka 51,84 mg nakTo3a MOHOXHApPAT, BHXTE TOUKE 4.4,
Bcaxa Tebpaa kancyna ot 20 mg/100 mg ceaspxka 103,68 mg naxroza MmoHoxHapar, sHkTe TOUKA 4.4,

3a NBbAHKA CITUCHK HA TOMOLIHMTE BelleCcTBa BHXKTe TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tebpaa xancyna

5 mg/100 mg: TBBEPAY KENATHHOBH KANCYNH pasMep 2 ¢ 6An10 HEMpPO3payHO TANO W ThMHO3ENeHa
Henpo3payHa xanauka. Bedka xancyna coappxa eaHa 64na mny novru 6sna apoiiHOM3IMbKHANA
enuncosHAHA HeoOBHTA TAbNETKA aLeTHICANTKLIMIOBA KHCE/IMHA W eIHA PIWIMHpaHa KadaBa
ABORHOM3ITLKHANA Kpbrna TabeTka, ChLAbPXKAIA 5 mg pO3YBACTATHH.

10 mg/100 mg: TBBPAHK XKENATUHOBM KaNcyNnH pasmep | ¢ 0410 HENMPO3PAUHO TANO € YePeH HAAMHUC
“ASA 100” u ceeTnoseneHa Henpo3payHa Kanayka ¢ yepeH Haanuc “RSV 10”. Beaka kancyna
ChObPXa eaHa bana unu noutH Hana ABOHHON3INBKHANA ENHITCOBUIHA HeobsHTa TabneTka
AUCTIWICAHLIAIOBA KHCENTHHA U e/1Ha PHUIMKpaHa Kadaea NBOKHOM3INbKHANA Kpbria Tabnerka,
cbabpxaina 10 mg po3yBacTaTHH.

20 mg/100 mg: TBBPAK KENATHHOBH Kancynu pasmep 0 ¢ 6410 Henpo3payHo TANO C YEPEH HAIIHC




KucenuHa u Jipe Gunmupain kapsasy ABOHHOUIITBKHANM KPBIIH Tabnerxy, cpaspxamy no 10 mg
PO3YBACTATHH.

4, KJHHHYHHA JAHHH

4.1 TepaneBTHYHH MOKAIAHHSA

Po3syBacTaTur/ANETUNCATHLIMAOBA KUCENHHA AlaMell € NpeIHAazHaueH 3a BTOPHYHA NPEBEHLIHA Ha
ChPACYHOCHAOBH CHOHTHSA MPH BL3PACTHH KATO 3AMECTHTEN HA NPHNAraHeTO HA JABETE aKTHBHH
BEILECTBA Nnoa ¢opMaTa Ha OTAETHH JEKAPCTBEHU NMPOLYKTH [IPH NALHEHTH, YHETO CHCTOAHHE €
OBJTAZIHO B AOCTATHYHA CTENECH Ype3 EAHOBPEMEHHOTO UM NpHiaraHe B ChLIWTE TEPANEBTHYHH HO3H.

4.2 Mo3npoBxa 4 HAYHH HA NPUIOKEHHE

Jo3upoBKa

Bh3apactHu

[IpenoprunTenHaTa no3a Po3yBacTaTHH/ALETHICATMUNIOBA KHCENHHA AIaMeN € €IHA Kancyna
JAHEBHO,

DuxcupaHaTa 103082 KOMOHHALKA HE € NOAXOAAILA 32 3aN0YBAHE HA TEPAIHS.

[Ipenu aa npeMHHAT Ha Po3yBacTariH/AUETHICATHIMIOBA KHCEMHHA AIaMell ChCTOAHHETO HA
NALKHCHTHTE TPAOBA 12 € 3aI0BONHTENHO OBJTANAHO C MOCTORHHU J03U OT MOHOKOMITOHEHTHTE,
NpHEMaHH CAHOBpeMeHHO. [lo3aTa Ha PosyBacTarns/ALETHICAIHUWIOBA KHCEHHA AlaMeR TpabBa
Aa ChOTBETCTBA HA JO3UTE HAa OTHOEHHUTE ChCTABKH OT KOMOMHALMATA KbM MOMEHTA Ha
NPEMHHABAHETO KbM KOMOHHHPAHNA MPOAYKT.

AKO NO HAKaKBa NPHYHHA CE HANMara NPOMAHA B 103aTa Ha HAKOE OT aKTHBHHTE BELIECTBA OT
dukcupaHara KOMOHHALMA (Hap. HOBOAKAIHOCTHLMPAHO CBBbP3aHo 3abonsBaHe, NPOMSHA B
CHCTOAHHETO Ha MAUMECHTA UMY MOPaAH IEKAPCTBEHO B3aMMOAEHCTBHE), ONPEAeNAHETO HA HOBATa
JI03UpOBKa TpaOBa fa ce U3BLPIIA YPe3 H3NON3BAHE HA 1EKAPCTBEHH NIPOAYKTH, ChAbpPKALIH
AKTHBHHTE BELLECTBa MOOTAETHO, 2 HEe BbB PHKCUpaHA KOMOHHALIMA.

[TIauMEHTH B CTapuecKa Bh3pacT
He e HeoOxonuma KopexL#sa Ha A03aTa.

IauveHTH ¢ 6B0peyHo yBpexaaHe

I1pn nauneHTH ¢ nexo Wi yMepeHo 6p6pevHo yspexaaHe He e HeobxoauMa KopeKLHd Ha A03aTa.

Ynotpebara Ha Po3yBacTaTHH/ALETUACANHUIIOBA KHCENTHHA AZlaMe/]l TPH NMALHEHTH C TEXKO
01p0peuHo yBpexaaHe € NPOTHBOMOKA3HA BhB BCUUKH 1034 (B, Touka 4.3 M Touka 5.2).

[MallMeHTH ¢ YEPHOAPOOHO YBpeKIaHe

Ynorpebara Ha Po3yBacTaTHH/ALCTHICANALMNOBA KUCENTHHA AJaMe MPH NEUHEHTH ¢ TEXKO
YepHOAPOOHO YBpeAaHE € MPOTUBONOKa3HA BbB BCHUYKH M03H.

ITpn nmaumneHTH C oLIeHKa 7 TOMKH WaH NO-Manko Mo ckanara Ha Child-Pugh He e Habnronasana
MOBHILEHA CHCTEMHA E€KCIO3MLUA Ha po3yBacTaTHH. [ToBHILEHA CHCTEMHA €KCNO3HLIHA €
HabnionaBaHa NpH NauHeHTH ¢ oueHka 8 WK 9 Touku no ckanara Ha Child-Pugh (Bx. Touxa 5,2)-Fip¥




JaHHM 3a NalUeHTH ¢ oleHKa Haa 9 rouxu no ckanara Ha Child-Pugh.
Po3yBacrarnH/ALeTHURCATHLUMAOBA KHCENHHA AlaMEll € NPOTHBOTIOKA3AH NMPH NALUMEHTH C aKTHBHO
yepHonpobHo 3abonspaHe (BX. Touka 4.3).

ETHHYECKH paznuyns
INpy naumMeHTH OT asHarckara paca ce HaboJaBa NOBHILIEHa CHCTEMHA EKCMNO3ULIMA HAa PO3YBACTATHH

(Bx TOuKa 5.2).

[‘eHeTHYEH NOAHMOPDHUIBLM
H3pecTHO e, 4e onpeaeieHH BHAOBE NEHETHYUECH NONUMOPPU3IBM MOraT Ja AOBEAAT N0 NOBHILICHA
€KCTIO3ULINA HA PO3YBACTATHH (BXK. TOUYKA 5.2). 32 NauMEHTH, 33 KOHTO € H3BECTHO, Y€ HMAT

MOJIMMOPGH3IBM OT TE3H BUIOBE, C€ NPENOPbYBA NQ-HHCKA THEBHA 034 Ha PO3YBAaCTaTHH.

ChObTCTBALIA TEPANHA

Po3sysacraTtiH e cydcTpar Ha pasnuyHu TpaHcnoprHu nporeuau (Hanp. OATPIB1 v BCRP). Puckst
OT MHORATHA (BIJTIOYHTENHO pabaoMHONN3a) Ce NOBHINIABA, KOTATO PO3YBACTATHH CE NpUara eaHo-
BPEMEHHO C ONPEACNICHH JEKAPCTBEHH NMPOAYKTH, KOMTO MOTaT a MOBKINAT IUIa3MEHAaTa KOHLIEHTpa-
LIHA HA PO3YBACTATHH NOPAaaH B3aUMOJEHCTBUA C TE€3U TPAHCTIOPTHH NPOTEUHH (HANp. UMKNOCMIOPHH U
onpeaeneHy nporeasHd HHXHOUTOPU, BKAIOUHTENHO KOMOHHALIMH HA PUTOHABHD C aTa3aHaBHP, JIOTIH-
HaBMp W/WNH TUNIPAHABMD; BX. TOUKH 4.4 1 4.5). BbB BCHUKH TakuBa clyuau TpabBa aa ce 0OMUcu
ynoTpe0aTa Ha aTTEPHATHBHH JICKAPCTBA, AKO € BE3IMOXKHO, M MPH HEOOXOAUMOCT - BpEMEHHO MPEKbC-
BaAHE Ha TepanuiaTa ¢ po3yBaACTaATHH. B ciiyvall, ye eAHOBpeMEHHaTa ynoTpeba Ha Te3H TEKapPCTBEHH
NMPOXYKTH C pO3yBACTATHH € HEU30CKHA, ¢ HeoOXonUMa BHHMATETHA NPELCHKA HA NOJ3aTa ¥ PUCKA OT
eIHOBpEMEHHATa Tepanui H KOPEKLMA Ha A03aTa Ha po3yBacTaTUHA (BX. Touka 4.5).

[1o-BHCOKH A03H AUECTHNCANHUHNOBA KHCETHHA MOraT a HaMansT SnaronpuaTHHs edexT Ha
pPO3YBacTaTHH Y 3aToBa TpAOBa Ja ce u36area NpHEeMLT Ha AOMBIHUTENHH R03H ALETHICATHLIHNOBA
KHCenmuHa (B, Touka 4.5).

IHeduampuwna nonynayun

besonacHocTTa H €PHUKACHOCTTA HA PO3YBacTaTHH/ALETIICATHUKIOBA KHCETHHA TIPH AELA H FOHOLLH
Ha Bb3pacT nod |8 ronHHH He ca ycTaHOBEeHH. PO3yBacTATHH/alleTHICATHLIHNIOBA KHCEJIHHA HE Ce
npenopbusa 3a ynorpeda nNpH NanueHTH Ha Bb3pacT nold | 8 roauHm.

Ha4uHH Ha npHaoKeHHe
Po3yBacTaTHH/ALECTIWICATHLIIORA KHCETHHA AlaMEl MOXKE J1a Ce NPHEMa NO BCAKO BPEME HA ICHA H
TpsaGBa na ce npuema ¢ XxpaHa. Kancynure Tpa0sa ia ce rbATaT ¢ FOAAMO KOJHYECTBO TEYHOCT H HE

TpabBa na ce TLBYAT.

4.3 [IIporasonoxazanus

CBBbp3aHHU CbC ChABPXKAHHETO HE PO3YBACTATHH:

- AKTHBHO 4epHOAPOOHO 3a80nABaHe, BITIOYUTENHO NPOABLKHTENHO MOBULIEHH CEPYMHH
TPaHCAMHHA3H C HEH3ACHEHA NMPUYHHA M BCAKO NOKAYBAHE HA CepYMHA TpaHCaMKHA3a HAl 3 MBETH
Haja ropHara rpaHyua Ha Hopmara (I'T H).

-  Texxo 6m0peuHo yBpexaaHe (KpeaTHHHHOB KNHPBHC < 30 ml/min).

-  Mmuonarus.

- IlpH nanmenTH, NpUeMally eAHOBpEMEHHO codocCyBHp/BennaTacBHp/BOKCHIAMPEBHP (BX. TOUKA
4.5)

- EaHoBpeMeHHO ne4YeHne ¢ UMKIOCITOPHH




- bpeMeHHOCT, KbpMeHE H KEHH B AETEPOAHA BB3PACT, KOWTO HE M3NON3BAT NOAXOMALLM
KOHTPALENTUBHH MEPKH.
- CBpBXYYBCTBUTENHOCT KbM PO3YBACTATHH.

CBbD3aHH ChC CHABDKAHHETO HA alleTHICANTHLIMIORA KNCE/IHHA:
-  CBpPBbXUYBCTBHTENHOCT KbM aLCTHICATHLIMAOBA KHCENHHA. CBPBLXUYBCTBHTEHOCT KbM

HECTEPOHJIHA NpoTHBORB3NAnUTeNHH cpeactea (HCIIBC); naumeHTH ¢ acT™Ma, pUHMT U Ha3aHH
NONHKMH; NALKWEHTH C MPEAIECTRALLA MACTOLINTO34, NMPH KOUTO ynoTpedaTa Ha aleTHICAIHIIMAOBA
KHCEJIHHA MOXKe Ja TPEAN3BHKA OCTPH peakiii# HAa CBPBXYYBCTBHTENHOCT { BKNIOYHTENHO
LIMPKYMAaTOPEeH LIOK ChC 3a4epBABaHE Ha JIHLICTO, XHITOTOHKA, TAXHKAPAHUA K MOBpPBILAHE).

- AKTHBHA NenTHYHA A3Ba WIX aHAMHE3a 33 peLIHAHBHpalla NENTHYHA 9384 W/ UK
CTOMAUICH/YPEBEH KPbBOU3NIHB, WIN IPYTrO KbPBEHE KaToO Hanp. MO3b4YHH KPbBOH3NHBH.

-  XeMoparu4Ha JHaTe3a, HapylLIeHHA Ha KPbBOChCHPBAHETO Karo Hanp. XeMODHIHA H
TPOMOOLIHTOMEHHS.

-  Texko uepHoapobno wik 6BOpeuHo yBpeKaaHe.

- Texxa nexoMIeHCHpaHa ChpAevHa HEAOCTATHYHOCT.

-  ¥Ynorpeba Ha MeToTpekcar B 2031 > 15 mg/ceamuna (Bx. Touka 4.5).

- Ho3u > 150 mg aueTHacanMunnoBa KHCeINHa Ha I€H Npe3 TPETHA TPHMECTbP Ha SpeMeHHOCTTa
(BXK. TO4Ka 4.6).

Cebp3ali ¢ Po3ypacraTHH/ALETHACANNINMAOBA KHCENHHA AJaMel:

- CBpBXYYBCTBHTENIHOCT KbM HAKOE OT NOMOILIHATE BEWLECTBA, H36poeHH B TouKa 6.1.

Po3yBacTaTHH/A LETHACATHUMIOBRA KHCENHHA AlaMe/] ChABDXA COEBO MACHo.
AKO CTe a1epruiHH KbM QBCTBUM WIH COSA, HE H3MOA3BANTE TO3H IEKAPCTBEH NPOAYKT.

4.4 CrnenHaNHH NpeaynpexXIeHHN H MPEANAZHE MEPKH NPH ynotpeba

PosyBacTaTyu
Edexryn pppxy Onbpeuure

I1py nauxeHTH, IeKyBaHH ¢ N0-BHCOKH 034 PO3YBACTaTHH, NO-KOHKPeTHO 40 mg, e Habmonasana
IPOTEUHYPHA, YCTAHOBEHA YPE3 H3C/IEABaHE C TECT-NEHTH, KOATO € Ouna npeanMHO ¢ TYOyneH
MPOU3XOI H IPEXOAHA WIH HHTEPMHTEHTHA B MOBEYETO cny4an. He e mokazaHo npoTeHHypHATa 1a e
NPH3HAK Ha OCTPO MIHK pa3BHBalll0 ¢e OnbpeyHo 3abonanane (BXK. Touka 4.8). YecToTaTa Ha
cho0lLABAHMTE CEPHO3HH HEKENAHH PeakUMH, 3acaraut 6b0pettnre, € no-BUcoka Npu xo3a 40 mg.

€KTH BbPXY CKEIIETHATA MYCKY/
[Tpu nauMeHTH, NTeKyBaH# ¢ pO3YBACTATHH, Ca ChoOInaBaHH ePEKTH BBPXY CKENETHATa MyCKYyaaTypa
Hanp. MHaNrHA, MHOTIATHA H PAAKO pabnoMHONM3a, IPH BCHUKH J1030BH PEKHMHA K 0cOGEHO NP 03K
> 20 mg. MHoro penkH ciyyau Ha pabaoMHoIM3a ca AOKNaJBaHH MIPU H3TON3BAHE HA €3¢THMUO B
koMOrHaums ¢ HHXnb6HTOpH Ha HMG-CoA penykrasara (XHIPOKCHMETWITTYTAPHII-KOEH3UM A
peaykTasa). He moxe na 6nae HakmoueHo paMakoaHHAMHYHO B3aUMOReiicTBHE (BX. ToUuKa 4.5) u e
HEOOXOAMMO BHUMAHUE NTPU KOMOMHHPAHOTO UM H3MON3BaAHE.

H3mepeane Ha KpeamuHkuHazama
Kpearuukutasara (KK) He Tpa6sa na ce uaMepsa criejt 3HAYUTENHO PU3HYECKO HATOBAPBAHE WITH NIPH
HallH4Me HA Apyra BepoATHa npH4HHa 3a yBenuueHue Ha KK, Tt kaTto ToBa Moxe aa 3aTpyaHn




Ha KK e noBuileHa 3HaUHTENHO (> 5 MbTH Ha FOPHATA rPaHKLIA HA HOpMaTa), cnen 5 no 7 AeHa
M3CNIeBaHETO TPAOBA a ce NOBTOPH 33 NOTRBLPKAABAHE HA Pe3ynTaTa. AKO BTOPOTO H3C/IEABAHE
noTeLpau usxoaHoTo HHBo Ha KK (> 5 mbTH Hal ropHara rpaHMLA Ha HOpMmara), He Tpabpa Ja ce
3a1104Ba NEYEHHUE ¢ pO3YBACTATHH.

IIpeou neyenuemo

Po3yBacTaTiH/ALETHICANMLILIORA KHCENHHA AlaMeN, KAKTO H APYTH APOAYKTH, ChAbDKALILH

HHxHOuTOpH Ha HMG-CoA penykrasara, Tpa6Ba na ce npeANKcBa ¢ NOBHLIEHO BHUMAHHE NPH

MALKEHTH ¢ Mpelapasnonaraiii $pakTopy 3a pa3BHTHE HA MHONATHA/pabaoMHON3a, TopaaH

ChABPKAHKETO Ha po3yBacTaTHH. Hakon Taxusa daxropu ca:

-  bnOpeuHo yBpexnaHe

- XHIOTHPEOIHU3IBM

- JInyHa unu paMIIHA aHAMHE3A 33 HACIEACTBEHO MYCKYNHO 3a0onsaBaHe.

- YcraHoBeHa MYCKYI/IH& TOKCHMHOCT NpH ynotpeba Ha apyr HHxHOuTOop Ha HMG-CoA
penykrasarta WiH ¢uobpar

- 3noynotpeda ¢ ankoxomn

-  Bwb3pacr Han 70 roauHn

- ObcToaTencTsa, NP KOWTO MOXKeE Aa Ce NMOMY4H MOBHIIEHA KOHLIEHTPALIHA B 1Ja3MaTa (BX. TOUKH
4.2,4.5u5.2)

- Eanospemenna ynorpefa Ha dpubparu.

[lpx TakuBa natMeHTH TPAOBa Ja ce NpelieHH PHCKLT CIIPAMO M0/13aTa OT IEYEHHETO M CE NPernopLYBa
KNHHUYHO HabmlofeHHe. AKO KOHLICHTpaUHUATa Ha KPCATHHKHHA3aTa € 3HAYHTETHO NOBHILEHa Npeau
3ano4BaHe Ha ynorpebara Ha po3yBacTaTH (Hax 5 MbTH MO-BKCOKA OT FOPHATa rpaHKHLIa Ha HOpPMAaTa)
He TpAbBa A2 ce 3anovsa NCYEHHUE C PO3YBACTATHH.

Ilo speme Ha neyernuemo

[MTaunenruTe TpsOBa fa ObAAT MOMONEHH Ja CLOOWABAT He3abaBHO 3a NOABA HA MYCKYJTHH Bonku 6e3
H3BECTHA MPHYHHA, MYCKYTHA CnaboCT WIH cna3Mu, 0coBeHO, ako ca CBbP3aHH ¢ HEPA3NONOKEHHE
UK dedpunuret. [Ipy Te3n nauuenTu Tpadea aa ce H3MEPH KpeaTHHKUHA3ATA. JleueHHeTo TpabBa na
ce cnipe, ako HuBata Ha KK ca 3sHaunrenno nosuueru (> 5x I'TH) win ako MycKyJIHHTE CHMITTOMH ca
TEXKKH # TPHUHHABAT €XECAHCBHO Hepa3noaoxeHue (aopn ako Hupara Ha KK ca <5x ['TH). Axo
cHMITOMHTE H3ue3HaT H KK Bne3e B HOpMaTHHTE I'PAHKIIM, MOKE J1a CE NTOMHCIIY 38 BL300HOBABAaHE
Ha ynorpefara Ha pOo3yBaCTaTHH WiIH anTepHaTHBeH URXHOuTOp Ha HMG-CoA penykrasara, xaTo ce
H3MOJI3Ba HAK-HHCKATA 033 # C€ OCHILSCTBABA BHUMATENHO HabnoaeHne. PyTuHHO cneaexe Ha
HuBaTa Ha KK npu nauuenTy 6€3 cHMNToMu He € HeoOxoauMo. Ma MHOTO peaKH chobIIeHns 3a
HMYHOMEIHHpaHa HeKpoTHinpawa Muonaths (MMHM) no BpeMe Ha WM cien NeYeHHe CbC CTATUHM,
BKTIOYHTENHO po3yBacTaTHH. KinuHnuso UMHM ce xapakrepH3upa ¢ npokcHManHa MycKyaHa
c1aboCT 1 NOBHILIEHA KPEATHHKHHA3A B CEpyMa, KOMTO NMEPCUCTHPAT H CIEA NPEYCTAHOBABAHE HA
NEYECHHETO CHC CTATHH,

[Tpy Mankus 6po#i nauveHTH, Nony4asany po3yBacTATHH M CBITETCTBAILO JIEYSHHE MO BPEME HA
KIHHHYHH H3NYTRAHHA, HE CA YCTAHOBEHU JIaHHH 34 NMOBHIIEHH e(eKTH BbPXY CKeJleTHATa
MycKynarypa. [10BHIIEHa 4eCTOTa HA MHO3HT B MHONATHA € YCTAHOBeHa 00aue Npyu NalHeHTH,
npueMaiuy aApyrd vHXHoHTOopH Ha HMG-CoA penykraszara eqHOBpEMEHHO C MPOW3BOIHH HA
GHOpHHOBaTA KHCENHHA, BKITIOYHTEITHO reMpHOpO3n, IMKIOCHOPHH, HUKOTHHOBA KUCETHHA,
a30M10BH NPOTHBOIBOHUHH CPEACTBA, NPOTEa3HH HHXHOUTOPH WIH MaKPOIHAHU AHTHOMOTHLIM.
[‘emdubpo3un nosuiliaBa pucka 0T MHONATHA, KOTATO CE NPHEMa €AHOBPEMEHHO C HAKOH
HHXnOHTOpH Ha HMG-CoA penykra3ara. [Nopans ToBa, He ¢e npenopbyusa KOMOHHHUpaHe




PO3YBACTATHH/AUCTHWICAITHINIOBA KHCENTHHA ¢ reMpubposun. [Ton3ara oT HOMBAHHTEAHH NMPOMEHH Ha
MHNKAHNTE HUBA 4pe3 ynoTtpeba Ha Po3yBacTaTHH/ALIETHICANULIUNIOBA KHCENHHA AlaMen
eAHOBpeMeHHO ¢ dubpaTH WM HHaLIMH TPROBA Aa ce NPeUeHABA BHHMATENHO CIIPSAMO NOTEHUHANTHHTE
pHCKOBe NpH TaKiuBa KOMOHHaumMK. (BK, Touka 4.5 W Touka 4.8)

Po3yBacTaTHH/ALIETHICATMLIMNOBA KHCENHHA Allamell He TpROBa 1a ce Mpunara eIHOBPEMEHHO ¢
Gy3uI08a KHUCETHHA B NEXapCTBEHA (opMa 3a CHCTEMHO NMPUWIOXKEHHE, a ChLIO ¥ NMpe3 chensauiure 7
JIHU Clell CITHPAHETO Ha NICYEHHETO ¢ QY3HI0Ba KHCENKHA. [TIpH naumeHTH, NpH KOHTO CHCTEMHOTO
npwioxeHue Ha Gy3nnona KucenmHa € HeobXxoauMo, NeUeHHeTo ChC CTATHHA TPAOBa Aa 6bae cnpsiHo
Tipe3 LI0TO BpeMe Ha aeueHHe ¢ ¢y3uaopa kucenuHa. CohofuaBanu ca cnyyan Ha pabaoMuonmsa
(BKJIIOYHTENHO HAKOM C JIETANEH H3XOA) MPH NAIIKEHTH, NONYYABAlM ¢AHOBPEeMEeHHO dy3unosa
KHCENTHHA K CTATHHM (BX. Touka 4.5). [Naukenture Tpabsa na 6bAaT NOCHBETBAHK A2 THPCAT
He3abapHO nexapcKa NOMOoL NpH MOABA HA CUMITTOMM KaTo MYCKynHa cnaboct, 6onka unu 6oika npu
HATHCK. JieueHHUeTO CbC CTATHHH MOKE 1a Obae BL30OHOBEHO Cnea KaTo H3IMHMHAT 7 heHa cnen
NOC/AEAHOTO NIPHIOKEHHE HA QY3IHIOBA KHCENUHA.

B M3KIIOUHTENHH CIIyYaH, KOraTo JE4EHHETO ChC CHCTEMHO NPWIOKEHHE Ha Gy3uaoBa KHCENHHA
TpAOBa Ia NPOAWIKH IWITO, HAMPHMEDP TIPH JICHEHKE Ha TEXKKH HHPEeKLMH, HeobXoaAHMOCTTa OT
€RHOBPEMEHHO NPpUIOKEHHE Ha PosyBacTaTHH/ ALIETHACATMUMAOBA KHCENHHA Aaamen M dy3nzoBa
KHCENHHA Tpsa0Ba Aa ce NPELEeHABA 3a BCEKH KOHKPETEH Clly4dait M Npe3 nepHoaa Ha eIHOBPEMEHHOTO
[Ipuylarale Ja ce W3BbPILBA BHUMATENHO MEOHLIMHCKO HabnoaeHue.
PosyBacTaTHH/ALICTIICATMUANOBA KHCENKHA Alamel] He TpsOBa [a ce H3MOoN3Ba NPH NAaLMEHTH ¢
OCTDH CEPHO3HH CbCTOSAHHA, MPEANONAralllM MHONATHA WIH NIpeapas3on3aralii KXbM pa3BHTHE Ha
O10peuna HeROCTaTLYHOCT BCNEACTBHE Ha pabGaomuonmaa (Hanp. cencuc, XMNOTOHHA, rolaMa
XUpPYPIru4YHa onepauus, TpasMa, TeKKH MeTabONUTHU, CHAOKPHHHH UM €NEKTPOJIMTHH HapYLLeHUs
HIIN HEXOHTPOJIUPAHH MPHOBE),

TexKH KOMHH HEKeNaHH peakLnU

[1pu NeueHue ¢ pO3yBacTaTHH ce CLOOLIABA 38 TEXKH KOXHH HEXEIAHH peakLHi, BKNIOYBALIH
CHHIpOM Ha Stevens Johnson (Stevens-Johnson syndrome, SJS) 1 nexapcrseHa peakius ¢
eo3dHouNuA ¥ cuctemun cumrromu (Drug Reaction with Eosinophilia and Systemic Symptoms,
DRESS), xouTO MOXKE Aa ca XHBOTO3aCTpalllaBally WK ¢ NEeTa1eH H3Xod (BXK. Touka 4.8). I1pu
NpeANHCBAHETO HA NEKAPCTBEHHUA NMPOAYKT NauneHTUTe TpAdBa 1a 6naar uudopMupasH 3a
NPU3HALIKTE H CHMIITOMHTE HA TEXKKH KOXKHH peakUuuH 1 aa Obaar HabmoaaBaHH ¢ NOBULLEHO
BHHMaHHE, AKO C€ NMOABAT NPU3HALH H CHMITTOMH, MOKA3aTe/IHH 38 TA3H PEAKLIHA, NTPHIOXKEHHETO Ha
Po3yBacTaTHH/ALIETWICANTHUMIOBA KHCENHHA AflaMenl Tp#OBa He3a0aBHO Ja ce MpeyCTaHOBH U 4a ce
oOMMCNH ATTEPHATHBHO JICUEHHE.

AKO NMAaLMEHTHT € PasBHA CEPHO3Ha peakums, kato Hanpumep SJS mwin DRESS npH ynotpe6ara Ha
Po3ysacTaTHH/ALETWICAIHLWIOBA KHCENHHA AnaMen, IeueHHETo ¢ PosyBacTaTHH/
ALCTHNCATHLIMIOBA KHCETHHA ANlaMel He TpabBa HHKOra Ja ¢€ NMOJAHOBABA MTPY TO3H NALMEHT,

EdexTit BPXY YEPHHA

KaxTo ¥ Apyry NpoAYKTH, ChABPKAIM HHXHOXTOPH Ha HMG-CoA penyKTasara,
Po3yBacTaTHH/ALETHNCATMLWIOBA KHCETHHA AlaMen TpAbBa Aa ¢e H3MOoN3Ba C NOBHIIEHO BHUMAHUE
NPpH NALKMEHTH, KOHTO MPHEMAT IroJIEMH KOJHYECTBA aNnKoXo W/ WIH UMAT aHaMHe3a 3a YepHoAPOoOHO
3abonsBane.




[penopbusa ce Aa ce HANPABAT U3CNeABaHUA 338 PYRKLHUTE Ha YepHHUA Apo6 npeayn 1 3 meceua cnen,
3aM104YBAHE HA JICYEHHETO C PO3yBacTaTHH. JIeueHueTo ¢ Po3yBacTaTHH/ALETHICATHLIMNIOBA KHCEIHHA
AnaMell TpabBa Na ce NPeyCTaHOBU WM D03aTa Ha PO3YBACTATHH Aa C€ HAMATH, aKO HHBOTO Ha
CEpYMHHTE TpaHCAMHHA3H HaJBHIUABA Ha/l 3 ITbTH 'OPHATA NPaHHKLA HA HOpPMATA.

[1pH NaLMEHTH C BTOPHHHA XUNIEPXONECTEPONICMHN, MPHIHHEHR OT XHITOTHPEOUONIBM HITH
HeppOTHUYSH CUHAPOM, TPAOBA 1a Ce JIEKYBa OCHOBHOTO 3a00sBaHe NMpean aa ce 3anoyHe JIGUSHHE ¢
Po3ysacTarui/ALETUICATHLILIORA KHCETUHA AaMen.

ETHHYECKH pa3inius
QapMaKOKMHETHYHHUTE NMPOYUYBAHHA NOKA3BAT NOBHILEGHA KCNO3HLIMA Ha PO3YBACTATHH TPH

nauMeHTHUTE OT a3UaTCKaTa paca B CPABHECHHE C ¢BpONEHIHATA paca (BHX ToukH 4.2, Touka 4.3 H 5.2).

IIpoTeasHy HHXHOHTORY

[IpH NalHeHTH, NPHEMALIH PpO3YBacTaTHH €AHOBPEMEHHO ¢ Pa3IMYHH NPOTE3aHH HHXHOUTODH B
KOMOHHALMS C pUTOHABHD € HabnoaaBaHa MOBHIICRA CHCTEMHA KCIMO3KHLMA Ha pO3YBACTaTHH.
KoraTo npy nauHeHTH Ha IeUeHRE C NpoTeasHH HHXHOHTOPH ce 3amoyBa JiIeueHHe ¢ po3yBacTaTHH
WIH Ce yBeJIMYaBa 103ata My, TpaOBa 1a ce B3emMaT NPEABHA KaKTO NOJ3aTa OT MOHWKABaHE Ha
THOKAMTE Yype3 ynorpeda Ha po3yBacTaTHH Nps nauuenTH ¢ HIV, npremaium nporeasHu
HHXHOHUTOPH, TaKa U BEPOATHOCTTA 3a NOBHILEHA KOHLICHTPALIMA Ha PO3IYBACTATHH B Mia3MaTta npH
TAKHBA NauMeHTH. He ce npenopsuba eqHoBpeMeHHa yrnoTpeba ¢ nporeasHH KHXHOUTOPH, ako 103aTa
Ha po3YyBacTaTHH He ce KOPHrupa (Bx. ToUKkH 4.2 U 4.5).

Hurepcruiinanna 6enoapobua 6onecr

[Tpy HAKOM CcTATHHU ca ChOOIABAHH €AHHUYHHU CTYYaM Ha HHTEPCTULIHANHa GenoapobHa Gonecr
0COOEHO MpH NPOTLIKHTENHO JiedeHHe (BX. Touka 4.8). KNHHHYHHTE NposBK MOXKE 1a BKJIIOYBAT
AHCNHeA, HeNMPOAYKTHBHA KaLIUTHIA M BoIIaBaHe Ha 06110TO chcTogHME (YMOpAa, 3ary0a Ha Terno
TPeCKa). AKO HMa NOAO3PEHHE, e MAUUEHTHT € Pa3BW1 HHTEPCTHIHANHA GenoapobHa Gonecr,
NEYCHHETO ChC CTAaTHH TPAOBA Ia ce NPeyCTAHOBH.

JaxapeH auaber
Haxou nokaszaresncrsa npexnonarar, 4e¢ CTAaTHHHTE KaTo KJIac MOBHILABAT II0KO3aTa B KPbBTa H MPH

HAKOH MallMEHTH C BHCOK PHCK 3a pasBUTHE Ha auabeT B Obaelue, MOraT aa A0BEAaT A0 TAKOBA HUBO
HA XHNEPTIKKEMHA, NPH KOETO € NOAXOAALIO NPWIAraHeTo Ha CTAHAAPTHUTE IMPHIKH KaTO npu AWaber.
To3u puck obaue e onpasiaH ¢ Orfied NOHIKABAHETO Ha ChAOBHS PHCK CBC CTATHHH H CIEAOBATENHO
He TpA0Ba Ja Oble NPHYKHHA 38 CTUPEHE HA JICYECHHETO CbC CTATHHH. PHCKOBHTE NaillMeHTH (raKosa
Ha rnaaHo 5,6 5o 6,9 mmol/l, HHaekc Ha TenecHaTa Maca > 30 kg/m?, nosuweny Tpurnsuepuay,
XUMEPTOHNA) TpAOBa Aa ObaaT NpOCaeAIBaHN KaKTO KIHHHYHO, TAKa H CHOXHMHYHO, CLINACHO
HaMOHATHUTE PBLKOBOACTBA.

B npoyupaneto JUPITER crobuierara 06ina yecTota Ha 3axapeH auaber e 6una 2,8% 3a
posyBacTaTiH H 2,3% 3a rinauebo, mpeANMHO NMPH NAaLMEHTH € NVII0KO03a HAa raaHo 5,6 1o 6,9 mmol/l.

[Neanarpyysa 0 |
OueHka Ha pacrexa Ha BHCOUHHa (pbeT), Terno, UTM (MHaeKe Ha TenecHaTa Maca) W BTOPHYHHTE

Oene3d Ha NONOBOTO CH3PABAHE MO cKanaTa Ha Tanner MpH NEAHATPUYHH NALHEHTH Ha Bb3PacT oT 6
1o 17 ronuHn, npuemMaLiy po3yBacTaTiH, € H3BbpIUIEHA CaMo 3a JByroguiieH nepuon. Cnen ape
FOOWHH TPETHPAHE N0 BPEME Ha NMPOYYBAHETO He e 3a0eNA3aH HHKAKDLB eekT BhPXY PacTeKa,
Ternoto, UTM unu nonoBoro ch3paBaHe (k. Touka 5.1).
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[Mpy KAUHUUHO M3NKHTBAHE NMPHU ASLA H KOHOUIH, IPHEMAallld PO3YBACTATHH B NPOALDKEHUE HA 52
ceamuLm, nosHinasane Ha KK > 10xI'TH u MyckynHu cUMITTOMH cnell GU3MYECKH YIIPAXHEHHS WU
NOBHLIEHA PH3HUECKA aKTHBHOCT ¢ce Habnioaapa no-4ecTo B CpaBHEHUE ¢ HAOMIOAEHUS OT KNHHHYHH
U3NIHTBAHMA NPU BL3PACTHH (BXK. TOUKA 4.8).

MHEI.CTEHI‘IH rpaByucC WiH O4Ha MHaCTCHHUSA

B HiIKOKO cyuasd ce choOllaBa, ue CTATHHUTE HHAYLMPAT de novo WM BNOLIABAT BeYe
CBLICCTBYBAIA MHACTCHHA MPABHC WK O4YHA MUacTeHUs (BX. Touka 4.8). [IpunoxenHeTo Ha
Po3yBacraruH/ALeTHNcATHIIANOBA KUCENIHHA Alamen TpadbBa 1a ¢ce cripe B cny4ai Ha BIoilaBaHe Ha
cuMnToMHuTe. MMa CLOOLIEHHA 38 PCUMAKMB MIPU (MOBTOPHO) NMPHIATAHE HA CHIHA WY PA3IHYCH
CTaTHH.

ALeTHACAIM OB& KMCceaHHa (A

ExHOBpeMEHHOTO JIEYEHHE C AHTHKOATYIAHTH (KYMapHHOBH MPOUIBOAHM, XENAPHH ) HE Ce
npenopbuba ¥ TpAGBA na ce MIbArBa. AKo eAHOBpeMEHHaTa ynoTpeda He Moxke na 6nae uzbernara,
TpAOBAa 1a ce W3BBPILBA YECTO OMpeANisiHE HA MEXAYHAPOAHOTO HOpManu3upaHo otHouieHue (INR -
International Normalization Ratio) u nauuenTHTe Tpabsa na 6waaT npeaynpeneHH aa Cneasr 3a
NpPH3HALIM HA KbPBEHE, 0COOEHO OT CTOMALLHO-YPEBHHUS TPaKT.

[Tpu natMeHTH CHC CBPBLXUYYBCTBUTENHOCT KbM APYTH AHANETHLH/ IPOTHBOBBL3MANUTETHY HAH
AHTHPEBMAaTHYHH JIEKAPCTBa WIH APYI'H aneprely (BX. ToUKa 4.3) € HeoOXOAMMO NOBHILEHO
BHNMaHHe,

CTpUKTHO MearLIMHCKO HabmoaeHre € HeoOXOOUMO ¥ NPH MALMEHTH C NPEABAPHTEIHO H3BECTHH
anepru (Hanp. ¢ KOXHHU NpoABH, CbpOEeK, YPTHKApHA), aCTMa, CEHHa XpeMa, HabbOHana HocHa
AUrasuua (NOJUNH B HOCA) WIK XpOHHYHO 3a0ongBaHe Ha ANXATEHHTE MhTHUIA.

[TaumeHTH ¢ aHaMHEe3a 33 CTOMALIIHO-UPCBHA A3BA /MK KBPBEHE OT CTOMAUIHO-YPEBHUA TPAKT
TpsaOBa aa u3barear ynorpedara Ha ACK (koaTo MoXe 1a NPUYHHH APA3HEHE HA CTOMALUHATA
NIUraBUlLla ¥ KbPBEHE).

[Tpn naumeHT! ¢ YepHOAPOOHA HEAOCTATHUHOCT € HeobxoaHMo ocobeHo BHHManKe (Thit karo ACK ce
mMeTaboNN3Kpa rMaBHO B YepHHUA Apob, BXk. Touka 5.2).

[TpH nauKeHTH c HapylleHa 6p0peuHa QYHKIHS WIH HAPYLUEHO ChPACYHO-CHAOBO KPbBOOOpallcHHe
(vanp. 6p6pevHo cbAOBO 3adonABane, 3acToiHa ChpaeYHa HEAOCTAThHHOCT, XHITIOBOJIEMHUSA, roigsMa
XHPYprudHa HHTEPBEHIHA, CETICHC WIH 3HAYHMH KPBBOHIIHBH ). aLETHICANHLIMIOBATE KHCENUHA
MOXE JONWIHHTENHO A8 MMOBHIIK pHCKa 0T 6B0peuHo yBpexkaaHe unu octpa Onbpetna
HeROCTATHYHOCT.

ALCTWICATHUIHAOBATA KHCEIHHA, MPHaraHa B HUCKH JO3H PeAyLHpa OTAGIAHETO Ha ITHKOYHA
kucenrwHa, TOBa MOXE 2a TPOBOKHPA NMPHCTBNHU Ha NOJArpa NMpY YYBCTBUTENHH MALUEHTH.

He ce mpenopbuBa NpHIOKEHHE HA TOBA aKTUBHO BELIECTBO SAHOBPEMEHHO C YPHKO3YPHUHH
cpenctaa Kato 6eH30poMapoH, npobexHelna, cyndyuHMHUPa3oH (BIK Touka 4.5).

IIpu MHOTO TEeXKO MeHCTpYanHo KbpBeHe ACK Tpa0pa 1a ce H3nosi3Ba ¢ BHUMAaHHE.




3a npeanouuTaHe ¢ Ja ce cnpe npueMsbT Ha ACK npean XMpypruuHu npouenypu (BKIHOUYHTEIHO
BaJeHe Ha 360) nopaad pUCKa OT YABLKEHO BpeME Ha KbPBEHE WIH YCHIBAHE Ha KhPBEHETO.,
BpeMerpaeHeTo Ha MPeKbCBaHEeTO Ha NieueHHETOo Tpabaa Aa ce onpeacsis HHAMBHAYANHO 33 BCEKH
KOHKPETEH cnyyali, HO COMKHOBEHO € eaHa CeAMHLIA.

CoinecTByBa Bb3MOXKHa Bpb3ka Mexay ACK H curapoma Ha Pel, koraro ce npusara npH aeua.
CuHapoMbT Ha Peif € MHOro paako 3a0onasaHe, KOETO 3acAra MO3bKa M 4epHHuA Apod U MOxXe 1a Obae
CMBPTOHOCHO. PO3yBacTaTHH/ALIETHICANULIMNOBA KHCENTHHA AzaMen He TpaOBa 1a ce npunara npu
HBeLla M IoHOLIH ¢ Gebpunuu 3a60n8BaHNA, OCBEH aKO0 € MPeAnucaH OT JieKap 33 KOHKPETHHS Chnyyal
CaMO aKko Jpyrure Pb3IMOXHU MEPKH He ca epHKacHK (BXK. TouKa 4.2).

Ip¥ nauMeHTH ¢ TEXDbK ASPHUHT HA TIHro30-6-pocharaeXHaporeHasa: aLeTHICATHLWIOBATA
KHCEJTHHA MOXe Ja NPAYHHH XEMOIH3A UNY XEMONUTUYHA aHeMus, PaKTopHTe, KOHTO MOraT Aa
YBEJIHYAT PHCKa OT XEMOJIN3A, BKAKOUBAT BUCOKA 1038, BHCOKA TEMMEPATYPa WK OCTPA HHEKLMA.

ANKOXOMbLT MOXKE JIa NOBKIIK PUCKA OT CTOMAIIHO-YPEBHO YBpeXAaHe, korato ce npHema ¢ ACK.
[MTaunenrure Tpabpa na 6baAT HHGOPMHUPAHH 33 PUCKOBETE OT CTOMAILIHO-YPEBHO YBPEXKAAHE H
KbpBEHe, KOrato po3yBacTaTHH IUTHOC ALETHICAIHLUMAOBA KUCETHHA C€ NPHEMa ¢ &TK0X0/1, 0cobeHo
ako ynorpedara Ha aANKOXON € XPOHHYHA MM 3HAYMTENHA,

JlaKTOo38
[MauueHTH ¢ peaxy HacAeACTBEHH NpobiieMH Ha HEMOHOCHMOCT KbM FAJTAKTO3a, IThJIEH RaKTa3eH

AeGHLUHMT KK NTIOKO30-ranakTo3Ha ManabcopOuna He TpAOBA fa NpMEMAT TOBA JEXapCTBO.

4.5 B3aumopelicTBHe ¢ APYIrH NeKAPCTBEHH NPOAYKTH H APYTrH $OPMH HR B3aHMoAeHcTBHE

CBbp3aHH ¢ PO3YBACTATUH

Egexm na eonospemenno npunazarnume 1eKapcmeeru npooyKmu 6bpxy Po3yeacmamun

Huxubumopu na mpancnopmnu npomeuru: PoO3yBacTariiH € CyGCTpaT Ha onpeaeneHy TpaHCMOPTHH
MPOTCHHH, BKIIOYHTENIHO TpaHcnoprepa 3a uepHoapodbHo noeMane OATPIB1 v ednykcHua
TpaHcnoprep BCRP. EAHOBPEMEHHOTO NpHNokeHKE HA PO3YBACTATHH C JIEKAPCTBEHH NPOAYKTH,
KOHTO ca UHXUOHTOPH HA TE3H TPAHCNIOPTHH NMPOTEHHH, MOXE Na NOBEAE 10 NOBHIIEHH TUTA3MEHH
KOHLCHTPallMH Ha pO3yBaCTaTHH W NOBULIEH PUCK OT MHOMaTHA (BX. ToukH 4.2, 4.4 1 4.5 Tabnuvua 1).

Luxrocnopun: T1pn eHOBPEMEHHO JIEUCHHE C PO3YBACTATHH ¥ LHKJIOCNOPHH, CTORHOCTHTE Ha
nnourra non kpusara (AUC) Ha po3yBacTaTHH ca OWIH ¢peiHO 7 MbTH NO-BUCOKH OT TE3H,
HabnloaaBaHu NpH 3apasd aobpoeonum (Bx. Tabnuua 1). PozyBactaTH € NPOTHBOMNOKA3aH NpH
NALMEHTH, NOJIy4YaBalllH CbILEBPEMEHHO UMKNOCTIOPHH (BXK. TO4Ka 4.3). EAHOBpEMEHHOTO
NPHJIOKEHNE HE € MOBIHAIO0 ITA3MEHHTE KOHUEHTPALMH Ha LIHKIOCTIOPHH.

IIpomeasnu urixubumopu: BbIIpeKkH 4e TOYHHAT MEXAHHIBM HA B3auMOJIeHCTBHE He € H3BECTEH,
€AHOBpPEMEHHATa yNnoTpeda Ha npoTea3eH HHXHOHUTOP MOXKE CHHO J1a NMOBHIUH EKCNO3HLUMATA HA
po3yBactaTtdH (BX. Tabnuua 1). Hanpumep, B eaHo ¢papMakoKHHETUYHO NPOY4BaHE MPH 34paBy
AO0PpOBONUHM EHOBPEMEHHOTO NpHAcKEHHE Ha 10 mg po3yBacraTHH H KOMOMHHDAH NPORYKT,
CBABPIKALL ABA NpoTea3Hu uHXHOHTOpa (300 mg arazanasup/ 100 mg puroHasup), € GHII0 CBBP3aHO ¢
npHOAHINTENHO TPHKPATHO U CeAEMKPaTHO yBenu4anaHe ChOTBETHO Ha AUC H Ciax Ha
pO3yBacTaTHH. ENHOBPEMEHHOTO NpHNOXKEHHE HA PO3YBACTATHH M HAKOH KOMOGHWHALIMM OT NpPOTea3Hu
HHXHOMTOPH MOXE J1a CE UMa NpEeABUA CNeR BHHMATEIHA NpeLICHKa Ha HeoOxoaHMara KOPEKLIHS Ha-——=--.
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JO3aTa PO3YBACTaTHH Bb3 OCHOBA HA OYAKBAHOTO NOBUILIEHHE HA EKCMIO3HLIMATA HA PO3YBACTATHH (BXK.
Touku 4.2, 4.4 n 4.5 Tabnuua 1).

Femughubposun u dpyzu nunudonouuxcasausu npodyxkmu: EaHospemennaTa ynorpeba Ha
po3yBacTaTHH H reMUGubpo3un € nosena 10 ABYKpaTHO yBendeHue Ha Crex M AUC Ha po3yBacTaThH
(BX. TOUKA 4.4),

B13 0CHOBA Ha Aa@HHHUTE OT cneuMPUYHY NPOYUBAHMA 38 B3ARMOJCHCTBHA HE MOXE Ja C€ OvYaKBa
papMakoKHHETUYHO 3HAYUMO B3auMoaeHcTBie ¢ PeHoPUOpAT, HO € BE3IMOXKHO PapMaKOIHHAMHYHO
B3aumoiecTeue. ['emudubpoznn, penodudbpar, apyrn ¢ubpartu U TMNKURONOHIIKABALIWTE NO3H

(1 g/nen WK no-ronemMK) Ha HHaUMH (HHKOTHHOBA KHCE/IHHA) NOBXILABAT BEPOATHOCTTA 33 MOABA Ha
MHOMNATHS, KOTaTO C€ NPHEMAT eJHOBpeMeHHo ¢ HHXHOHUTOPH HAa HMG-CoA penykTasara, BepOsSTHO
nopanu gaxra, 4e¢ Te MOraT 1a MPeAU3BUKAT MHOMATHA H NPH MOHOTEpanMs.

Ezemumub: EnvospeMeHHara ynorpeba Ha 10 mg posysactatis ¥ 10 mg e3eTMu6 BOAM 10
nosrwasane ¢ 1,2 nbT¥ Ha AUC Ha po3yBacTaTHH NMPU NalHEHTH ¢ XHIIEPXONECTEPONIEMHUS
(Tabnuua 1). He moxe 1a ce u3knoun GapMakoAMHAMHUHO B3aHMONEHCTBHE MEXKIY
Po3ypacTaTHH/ALETHNCATHUKNOBA KHCENHHA AnaMell K e3eTUM#O, BOASWO 10 HEXENaHH peakuuH
(BX. TOuka 4.4).

Anmuayuou: EXHOBPEMEHHOTO [IPU/IaraHe Ha po3yBACTaTHH ¢ aHTHALIMAHA CYCMEH3Us, ChAbPXKAINA
aTyMHHHEB H Mar{HesueB XHIPOKCH, € A0OBECIIO A0 MOHWKABAHE IUIa3MEHATA KOHLIGHTpaLNA Ha
posyBacTaTHH ¢ npuOnusnuTento 50%. Tozu edexr e no-cnad, koraro aHTHAUMIHUAT NPOAYKT CE
npueMa 2 yaca cnell Po3syBacTaTMH/ALCTHICANTHUWIOBA KUCENHHA AlaMen. KnUHUYHOTO 3HAYEHHE Ha
TOBA B3aUMOICACTBHE HE € U3CeABaHO.

Epumpomuyun: EnnospeMerHHaTa ynorpeba Ha po3yBacTaTHH W €PUTPOMHLIMH € aoBena ao 20%-Ho
noHnxeHHe Ha AUC U 30%-Ho noHuxkecHNE Ha Cmax Ha pO3YBAcTaTHH. TOBa B3aMMOJIEHCTBHE MOXKeE
Ja ce ABJINKH Ha NOBHIIEHHETO HA YPEBHHA MOTHIHTET, ITPHYHHEHO OT CPHTPOMHLIMH.

Ensumu om cucmemama na yumoxpom P450; Pesyatature oT npoyuBanua in vitro M in vivo
MOKA3BAT, 4€ PO3YBAaCTaTHH HE € HUTO HHXHOUTOP, HUTO HHAYKTOP Ha UHTOXpOM P450 nioensumure.,
OcBeH ToBa pO3yBacTaTHH € cad cybcTpar 3a Te3n H30EH3IHMH.

[Topaau TOBa He C€ OYAKBAT JIEKAPCTBEHH B3aHMOACHCTBHA B PE3yNTAT HA MeTabOIH3BM NOCPEACTBOM
uuroxpoM P450. He ca Habnogasaku XTMHHYHO 3HAYHMH B3aHMOAEHCTBHA MEXIY PO3YBAaCTaTHH H
¢nyxoHazon (MHxu6HTOp HAa CYP2C9 1 CYP3A4) nnu kerokonazon (mHxuoutop Ha CYP2A6 u
CYP3A4).

Tuxacpenop: THkarpenop moxe Aa noeanse 6x0peuHaTa excKkpelMa Ha po3yBacTaTHH, yBeJTHYaBaiiky
PHMCKa OT KYMYJTHpaHe Ha PO3YBAcTAaTHH. BBRNpexH ue TOUHHAT MEXAHHIBM HE € W3IBECTEH, B HAKOM
CJIy4al eAHOBPEMEHHOTO NPHNOKEHHE HA THKArpesiop H pO3YBacTaTHH BOAH AO HAMAIABAHE Ha
6vOpeunara PpyHkuma, MOBHUICHO HHBO Ha KpeaTHH(pOcPOKHHA3A H paboOMHONK3A.

Bzaumooeiicmaus, xoumo usuckeam Kopexyus Ha 0osama Ha po3zysacmamur (exc.u Tabruya 1):
KoraTo e HeobxoaHMO Aa ce npuiara po3yBacTaTHH €AHOBPEMEHHO ¢ APYTH IEKAPCTBEHH MPOAYKTH,
32 KOHTO € H3BECTHO, Y€ NOBUUIABAT €KCMO3HLIMATA Ha PO3YBACTATHH, TPAOBA fa Ce KOPHIrHpa Ro3aTa
Ha pO3YBACTATHH. 3aMoyBa ce ¢ J03a PO3YBAaCTaTHH 5 mg BEAHBX AHEBHO, aKO O4AaKBaHOTO
nopylIaBaHe Ha excitodHumaTa (AUC) e npubaU3NTEIHO ABYKPATHO WIN NO-rofgMo. MakcumanHaTta
NHECBHA J103a pO3YBacTaTHH TPAOBa a ce KOPUrHpa Taka, Y€ OMAKBAHATA eKCMO3HLIMA Ha PO3YBACTaTHH
ha HAMa BEepOATHOCT [1a HAZIBHLIK €KCMO3MUHATA NPH AHEBHA f03a po3yBacTaTHH 40 mg, npuera He3
B3aMMOACHCTBALIH JICKAPCTBEHH NTPOAYKTH, HanpuMep no3a 20 mg po3ysacTaTHH ¢ reMprOpo3un
(noBuiuerue 1,9 wpTH) win fo3a 10 mg po3yBacTaTHH ¢ KOMGHHMPAH NPOOYKT
aTazaHasup/puToHasup (nopuwenue 3,1 mbTH).

Ako ce Ha0moaaBa, ue nekapcTeeH MpoayxT noputnasa AUC Ha po3yBacTaTHH MO-MAfIKO OT 2 ITLTH,

HayanHaTa 103a He TpA0Ba a ce HaMansBa, HO TPAGBA Ja ce NOAX0XKAa ¢ BHHMaHKE, aKo [03aTa Ha
PO3yB4CTaTHH ce NOBHIIM Haa 20 mg,
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Ta6anua 1. EdexT Ha eqHOBpEMEHHO NPpHNIAraHH JIEKapCTBEHH NPOAYKTH BbpPXY €KCNO3HLIHATA Ha
posysactathi (AUC,; B HH3XO04W pea) oT My6GnHKYBaHH KIIHHHYHH H3HTBAHHA

rlllizylf:pﬂ'lm HJH NO-roASMO 0T ABYKPATHO YBeawuenue Ha AUC na po3yBacTaTHH

CxemMa Ha npujarade Ha B3aHMOJeHCTBAIO
_JIEKapCcTBO

XCMAa HA NDHJAAraHe Ha

[Hamenenne na AUC*

CodocOypup/BennatacBHp/BOKCHIANPEBHP
(400 mg-100 mg-100 mg) + Bokcunanpesup

(100 mg) peANBNK AHEBHO 33 15 IHH

03YBACTATHH _Ha pO3yBAaCTATHH
10 mg eanoxpaTHO 7,4-xpaTro 1

Luxnocnopud 75 mg ABa NbTH AHEBHO 10
200 mg nBa MyTH AHEBHO, 6 Mecela

10 mg Ben_ﬁ;}x aHeBHO, 10 nena

7,1-kpatso |

_,Ilapo.rly'm;m.u 600 mgr 1BA ITBTH RHEBHO, 5 IHU [ mg eaAHOKPaTHO 5,2-KpaTHo 1
_Peropad)eﬂuﬁ 160 mg: BEAHBK AHEBHO, 14 NeHa}5 mg, eAHOKPaTHO - -3,81pa'rﬂo 1
ATtaszanasup 300 mg/puronasup 100 mg fio mg, eXHOKpaTHO 3,1-kpaTHo 1
BEIHDBX NHEBHO, 8 AeHA _ J
Cumenpesnp 150 mg BeaAHbK AHEBHO, 10 mg, eaHokpatHo 2,8-xpatHo 1
7 AHM
Bennaracsup 100 mg BenHwvXk AHEBHO 10 mg, enHOKpaTHO | 2,7-xpatHo |

Omburaceup 25 mg/napuranpesnp 150 mg/
purosasup 100 mg seAHbLXK NHEBHO/
na3a0ysup 400 mg £Ba IMLTH AHEBHO, 14 AeHa

5 mg, €IHOKpPaTHO

h_Z,G-KpaTHG 1

Memdnbposnn 600 mg asa BTH AHEBHO, 7 nenatﬁ mg, eTHOKPATHO

TepudnyHomun HaMa HanuuHa 2,5-kpaTHo 1
['paszonpesup 200 mg/enbaceup 50 mg BeaAHbX |10 mg, eaHokpaTHO 12,3 -lcim*m 1
lgHeBHo, 11 neHa —_— —_— .
nexanpesup 400 mg/mubpentacBup 120 mg |5 mg BeaHbX AHEBHO, 7 JeHa 2,2-xpaTtHo 1
BEAHBXK AHEBHO, 7 AcHA L h ]
Jlonuxaeup 400 mg/puroHasup 100 mg asa bo mg BEAHLX AHEBHO, 7 AeHa | 2,1-kpatHoO 1
bTH AHEBHO, 17 neHa .
KanmaTuuub 400 mg nBa mxTH JHERHO 10 mg, eaHoKpaTHO 2,1-kpaTHo 1
. Knonunorpen 300 mg HaTopapsalia 1034, po mg, eAHOKPaTHO 2-KpaTHo 1
nocnensaHa oT 75 mg Ha 24 yaca
MocramaTHHO 100 mg ABa MBbTH AHEBHO PU mg, ¢AHOKPATHO 2-xparHo 1
“ d?eﬁyxgoc'ra'r 120 mg BEHEK IHEBHO 10 mg, enﬂoxpa'r‘no 1,9-kpaTHO 1
o 1,9-xpaTho 1

—

MMo-manxo or 2-KPaTHO YBEJHIeHHE HA AUC

HA PO3YBACTATHN

prexapeTBo

(CxeMa Ha npujIarane Ha B3aHMONeHicTBaIOTO

Cxema Ha npuaarane ua
PO3YBACTATHH _

HimMenenne na AUC*
HA PO3YBACTATHH

EntpoMOonar 75 mg BeaAHbX NHEBHO, 5 AcHa

10 mg, eAHOKpaTHO

1,6-kparHo 1

_ﬁapyﬂanup 600 mg/puToHasup 100 mg JBa
_BTH IHEBHO, 7 IcHA

. ——

10 mg BEIHDBXK JHEBHO, 7 eHa

[,5-kpaTHo 1
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Tunpanasup 500 mg/puronasup 200 mg 10 mg, eAHOKpATHO |,4-xpaTHO 1
ABa MbTH AHEBHO, 11 neHa

kil

Hpoueaapox 400 mg aopa nuvTH HEBHO HAMa AaHHK I-fl,tt-:cpa'rﬂn-'[_

U —

WtpakoHazon 200 mg BeAHbX AHEBHO, 5 AeHa |10 Mg, eAHOKPATHO 1,4-kpaTHO 1**

E3cTuMHG 10 mg BeNHXK AHEBHO, 14 aeha |10 mg, BeAHbx AHEBHO, |4 feHa | [,2-kpaTo 1+%

— —_—
Hamanapane na AUC Ha po3yBacTaTun

Exeua HA NPHJAAraHe Ha B3aumoaelicraamoro| Cxema Ha ApHaarane Ha M3menenue na AUC*
€KAPCTBO PO3YBACTATHH HA PO3YBACTATHH
EpurpoMunys 500 mg ueTupu nuTH AHEBHO, 7 .ﬂiBO ing, €IHOKPATHO 20% |

Ba#ikanun 50 mg Tpu mmjzmenuo, 14 nena |20 mg,—énnoxpa'mo 47% f

* JlaHHHTE, NOCOYEHH KATO X-KPaTHO H3MEHEHHE, NIPSACTABINBAT MNPOCTO OTHOILUECHHE MEXAY
€AHOBPEMEHHOTO NPHIOKEHHE H NPUNOKEHHE CAMO Ha polyBacraTHH. JIaHHHUTE, NOCOYEHH KaTO
H3IMEHEHHE B % NMpeACTaBngBaT NPOLEHTHATA Pa3IMKa CTIPAMO CAMOCTOATENHOTO NPHIOKEHHE HA
PO3YBAcCTaTHH. YBETHYEHHUETO € O3HAYEHO KaTo “1”, IMTNcaTa Ha U3MEHEHHE KaTo “—”, 8 NOHUKEHHETO
KaTo * lH.

i**[poBeseHH ca HAKOJIKO MPOYYBAHHA 34 B3AUMOACHCTBHE C PATHYHM JO3M PO3YBACTATHH, KATO TaGNHLATA

MPEACTABA HAH-3HAYUMOTO CHOTHOIIEHHE

Crneauure nexkapcTBeHy NPOIyKTH WIM KOMORHUPAHH TAKMBA, MPHIAraHH eAHOBPEMEHHO C
po3yBacTaTHH, HE 0Ka3BaT KNHHUYHO 3HAYHM edekT BbpXy koepuunenTa Ha AUC Ha po3yBacTaTHH:
Anernurazap 0,3 mg, npunaran 3a 7 auy; ®enodubpar 67 mg, TpH MLTH AHEBHO 32 7 AHK;
®nyxonazon 200 mg, Beannxk AHeBHO 3a 11 auu; Gozamnpenasrp 700 mg/puroxasup 100 mg,

IBA ITbTH AHECBHO 3a 8 nuu; KetoxoHason 200 mg, nsa mbTi AHEBHO 3a 7 aHK; Pudamnun 450 mg
BEAHBAK AHEeBHO 3a 7 AHH; CunumapuH 140 mg Tpu mbTH JHEBHO 3a 5 IHM.

Edexm na posyeacmamun evpxy eOH08peMENHO NPUAG2ANY AEKADCMEEH YU NDOOYKMY
Anmazonucmu na eumamun K: Kakto u npn apyru sHx#6utopn Ha HMG-CoA penykrasara,

3aMoYBaHe Ha NICYCHHE KK NOBHIIABAHE HA 1034Ta PO3YBACTATHH NPH NAaUHCHTH, NMPHEMallly
CAHOBPEMCHHO AHTArOHHCTH Ha BUTaMuH K (Hanp. BapdapHH WK APYTrd KYMRPHHOB 8HTHKOAryJIaHT)
MOX€E J1a IoBE/e N0 NMOBHIIEHHE HA MEXAYHAPOAHOTO HOpManu3KpaHo croTtHoueHne (INR -
International Normalised Ratio). [peycranossBane Ha ynorpefaTa Ha pO3yBacTaTHH WM TIOHHXKaBaHe
Ha 103aTa MY MOXe€ Aa aosene A0 noHwxaBate Ha INR. B TakuBa cnyvau e xenaTtenHo NoAXoAALl0
cnenese Ha INR,

Ilepopannu xonmpayenmusu/xopmornosamecmumenna mepanus (X3T): EnHOBpeMeHHaTa ynorpeba Ha
PO3YBacTaTHH M NEepopaneHH KOHTPALENTTUB € A0Bea 0 nopuwiapane Ha AUC Ha eTHHUNeCTpaaHon
H HOPrecTpest ChOTBETHO € 26% 1 34%. Te3u NOBHILICHM MUTA3MEHH KOHUCHTPAUWH TpA0Ba fa ce uMaT
NPEABHI, KOraTo ce ¥30Hpar A031 Ha NEPOPaNHHTE KOHTpauenTHBK,. HamMa dapMakOKHHETHUHM JaHHK
MPH AEHH, MPHEMAIIH €XHOBPEMEHHO PO3YBAaCTATHH H XOPMOHO3aMECTHTE)IHA Tepanud, Nopaau
koeTo nogodeH edekT He Moxke aa 6bae u3omoyueH. He3aBHeMO OT TOBa KOMOHRALMSTA € LIMPOKO
H3NON3BaHa NMpPH KEHH B KIIWHWYHH H3NUTBAHHA H € NOHAacAHa fo6pe.

Hpyzu nexapcmeenu npodyxmu
Huzoxcun: Bp3 OCHOBA Ha JAHHKTE OT cnelH(HYHH NPOyYBaHMY 3a B3aHMOEHCTBHA He ce 0YaKBa

KIHHHYHO 3HAYUMO B3aHMOaeiICTBUE C IHIrOKCHH.

@y3udoea xucenuna: He ca npopexxaaHH Npoy<BaHKS 38 B3aMMOAEHCTBHS HA PO3YBACTATHH C
¢y3unoBa KHCENHHA. PHCKBT OT MHOTIATHS, BKNIOYMTENHO pabaOMHONH3a, MOXE /14 C& MOBHLL
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CHCTEMHO NPHNOXKEHHE Ha PY3HA0BA KHCENHHA SAHOBPEMEHHO ChC CTATHHH. MeXaHH3MbBT Ha TOBa
B3auMoaelicTeue (papmakogHHAMHYHO, GPapMaKOKUHETHYHO WIH H IBETE) € BCE OLLE HEU3BECTEH.
Mma chobliieHna 3a pabaoMuonusza (BKIIOYUTEAHO TAKUBA C JIETANICH W3XO0MA) MPH MALHWEHTH,

nonyvasaily Ta3H KOMOHHaLMA.
AKO € HeoOX0IHMO NICUCHHE ChC CHCTEMHO NPHIOKEHUE Ha (py3HA0Ba KHCEAUHA, ynoTpebaTa Ha

po3yBacTaTHH TpA0Ba Aa ce cnpe 3a LenHa NepHoR Ha neveHHe ¢ Py3naoBa KHceHHa. BuxkTe chuio
TOouka 4.4.

QB’BMH ¢ ANCTHUICANHIIMNIOBATA KHCENHHA

Ynorpebara Ha HAKOH UHXHOUTOPH HA arperalliaTa Ha TPOMOOLIMTHTE, HaNp. AUETHICATHUNIIOBA
kucenuua, HCIIBC, Tuxnonuauu, knonunorpen, tipodubat, entudubarui, noBuiuaBa pucka ot
KBbpPBEHE, KAKTO H KOMOHHALIUATA HM ¢ XCNAPHH U HETOBH NPOM3BOAHH (XHPYANH, GOHAANAPHHYKC),
NepopaTHd aHTHKOAryJaHTH ¥ TpoMOoauTHLM, KNMHHYHUTE W OHONOTrHYHHTE NapaMeTpH Ha
XeMocTazara TpsaOBa na 6bAaT peAOBHO ClieaeHH NPH NaLMEHTH, KOWTO LIE ¢a Ha TPOMOOIHTHYHA
Tepanus.

[TpoTuBONIOKa3HH KOMOWHAUNY
Memompexcam (npunazan 8 do3a > 15 mg ceOmuuno): KOMOUHHPAHETO Ha NBETE AKTHBHH BELIlECTBA -

METOTPEKCAT H aLeTHNCATHUIIOBA KHCETMHA, MOBHLLIABA XEMATONOTHYHATA TOKCHYHOCT Ha
METOTPEKCAT NnopaiH HaMangsaHe Ha ObOpeunns My KHpBHC, npuuuHeHo or ACK. [Topaau ToBa,
¢AHOBpeMeHHaTa ynoTpeba Ha MeroTpexcar ¢ PodyBacTaTui/ALIETHACATHIMAOBA KHCENUHA A JaMe] e
NMPOTUBOIOKA3aHO (BX. TOYKA 4.3).

Henpenops KOMOWHAUMH

- Ypuxosypuunu cpedocmea (0eH30pOMapOH, MpobeHeLna ¥ CYRPHHNHUPA3OH): HaMaIABa Ce edekThT
BbPXY €KCKPELHATA Ha MUKOYHA KHCEAHHA NOpaay KOHKYPEeHLHA N0 OTHOMECHHE Ha TyDyHara
O1OpeuHa exckpeums Ha NKKovHara kuceauna. [Topaau Topa eaHoBpeMeHHaTa ynotpeda Ha
PosyBacTaTHH/ALETWICATMLIWIOBA KMCENHHA AJJaMen C YPUKO3YPHYHH CPEACTBA HE Ce
npenopb4Ba {BX. To4ka 4.4).

-  Bamnpoesa xucenuna: NOBHLIEH PUCK OT HEXKENAHA PEAKLIMH NOPalH H3IMECTBAHETO M OT
CAIMLIMNATHTE NO OTHOIIEHHE HA CBBLP3BAHETO C TUIA3MEHHTE [IPOTEHHH.

- Cenexmusnu unxubumopu na obpamromo 3axeawjane na cepomonura (SSRI): NOBHILIEH PUCK OT
CTOMAIIHO-YPERHO KLPBEHE MOPaiy CHHEPTHYHH edhexTH.

- ,ZI HSOKCUH. NOBHLICHHUC HA TUTa3MCHATa KOHLUCHTPALIHA.

-  Aumuduabemnu. KaTO UHCYNHKH, CyndaHunypeliHH CpeaCTBa B KOMOHHALMA C alleTHNCATMUWIOBA
KHCEJIHHA B [TO-BHCOKH A03H: NOBHLUEH PHCK OT XHITOIMTHKEMHUYEH edekT.

MOH U3UCKBAIIN Mpe HH MEPKH IpH YN
- Hduypemuyu: puck oT ocTpa 6u0peuHa HeROCTATHLYHOCT NOPAAH HAMAIEHA [IOMEPYHA
dhurTpauus BCAEACTBHE Ha HAMAlEHa CHHTE3a HA MPOCTArNaHAWHM B 6u0peunTe, XuapaTupaHe Ha
nalMeHTHTE U cieaeHe Ha 6b0peunaTa QyHKIMA B HAYANOTO Ha IEYeHHETO. AJIIOCTEPOHOBH
aHTArOHKCTH (CMTUPOHONIAKTOH H KAnHeB KaHPEeHOAaT) HINH 6PHMKOBH AXYpeTHLM (Hanp.
¢ypo3eMHua) MOraT 1a oTcnadbaT neficTBHETO Ha ALICTWICANHLIMIOBATA KHUCETHHA.

- Cucmemrnu enioxoxopmuxocmepoudu: €JHOBPEMEHHOTO NPHIOKEHHE HA CTEPONH (C
H3KTIOMEHHE HA XHAPOKOPTH3OH, H3NON3BAH KATO 3aMECTUTENHA Tepanus nipy GonecT Ha ANHCOH)
[TOBHLUABA PHCKE 32 CTOMAIIHO-YPEBHY HEXKENIAHH DEAKIIMH.

- Memompexcam, usnonseax é 0osu nod 15 mg ceOmuuno: KOMOMHUPAHETO HA AKTUBHUTE
BELLECTBa METOTPEKCAT H aUETUIICANTHIIAIOBA KNCEIHHA, MOBHILIABA XEMATONIOTHYHATA
TOKCHYHOCT Ha METOTPEXCAT nopaaH Hamanapake Ha 6ubpeunns My kupeHe ot ACK. l'lpe:/\-
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ITLPBHTE CEAMHILK OT JICYEHUETO ¢ KOMOHHaUMATA TpAOBa BCAKA CeAMMLIA 118 CE NPABH HU3C/IEIBaHE
Ha Opon Ha KpbBHUTE KIETKH. TIpenopbyBa c€ 3aCHICH MOHUTOPHHT TIPH AOPH JIEKO HapylleHa
ObOpeuHa QyHKUMNSA, KAKTO H NMPH NaLlHEHTH B CTAPYECKA BL3PacT.

Memamuzon MOXKe a NOHIWKH ePEKTa HA aUCTHRCATHIKAOBATA KACENHHA BbPXY TpoMOoLMTHATA
arperauMs, KOraTo Ce npHeMar eaHoBpeMenno. CnexosaTenHo Ta3H koMOuHauua TpsbGBa na ce
H3MOJI3BA € MOBHUILCHO BHUMAHKE TIPH MALKEHTH, MPHEMALIH HUCKH 103H ACTIHPHH 34

KapaAHONPOTCKLIHA.

Xenapun, usNoA3IEaH & NeyebOHU 003U UNU NpU NaYUerMmu 8 CMAapYecKa gb3pacm: KOraTo
AUCTHICAMHIIHIOBA KHCE/THHA ce npunara eAHOBPEMEHHO C XenapuH B nedeOHU H03K UK NTPH
MAUHEHTH B CTApUYECKa Bb3pacT, HMa MOBHILIEH PHCK OT KbpBeHe. HeoOX0oaumMo € CTPUKTHO
cneneHa Ha INR, aPTT w/unu Bpemero Ha KbpBeHe B Cly4aii Ha €AHOBPEMEHHO NPHIAraHe.

HCITBC' noBHLIEH PUCK OT KbPBEHE K OT YBpPEKAaHE Ha CTOMALIHO-YPEBHATA JIMraBHlia H
YABLKABAHE HA BPEMETO Ha KbPBEHE.

KoMOu H, KOUTO TPSOBA N4 Ce B3eMaT NoJd BHUMAHHE

HApyau anmuxoazynanmu (KyMapuHOBH NMPOU3IBOLHH, XeNapHH B NPOPHWIAKTUYHH J03H),
alleTHICANHIIMIIOBATA KHCETHHA MOXE J1a YBETHYM PHCKA OT KbPBEHE, aKO C€ npuiara npeau
TpoMOONHTHYHA Tepanus. [Topaan ToBa, NAMEHTH, HA KOKTO NPEICTOH Aa ObAaT NOAN0KEHH HA
TPOOONUTHYHA Tepanua TpaOsa BHHMaTeRHO A2 6baaT npocneasBaHH 3a NPH3HALIKH HA BLHUIHO
WIH BbTPEIHO KbPBEHE (Hanp., NOABa HA CHHHHM).

Hpyeu mpomboyumnu anmuazpezanmu u opyzu mpombonrumuyu (HanRp. MUKAONUOUH,
xronudozpen). NOBHLLEH PUCK OT KbpBEHe, TOPaay YAbNKaBaHE HA BPEMETO 3a KPbBOCHCHPBaHE.

HCHBC': enxoBpeMeHHOTO npunaraxe (B coiuun acH) Ha Hakon HCIIBC, kato ubynpoden n
HaNpoKceH (¢ U3KIIIOYEHHE Ha alleTHICANULIWIOBA KHCEIMHA) MOXKeE A2 HaManu HeoOparuMua
aHTHTpoMOoOLIHTEH epeKT Ha aLleTHNCANHLIMIOBATA KUCeNWHA. KNHHHYHATa 3HaYMMOCT Ha TOBa
B3aHMOAEHCTBHE He ¢ H3BeCcTHA. JleueHHeTo ¢ HCIIBC, karo nbynpodeH HAH HaNpoxceH, npu
NaLHEeHTH C MOBHILEH ChPAEYHOCHAOB PHCK, MOXKE Aa NMOHIKU KapIHONPOTEKTHBHUA edeKT Ha
ALETHNCANMLANOBATE KUCENHA.

Anmuxunepmenzustu cpedcmsa: (ocHoBHO ACE nHxuburopu).

Anwmuayuou: aHTnauMaMTe MOraT Aa nosuar 6b0peyHaTa eKCKpelra Ha aLeTHNCATHLILIOBATA
KHCETHHA Ype3 ANKATH3KpaHe Ha YpHHaTa.

Anxoxon: AOMBAHKTENHO YBPEXAAHE HA CTOMAIIHO-YPEBHATA JIMMABHLA H JOMBIHHTENHO
YIbIDKABAHE BPEMETO HA KhpBEHE,

ExcniepumeHTanH1 AaHHM npeanonarar, 4e HoynpodeH Moxe aa NOTHCHE epeKTa Ha HHCKM 03K
ALIETHICRNHLIHNOBA KHCETHHA BbPXY arperaunsTa Ha TpoMOOLNTHTe, KOraTo ce npuiara
€AHOBPEMEHHO C HEs, HO NOpaJH OrPaHUYEHHUATA HA T€3H AAHHH H HECUTYPHOCTTA NpH
EKCTpAINoONHpaHe Ha ex vivo IaHHU KbM KIHHUYHATA CHTYALIHMA HE MOTaT Aa Cé HaNpaBAT CUIYPHH
3KITIOUECHUA 38 peaoBHaTa ynorpeda Ha ubynpoden. He ce cMATa 3a BEpOSTHO Aa HMA KITHHUYHO
3HAYUM edexT npu kpaTkoTpaiina ynorpeda Ha ubynpoden (Bx. Touka 5.1).
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4.6 Depruanrer, 6peMEHHOCT H KbpMeHe

Po3yBacTaTHH/ ALIETHICANHLWIOBA KHCENHHA AflaMe]l € MPOTHBONOKA3aH No BpeMe Ha OpEMEHHOCT M
kbpMeHe. (Bx. Touka 4.3)

BpeMEeHHOQCT

PoiysacTaTHn:

KeHH c nerepoaeH noreHuWan TpabGRa Aa nNpunaraT NOAXOAALH KOHTPaLIENTHBHH MEPKH.

To# kaTo XonecTeponsT H APYrH APOAYKTH OT OHOCHHTE3aTa Ha XONECTEPOJ ¢a BAKHH 3a Pa3BUTHETO
Ha N104a, NOTCHUHANHMAT pUCK OT HHxHOupane Ha HMG-CoA penyxrasata HagBHLIABA MOJ3aTa OT
NEYEHHETO No BpeMe Ha OpeMeHHOCT. [IpOy4BaHHATA NPH KUBOTHH MPELOCTABAT OrPAHHYECHH
AOKA3aTeNCTBA 32 PENPOAYKTHBHA TOKCHYHOCT Ha pO3YBAacCTaTHH (BX. TO4YKA 5.3). AKO nauxdeHTKaTa
3abpemeHee nNo BpeMe Ha ynorpeba Ha TO3M JeKapcTBEH NPOAYKT, NeUeHHETO TpAOBa He3abasHo 1a ce
npeycTaHOBHK.

AUETHICATHIHIOBA KHCRJIHHA

besonacHOCTTa Ha aLIETUNCANTHLIIOBE KHCETTHHA N0 BpeMe Ha OpeMEHHOCT NMpH Xopa He €
ycraHoBeHa. IHXMOHpaHeTo Ha CHHTE3aTa HA NMPOCTArRAHAMHH MOXe JAa OKake HebnaronpuaTHo
RIHAHHE BbPXY OPEeMEHHOCTTA WK eMOPHOHANHOTO/(ETaNTHOTO pa3BUTHE.

JaHHH OT eNMHAEMHONOrHYHH NPOYYBAHUA NPEATNIONArAT NOBHILEH PHCK OT CIIOHTaHEH abopT, KakTo U
OT CbpIeYHH MandOpMaLIMH H raCTPOCXH3a NPH H3MOJ/13BaHe HA HHXHOUTOp HAa CHHTE3aTa Ha
npocTariaHIuHH B paHHaTa $a3a Ha OpeMeHHOCTTA.

HanH4yHUAT ONHUT OT ynoTpedara Ha aueTHICATMLHAOBA KMCENUHA NPH GpeMEHHH XKEHH B AHEBHH
031 Mexay 50 1 150 mg npes BTOPHA H TPETHA TPHMECTLD HE NOKa3Ba A0KA34ATEICTBA 38 TOKOH3a,
MOBHILEHA CKIIOHHOCT 32 KbpBEHE HIIH NIPEXKACBPEMEHHO 3aTBapPAHE Ha ductus arteriosus.

Depriunyrer

[Ipy npoyuBaHHATA NPH KUBOTHH PENPOAYKTHBHA TOKCHYHOCT € HabMi0AaBaHa NPH BUCOKHU A03H
ALETWICANTHLIMIOBA KUCENHHa {BXK. TOYKa 5.3).

KppMmene
Po3yBacTaTHH/ ALICTHICRTHLIWIOBA KHCENMHHA AZlaMell € NPOTHBONOKA3aH B NMEPHOAA Ha KbPMEHE.

Po3yBacTaTHH ce eKCKpeTHpa B MJISKOTO Ha mbXoBe. He € n3pecTHO AanH po3yBacTATHH ce
eKCKpeTupa B KbpMaTa NPH Xopa. (Bxk. Touxa 4.3).

MaJkH KOHYECTBa ALETHICATHLIHIOBA KACEIHHA M PasrPalHHUTE H MPOAYKTH ChILIO NTPeMUHABAT B
npmm#

4.7 Edexrn pupxy cnocofHocTTa 32 modupane 1 paboTa ¢ MAIHHH

Po3yBacTaTMH/ALETHACATHLIMIOBA KUCSNMHA AZlaMell MOXKE Aa NOBNHAE B MATKa KM YMEpPEHa
CTeMneH crocodHoCTTA 34 WwodupaHe n paboTa ¢ MaIHHM.

He ca npoBexaaHn npoyusaHus 3a onpeaeisHe Ha €EKTa Ha pO3yBaCcTATHH BbPXY CNIOCOGHOCTTA 3a
wodupane ¥ pabora ¢ MaluHK. HesaBHCHMO OT TOBA Bb3 OCHOBA Ha (PAPMAKOAHHAMHYHHTE MY
CBOWCTBA HE € BePOATHO PO3YBACTAaTHH Aa 3acerHe Te3n cnocobHocTH. [Tpu ynpapineHHe Ha NPEBO3HY
cpencTea MM pabora c MalIBHy TpabBa na ce UMa TIPEABHI , Y€ MO BPEME Ha JICYEHHETO MOXKE 1A Ce
NOABH CBETOBLPTEXK.

ALIETHNCANHIMIIOBAT2 KHCETHHA HE BIHAE BLPXY CnocobHoCTTa 3a wodupaHe wiu paGora ¢ MallHHu.
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4.8 Hexenanu NexKapcrseHH peakuHe

HexenaHnure NeKapCTBEHH peakLMy ¢a rpymupaHH No CHCTEMO-opraHeH knac. Bbs BCekH cucTemo-
OpraHeH Knac 4eCTOTHTE ce AehHHUpAT KaTo:

-  M#oro yectu & 1/10)

- Yectu (= 1/100 a0 < 1/10)

- Heuectu (= 1/1 000 no < 1/100)

- Peaxu (= 1/10 000 oo < 1/1 000)

- MHoro pexkHu (< 1/10 000)
- C Heu3BeCTHa 4eCTOTa (OT HANHYHHTE NAaHHK He MOXE a 6bjae HanpaBeHa OLIEHKA HA 4eCTOTaTa)

Tabnuyen CIIHCHK Ha HEXENAHUTE DEaKLIUK

CHcTeMo-0opravuen HexenaHn peaKknuu L YecToTa
kaac o MedDRA PoayBacTaTu | AUETHACAIMIHIOBA
* _ | KHCEeJIHHa
Hapyuienus Ha kppsTa | KbpBeHe KaTo Harp. KbPBEHE OT YecTH

U 1uMpHaTa cUcTeMa HOC&, KbPBEHE OT BEHUMTE,
€KXHMO03a WIH KbpPBEHE OT
YPOr€HHTANHHKA TPAKT C Bb3MOXK-
HO YOBJ)KAB&HE Ha BPEMETO Ha
ChCHpBaHe (BX. TO4Ka 4.4)

BbTpeuepenHo KbpBeHe, KpbB B HeuvecTH
ypHHaTa

Cnen npogwmxurenna ynorpeba
Ha aLEeTHICATMLHIOBA KHCETHHA
100 mg Moxe aa ce noasu
xensoachUUHTHA aHEMHUA,
nopaay CKPUTH KpbBo3arybu or
CTOMAIIHO-YPEBHHUS TPAKT.

TexKO KbpBEHE KaTO Hanp. Peaku
MO3BYEH KPBbBOHIIIUB, 0CODEHO
NPH NalMEHTH ¢ HEKOMMEHCHPaHO
BUCOKO KPbBHO HaAraHe WHNAH
CBhITBTCTBALLO JEHEHHE C
AHTHKOAryaHTH. B oTaenHM
cAydau MOoxe na 6bae
XKHBOTO3aCTpaLIanaLilo. L

TpombouxTOnEeHHUA Penxu -

XeMoJ/n3a U XeMOJIKTUYHA C Heu3BecTHA
AHEMHA NMPH NALHEHTH C TEXDbK YecToTa
HEQOCTHUT H2 INI0K030-0-

| dochaTnexuaporenasa. _

HapywieHus Ha PeakLiMK Ha CBPbXUYYBCBHTEIHOCT - Peaxn
MMYHHATA CHCTEMA OT CTpaHa HA KOKaTa, JUXATETHH-
T€ MbTHILA, CTOMAIUIHO-YPEeBHHA
TPAKT H CbPACYHO-CHAOBATA
CHCTEMa, 0COOCHO NpY NaLMeHTH
¢ acTMa. Bu3MOXHH CHMIITOMH
ca: NOHWXKEHO KPBBHO HaNATaHe,
NPUCTBIY Ha 3a0YX, PHHHT,
3aMYLLIBaHE HA HOCA,
aHaHNaKTHYEH LLIOK WIH e/IeM Ha

T
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KBuHKe.

Peakuuu Ha Penxu -
CBPBbXYYBCTBHTEIHOCT,
BKTIOUHTENHO AaHTHOSHEM.
Hapyiuenus Ha XHUTIOTNUKEMHUS . MHoro peaku
MerabonniMa M HamaneHa ekckpeLusa Ha NMUKOYHA MHoro peaku
XPAHCHETO KMCETHHA, KOETO MOXKE 14 noBeAc
IO NMPUCTBLIH Ha NOAarpa npx
" NOAATIHBH NALHEHTH. .
Hapyumienus Ha 3axapen quaber’ YecTn -
eHA0KpUHHATA
CHCTEMA
[cuxnunm HapyteHus | Hdenpecus C Hen3BeCTHa -
_ _ YeCTOTA
OOvpKBaHe - Penxwu
Hapymenna #a 3amaliBaHe, rnasobonue Yectn Penku
HEpBHaTa CHCTEMa [TonuHeBponaTu, 3aryba Ha MHOro peakH -
| maMer _
[lepudpepna HeBpONaATHA. C HeunspecTHa
Hapymenus Ha ¢bHA (6e3chHMe, YecToTa
|_koLuMapH) . B
MuacTenna rpaBuc C HeuzBecTHa -
-— S 4eCcToTa .
Hapyuwienus Ha oynre | OuHa MHACTEHUA C Heu3BecTHa -
f YEeCTOTA
Hapyiuenus Ha yxXoTo HapylueH cnyx HiH HIYM B YIDHTE - Penku
¥ JabupuHTa
PecnupaTtopHy, Kaunna, nucnHes C Heu3BecTHa -
TOPAKATHH U yecToTa
MEAMaCTHHATHH
HApPY LICHNS _ 1 L .
CTOMaIIHO-4YPERHH Kucenunu - YecTH
HapyleHus | Noepbiuase _ YecTH
KopemHa 6onka Yectn Yectn
['anene Hecru YecTu
Manku kpsBO3arydu or I HectH
CTOMALYHO-YPEBHHA TPAKT
{MHKPOKBPBEHE) _ .
3anex YectH -
[MaukpeatuT Penxu -
Jnapus C HensBecTHa Yectn
4YeCTOTa
CroMalHO-UPEeBHH A3BH, KOHTO B HeuecT
MHOI'C PeAKH Cly4au MOTaT aa
AoBeaar o nepdopaums L _ ]
CToMailHO-4YpEeBHO KbPBEHE, Heudecru
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CTOMaLIHO-YPEBHO Bb3NaNCHHE Heyectu
B cnyuyait Ha npeaxoaHo C Heu3BecTHa
YBPEXKIAHE Ha THraBHLIaTa Ha YecToTa
yepBara € Bb3IMOKHO 00pasyBae
Ha MHOKECTBO MeMOpaHH B
IiyM€eHa, KOeTO € NpeanocTaBKa 3a
nocaeApallia CTeHO3A.
XenarobunuapHu XenaTur MHoro peaxu -
HapylliCHUA XBaTeHHUuAa MHoOro penkH -
ke L |
[loBHineHH YepHOAPOOHH Penku -
TpaHCAMHHA3M | _
[TosHwIeHH CTOHOCTH Ha MHoro peaxku
YyepHOAPOOHUTE NOKAZATE/H
HapyweHHns Ha koxata | KoxHH peaknuu HeuectH
M NOAKOXXHATA ThKaH O6pus Heuecty ]
Copbex Heuect -
YpTHKapHua HeyuecTu -
Cuuapom Ha CTUBBHC-][KOHCHH C HeusBecTHa -
- yecToTa |
Epurema myntudpopme MHOro peaku
JlekapcTBeHa peakuus ¢ C Heu3BeCTHa
CO3HHOPWIHA H CHCTEMHH yecToTa
CUMNITOMH
_ ) (DRESS) _ |
Hapywenns na Muanrus Uectun -
- —]
MYCKYNTHO-CKCIICTHATA | Myuonarus (BKJIIIOYHMTEIHO Penku -
CHCTCMA K MHO3MT), pabaomMuonuia, nynyco-
3::"“”‘:"“3” noaoGeH CHHAPOM, MYCKYJIHA
H
_pynTypa i - -
Aprpanrus MHoro peaku -
HMyHoMeauHpaHa C nHeuspecTHa
HEKDOTH3Hpallla MHOTIATH yecToTa
HapyltieHHs Ha CYXOXWINATA, C Heu3BECTHA
| NOHAKOra YCN0XKHEHH C PYTITYpa yecToTa )
Hapyenus na Hapyurena 6s0peyHa dpyuxuus u M
6p6peuire u ocTpa 6b0peyHa HEAOCTATHYHOCT ] HOTO pelki
NMHKOYHHTE MbTHLLA ' XeMary _— ' )
MHoro peaku
Hapywiesus Ha [ 'MHexomacTua MHoro peaxu -
BbL3NMPOH3IBOANTENIHATA
CHCTEMa H I'bpAaTa i _ _
O61y HapylIeHHs 1 ACTeHNs Uectu -
CPeKTH HA MACTOTO Ha | E ey, C HempecTHa .
MPUIOKEHHE yecToTa

! YecToTara 3aBHCH OT HATHYHMETO WIH JIHNICATA HA PHCKOBH (akTOpH (T/1I0K032 HA FNALHO >
5,6 mmol/l, unaexc Ha TenecHara maca (BM1) >30 kg/m?, nosuineny TpUriHuepHAM, aHaMHe3a 3a
XHIEPTOHKA).
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Kaxto u npu apyrure HHXubuTopu Ha HMG-CoA penyxra3ata, HMa TEHACHLIMA YECTOTATa Ha
HE)XENTaHWTE PEeakLMH 1A 3aBHCH OT J03aTa.

Onucanue Ha M3OPaHU HeKeNAHW pEeakUNH
Eexmu evpxy 6vbpeyume: Tlpy NallMEHTH, AEKYBAHH C pO3yBacTaTHH, € HabnonaBaxa

NPOTEHHYPHUA, KOATO € YCTAHOBEHA C TECT-JICHTH H € NMPpeAMMHO ¢ TyYOyneH npousxoa. [Nosuinenne Ha
CbAbPYKaHHETO Ha OENTHK B YPHHATA OT JIMICA WM CNieay o ++ WK NOBEYE € YCTRHOBEHO NPH <1%
OT NAalHEHTHTE B HAKaKbB MOMEHT Mo BpeMe Ha nevende ¢ 10 mg wiam 20 mg, 4 npubnuznTENHO NpU
3% oT manHeHTHTE, nekysany ¢ 40 mg. I1pyu zozara 20 mg M3MEHEHHE OT JIUNCA MU Clleau Ao + e
HabmoaapaHO Manko No-4ecto. B noBeueTo ciy4yan NpH NpoAb/HKaBaHE Ha NICUEHHETO
NPOTEHHYPHATA HAMANABA WM MW34€3Ba CNIOHTAHHO. OT npernena Ha AAHHHTE OT KJIWHUYHHUTE
M3MHTBARHHA U HATPYNAHUA ONUT CNel MYCKaHETO HA 1a3apa 10 MOMEHTA He & YCTaHOBEHA NNPHYHHHO-
CJICACTBEHA Bpb3Ka MEXKIY NPOTCHHYPHATA H OCTPO HIH 3aababouasailo ce 6u0peuHo 3abonnapane.

[Ipu nauMeHTH, NeKyBaHH ¢ po3yBaCTaTHH, € HabnioaasaHa xeMarypua, HO criopel AaHHHTE OT
KNIHHHYHHTE H3NHTBAHUA XEMATYPHS CE TIOABABA MHOTO PAIKO.

Eghexmu evpxy cxenemuama myckynamypa: [py nauMeHTH, JEKYBaHH ¢ pO3YBACTATHH BbB BCAKAKBH
R034 K 0co0eHO NMpH A03H >20 mg, ca cbobLaBaHH e(PeKTH BbPXY CKENETHATA MYCKYNIaTypa, Hanp.
MHAJITHA, MHONATHA ( BKITIOYHTENHO MHO3HT) U paako pabaomuonusa ¢ unm 6e3 octpa 6u6peuHa
HEAOCTATbYHOCT.

[Tpy nanyeHTH, npUeMallli PO3yBACTATHH, € HaDNI0JaBaHO 10303aBUCHMO MTOBHILIEHHE Ha
kpeaTthHkuHasaTa (KK), koero B noseuero cnyyau e 6mno neko, 6e3cMMNTOMHO H MPEXOaHO. AKO
crohHocTHTe Ha KK ca ypenHueHH (>5 mbTH ropHata rpaHHiia Ha HOpMaTa), JeveHuero Tpabsa na ce
npeycraHoBH (BxK. Touka 4.4).

Epexmu evpxy weprua Opob: Kakto u npu apyrn nHxu6utopu Ha HMG-CoA penyxTasara, npH
Mansk 6poil MaUHeHTH, MpUeMaLlii PO3yBACTATHH, € HAONIOAABaHO N0303aBHCHUMO MOBULLIEHUE Ha
TPaHCaMHMHA3UTE, KOETO B NOBEYETO CNy4aH € 610 1eKo, 6€3CHMITTOMHO ¥ NMPEXOHO.,

CrneaHunTe HEXENaHN PeakL#H ca ChodIaBaHy NPy HAKOH CTATHHMU:

-  CekcyanHa ARCPYHKUWA

- OrnenHu coyyad Ha HHTEpcTHUMANHA 6enoapobHa Gonect, 0CoGeHO NPH NPOABMKHTETHO
nedexue (K. To4ka 4.4)

Yecrorara Ha cpo0LIaBaHe Ha pabaoMHONN3a, CepHO3HN OBLOPEYHH CLOUTHS H CEpHO3HH
yepHOApoOHM CHOHTHA (MPeaIUMHO NOBHIIEHH YepHOIPOOHH TPAHCAMMHA3HK) € MO-BHCOKA NPH A03a
po3yeactaTuH 40 mg.

Ileouampuvna nonyrayus: B 52-ceaAMHUYHO KTWHHYHO H3NHTBAaHE MMPH JAELA H IOHOWLH, NTO-4ECTO ca
HaONMaaBaHH MOBHIUIEHHE HA KPEeaTHH KMHA3aTa > 10 mMbTH ropHaTa rpaHHLIa Ha HOpMAaTa ¥
MYCKYJIHH CHMIITTOMH CNER YNPaXHEHHA WIH NOBHIICHA PH3UYECKA aKTHBHOCT, CTIPAMO Bh3PacCTHH
(8. Touka 4.4). B ocraHanuTe acnekty, npoduaLT Ha 6€30NMaCHOCT HA PO3YBaCTATHH NPH ReLla U
FOHOLUM € CXOJEH € TO3H NPH BL3PACTHH.

Cro0luaBaHe Ha NOAO3IUPAHH HEXNENAHH PEaKIIHU
CboO1aBaHeTo Ha NOAO3MPaHH HEXENaHH PEAKLMH Cllell pa3pellaBaHe 3a yrnoTtpeba Ha 1eKapCTBeHuUS

POAYKT € BKHO. ToRa No3BosBA Aa NPOALKH HAGNIIOIEHHETO HA CHOTHOLLEHHETO MOJI3a/PUCK 32
AEKapCTBEHHA NMPOAYKT. OT MEAHUHHCKHTE CMELHMATHCTH CE H3HCKBA Ja ChoOIIaBaT BCAKA
MOAO3IMPAHA HEXKENAHA PEaKLius Ha:

Hs3nuaHuTenHa areHUMA No AEKAPCTBATa

yn. ,Jamax I'pyep” Ne 8
1303 Codpusn
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Ten.: +359 2 8903417
yeOcaliT: www.bda.bg

4.9 Ilpeaosupane
HMIITOMH

Po3yBACTATHH

H0 MOMEeHTa ONHUTLT OT NPEAO3NPaHE ¢ PO3YBACTATHH € OrpaHHYeH.

Hama cnenudnuHo nedeHne B cnyuall Ha npeaosupaxe. [TauuernrsT Tpabaa aa ce ekysa
CAMNITOMATHYHO H J1a C€ NpHaarar HeoOXoAMMHTE NOAAbPKaLLK Mepki. TpaOBa 1a ce cnensT
YyepHOApOOHAaTa PYHKLMUA U CTORHOCTHTE Ha KpeATHHKUHA3aTa. Manko € BEpOATHO XeMOAHANH3aTa Na
€ OT N0J13a 34 SJIMMHHHPAHE Ha PO3YBaCTATHH.

AUCTHACATHUNIOBA KHCEJIHHA

[fpenosnpane € Manko BepoOSTHO MOpalH HUCKOTO chabpxanue Ha ACK B
PosyBacTaTHH/ALETRICATHLILNOBA KHCENWHA Aaamel. Bhnpeku ToBa MoXe a ce Noay4H
HHTOKCHKALMA (CiTy4alHO Npe03upaHe) NpH MHOTO MAKH JIela WtH TePaneBTHYHO Npeao3upaHe
NPU NALHEHTH B CTAPHECKA BBL3PACT KAKTO cnenpa: CAeAHHUTE c¢ CBLP3BAT ChC CPEAHOTEXKKA
HHTOKCHKALIHA: 3aMasgHOCT, raBobonue, 1Wym B yiluute, 00bpKBane H CTOMALIHO-YPEBHH CHMITTOMH
(razmeHe, rnoBpbILAHE ¥ KOopeMHa Goka).

FlpH TexKa HHTOKCHKALHA ce HaONoaaRaT CepHO3HM HAPYIUEHHUA Ha KUCETHHHO-ANIKANTHOTO
paBHOBecHE. [1bpBOHAYATHATA XUNEPBEHTHNALIMA BOAH A0 AUXaTeNHa ankanosa. Cnea ToBa ce
PasBHBa JHXATEIHa allHA03a BCEACTBHE HA NMOTHCKALL €eKT BbpXY LHEeHThpa HA JIHILIAHETO.
B13HHKBa H METADOIHTHA auKUA03a BCICACTBHE HA HANMHYHETO Ha canuumnar. Ilopanu dakTa, 4e 3a
Acuata U 6eberara 4eCTO Ce ThPCH MEAHLIMHCKA NIOMOIL €Ba B NTO-KBCEH €Tal Ha MHTOKCHKALMATA, Te
OOHKHOBEHO Beye ca JOCTUTHANH eTana Ha alHA03a.

Mozke aa ce HaCTBLIAT M CIENHHTE NPOABH: XUIIEPTEPMHA W NOTEHE, BOAEILH A0 06e3B01HABAHE,
6e3nokoicTBO, FHpUOBE, XAMOLMHALIMY H XunornukeMus. [ToTuckaHe Ha HEpBHATA CHCTEMA MOXKE aa
AOBEOE OO KOMA, ChbPAEYHO-CHAOB KONANC U AuXareieH apect. JletanHaTa 1032 ALIETWICANHUMA0BA
KucennHa € 25-30 rpaMa. KoHueHTpaluus Ha canyunnaty B nnasmara Haa 300 mg/l (1,67 mmol/)
NpeAnoiara MHTOKCHKALIUA.

JleueHue

B cnyuail Ha npeaosupane neYeHHero ¢ PosypactaTui/ALETHACANHIIMIOBA KHCENHHA AllamMen TpabBea
11a ce cripe W TpAOBa ia Ce OCHTYPH NOANBPKALLUO H CHMITOMATHYHO IEYEHHE.

AKO € NorLJIHaTa TOKCHYHA 1034, ¢ Heobxoauma xocnuranusauud. IIpH cpeaHo TexKa HHTOKCHUKALIUA
MOXE€ JIa CC HanpaBH ONUT 3a NPEAN3BHKBaHE Ha NOBPBILAHE, AKO He & yCnelleH, ¢ npenopbLysa
CTOMALLIHA NPOMHBKA. B TakbB ciyqait ce npunarar akTHBEH BbrieH (ancopbeHT) U HaTpHeB cyndar
(naxkcarus). [TokasaHo e ankanu3npaHne Ha ypunata (¢ 250 mmol NaHCOs 3a 3 yaca) kaTo ce cneau
pH Ha ypunara. [TpH Texka HHTOKCHKALMA NPEATIOYHTAHOTO NICHEHHE € XEMOAHANTM3A.

Tpabpa na ce cneasT YepHOAPOOHHUTE NOKA3aTeNH U CTOMHOCTHMTE Ha KPeaTHHKMHA3ATA.

5.  ®APMAKOJIOrHYHH CBOHCTBA
5.1 @apmaxoanHaMu4HR cBolicTBa

QapmakorepanesTHyHa rpyna: CpeacTsa, perynupautn THNHANTE, komGunauun, ATC kox:
C10BX05.
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P THH

Po3yBacTaTHH € CENIeKTHBEH KOHKYpeHTeH uHxuburop Ha HMG-CoA penykrasara -
CKOPOCTOONPEACNALLHSA H3UM, KORTO NpeBpbilia 3-XHAPOKCH-3-METHATNYTapAN KOCH3HM A B
MEBAJIOHAT, NPEIIISCTBEHHK HA Xonecrepona, [ MasHOTO MACTO Ha ASHCTBHE HA PO3YBACTATHH €
yepHUaT Apo6, KOATO € NPULIENHUAT OpraH 3a NOHWXKaBaHe Ha XOonecTepona.

Po3yBacratiin nopHiiasa Opos Ha yepHoapoOHUTe perenTopH 3a LDL BppXY KnerbuHaTa
MOBLPXHOCT, KATO YBENIHYABA YAaBAHETO H pasrpaxaaxneTo Ha LDL u norucka obpasysaHero Ha
VLDL B 4yeprus apo0, kato no To3M HauMH HaMmanspa obuina Opoit yacruun VLDL u LDL.

Po3yBacratiH rnoxmkasa nopuieHHs LDL-xonecrepon, ob1IHA X0N€CTEPON H TPHIAHUEPHANTE H
nosuinaea HDL-xonecrepona. Ocsen ToBa noHywxkasa ApoB, neHDL-xonecrepona, VLDL-
xonecrepona, VLDL-TpurnuuepuanTe ¥ nosuinasa ApoA-lL. Po3yBacTaTiH NOHMKaBA H
croTHoweHHATa LDL-xonecrepos/HDL-xonecrepos, o6 xonecrepoa/HDL-xonectrepon u neHDL-
xonecrepon/HDL-xonecrepon u ApoB/ApoA-I.

TepanepTHueH epeKT ce YCTAHOBAB2 A0 } CeAMHIA OT 3aNOYBaHE Ha JleYeHneTo, a 90% ot
MaKCHMAaNTHU edekT ce noCTHra cnea 2 CeAMHUK, MakcHManHHUAT eQeKT 0OHKHOBEHO Ce MOCTHra JI0
4 ceaMUUM U C& NOAbPKA Clie TOBA.

ALETHICANNLWIOBA KHCENHHE
AueTuncanyuuiopara KHceHHa HeodpaTumo HHXHOUpa arperaunara Ha TpoMOouHTHTe. EdEeKThT

BbPXY TPOMOOLIMTHTE C€ AB/IKH HA aUCTHIMPAHE HA UMKNOOKCHIeHa3aTa. Tosa HeoOpaTnMo
HHXHOupa oOpasyBaHeTo HA TpoMOOKcaH A; (CTUMYNIMpPALL arperauuaTa Ha TpoMboLIUTHTE H
CbAOCBHBAIL NMpOCTarnaHnnuH) B TpoMOounTHTE. T03M edekT € TpaeH H OONKHOBEHO NMPOAINKABA 10
kpas Ha oOu1o 8-aHeBHUA )KUBOT Ha TpoMOoLHTa.

[TapanokcanHo aueTHICANMIMIOBATA KHCETHHA HRXHOUpa ¥ 00pa3yBaHeTo Ha NPOCTALMKIHH
(uHXMONpal arperauMATa Ha TpPOMOGOLIMTHTE NPOCTAITIAHAWH, HO CbC ChAOPa3LIHPABALLO AeHCTBHE) B
CHAOTENHUTE KJIETKH Ha KPbBOHOCHHTE ChAORBE. TO3H eeKT € BpeMEHEH.

Cnen enMMHHAPAHE HA AUETHICATTHLIAIOBATA KHCENHHA OT KPBBTA CHIOTETHUTE KIETKH, KOMTO HMAT
AApa, BeoHara OTHOBO CHHTE3HPAT NPOCTALMKIMH.

Karo pesysrat, HECKA JHEBHA 1033 aUeTHICANHIMNoBa KUcenuHa (< 100 mg/nen), npunarana peasbx
IHEBHO, HHXUOupa TpoMbokcan A; B TpoMbouuTHTE 63 212 3acATa 3HAYHTENIHO CHHTE3aTa Ha

NPOCTALMKITHH.

[TeauaTpruHa NOMyYIAUHA

Esponeiickara arexius no jexapcraara ocsob0kaaBa oT 3aAB/DKCHHETO 33 NPEAOCTABAHE Ha
pPEIYNTATHTE OT NMPOYYBaHUATA ¢ PO3yBacTaTHH/ A LIETWICATHIINIOBA KHCEIMHA AJaMell BbB BCHUKH
NOATPYTIH Ha NEAHATPUYHATA NONYJALKA 3a paspelleHOTOo NokazaHue (BX. Touka 4.2 33 HHpopmaums
OTHOCHO ynorpeda B neauarpusaTa).

5.2 dapMakOKHHETHYHH CBOHCTBA

Abcopbuus u n eHHU

Poizyeacmamun

MaxkCHMaNnHUTE ITA3MEHH KOHLCHTPALtMH Ha PO3YBACTATHH ¢¢ NOCTHMAT NPHOMH3UTENHO Ha 5 yaca
cnea nepopatHo npuioxeHue. AdcomorHara GuoHanHuHocT e npubnusurenHo 20%. Io-ronamara
YacT OT PO3YBACTATHHA CE NOEMa B HMEPHHA P00, KOHTO € OCHOBHOTO MACTO 38 CHHTE3HPAHE Ha
XONecTepon H 3a enuMHHHpaHe Ha LDL-xonecrepon. O6eMbT Ha pasnpeneneHne Ha pO3yBacTaTHH €
npubnusurenno 134 1. [pubnusurento 90% ot poayBacTarHHa ¢e CBbpP3Ba ¢ 6eNThUHTE B IUIA3MATA,
NPeaUMHO ¢ aNOYMHH.

"eneTnueH nonumopdhusbM: Jlucnosuunsra Ha Huxuburopure Ha HMG-CoA peaykrasara,

BKJTIOYHTENNHO pO3YBaCcTaTHH, Ce H3BhPILBA C YYACTHETO Ha TpaHcnoprepHuTe npoteHd OATPIBI #
BCRP. [1pu nausenTH ¢ onpeacneny reHeTvuHH noaumopdusmu sa SLCOIB1 (OATPIBI1) w/
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ABCG2 (BCRP) cpluecTByBa pHCK OT NTOBHUIEHA €KCIIO3HLIMA Ha po3yBacTaTHH. UHAHBHAyanHHUTE
nonuMopdu3iMH Ha SLCOIB1 ¢.521CC nw ABCG2 ¢.421 AA ca CBbP33HH C NO-BHCOKA EKCMO3HLINA Ha
po3sysacTaTHH (AUC) B cpasHenue ¢ redorrnosere SLCOIBI1 ¢.521TT wiu ABCG2 c.421CC. Topa
cneuHPpUIHO FEHOTHNH3UPaHE He € 00HyaliHO B KIMHMYHATA NPAKTHKA, HO NPH NAUMEHTH, KOUTO Ce
3HAE, Y& HMAT TE3H THITOBE NMONHUMOPPHIBLM, CE MPENnOpPLYBA NO-HHUCKA JHEBHA 1033 PO3YBAaCTaTHH.

Ayemuncanuyunosa KuCenuHa

Cnen nepopanHo NPUWIOKEHHE aUeTHICANMLIMNOBATA KHCEIMHA OBp30 ce abcopbupa B
NPOKCHMATHATA YaCT HA TRHKHTE YepBa. MakCHMAITHa n1a3MeHa KOHUMHTpanKs ce gocrura cnen 0,5-
2 yaca. JHauMTesIHa 4acT OT /103aTa C¢ XHAPONH3Upa No BpeMe Ha abcopOuMaTa B CTOMALIIHATA CTEHA.
Ab6copbuuaTta Ha ACK cnen nepopanHo npunoxenue € Obp3a ¥ mbAHA. XpaHara HAMAIABA CKOPOCTTa,
HO Re M cTeneHTa Ha abcopbumna Ha aueTHICAIMIMI0BATA KUCENHHA.

O6embT Ha pasnpeneneHue Ha ACK ¢ oxono 0,20 I/kg Tenecna maca. ITepeuar MeTabonur, o6pazysan
or ACK, e canHuunopara KHCENHHA, KOSTO UMa NMPOTHROBL3NaNHTenHo Aekicraue. o 90% ot Hed ce
CBbp3Ba ¢ OEATLIUU B [1a3MaTa, rMaBHO ¢ aTbyMuH,

CanuuMnoBara KHCSJIMHA NPOHUKBA 6aBHO B CTABHUTE TOPOMYKH M CTABHATA TeYyHOCT. [IpeMKHHaBa

Ape3 MAaleHTaTa i B KbpMara.
bu ODMallia. eNHMHHHDAH

Pozysacmamun

Mavika qacr oT po3yBacTaTHHa ce MeraGonusupa (npubnusurenHo 10%). [MpoyuBaHus Ha
MeTaboH3Ma in vitro ¢ H3MoN3BaHe HAa YOBELIKH XENATOLIMTH f1OKA3BaT, Y€ po3yBacTaTHH € cnab
cybcrpar 3a uHToxpoM P450-06ycnoseHns metabonnssM. CYP2C9 e rnaBHHAT H30EH3HM, KOHTO
yyacTsa, & 2C19, 3A4 n 2D6 yuacrsar B no-Manka creneH. I'nasuure HaeHTHOHULMPaHH MeTaboNuTH
ca N-AeMEeTHIHPAH K JIAKTOHOBH MeTabonuTH. N-aeMeTHIupaHuaT MeTaGonuT € npubnusuTenHo 50%
o-Manko aKTHBCH B CPABHEHHE C PO3YBaCTATHH, JOKATO NAaKTOHHATA opMa ce CMATA 33 KJIMHUYHO
HeakTHBHA. Han 90% ot uuxuburupHara akTuBHOCT no oTHolienue Ha HMG-CoA penykrasara B
KpbBOOOPALLEHHAETO C€ OCBILECTBABA OT PO3YBAaCTaTHH.

ITpuonusurento 90% ot nosaTa po3yBacTaTHH Ce EKCKPETHPA HEMPOMEHEHa B H3NPaKHEHHATA (TOBa
BIJTIOYBa a0COpOHPaHOTO W HeabcOPOUPAHOTO aKTHBHO BELIECTBO), @ OCTAHANATA YACT CE EKCKPEeTHpa
B ypuHara. [Tpubnusurento 5% ce exckperupar HenpoMeHeHH B ypuHaTa. BpeMero Ha
nonyenHMHHHPaHe OT na3Mara e ox010 20 yaca. BpeMeTo Ha nonyenuMHHHpaHe He ce YARIKaBa
NIPH NO-BHCOKH A03H. CPEIHONEOMETPHYHOTO Ha ILNAa3MEHUs KIMPBHC € npubnusutenso 50 nutpa/yac
(koedHitHeHT Ha Bapualua 21,7%). Kakro ¥ npu apyrure nHxuburopu Ha HMG-CoA penykrasara,
4epHOAPOOHOTO NOEMAaHE Ha PO3YBACTATHH CE H3BbPLIBA C YYACTHETO Ha MEMOPAHHHUSA TpaHCopTep
OATP-C. To3u TpaHcnopTep ¢ BaxeH 38 4epHOAPOGHOTO ENHMHHHKPAHE Ha PO3YBAaCTATHH.

Ayemuncanuyunoea xuceaura

ALICTHNCAMLIANOBATA KHCEIHHA MbPBOHAYANHO C€ XHUAPOIH3IHPA 10 CANHIIHIOBA KHCENHHA.
[1oy)XHBOTBT Ha aLIETHICANTHLWIOBATE KHCEIHHA € KbC, OKONO 15-20 MHHYTH.

Canvuunosara KUCENIHHA ce NpeoOpa3yBa 10 KOHIOraTH ¢ MIHMLHH U ¢ INTIOKYPOHOBA KHCeNHA 1
MAaJIKO A0 FreHTH3IHHOBA KHCeNnHHa. [Ipu 1o-BUCOKH TepaneBTHYHH A03M KanaLMTeTsLT 3a
npeodpasyBaHe Ha CANHLWIOBATA KHCENHHA € H34epnBa ¥ GpapMaKkOKHHETHKATA € HelluHelHa. Tora
BOIY RO YABKABAHE Ha BPEMETO Ha NONYENHMHHNPAHE HA CATHLILNOBATA KHCEIHHA OT HAKONKO Yaca
2o oxono 24 yaca.

Exckpeuusra e npeauMHo upe3 6n0peunTe.

TyOynnara peabcopbuna Ha canMLWwIOBaTa KMCEIHHA € 3aBHCHMa oT pH. Ypes ankanusupane Ha
YpHHATA KOJHYECTBOTO Ha EKCKpETHpaHaTa HENPOMEHEHA CATHLIIOBA KHCETHHA Ce [TOKayYBa OT
okono 10% no oxono 80%.
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JInHelinoCcT/HeIMHERHOCT
CucTreMHaTa EKCINO3ULMA HAa PO3YBACTATHH CC MMOBUILABA NMPONOPLHOHANHO HA AO3ATA.
DapMaKOKHHETHYHUTE NapaMeTPH He e MPOMEHAT NPH MHOTOKPATHO MpHIaraHe.

CnelHalHK DONyJauNy

Bw3pacm u non

Bh3pacTTa ¥ MONBT HAMAT KITHHUYHO 3HAYuM ¢PekT Bbpxy PapMaKOKHHETHKATA HA pPO3YBacTaTHH
npd Bb3pacTHH. PapMaKOKHHETHKATA HA pO3YBACTATHH MPH AelA U IOHOLIHK C XETEPO3UIroTHA
damMinHa XHnepxonecTeponeMus ¢ noaobHa Ha Ta3M NPH Bh3pacTHU 106poBONLIM.

Paca

DapMakOKHHETUYHHTE NPOYyYBaHHUA NOKA3BAT NPHORHIUTENHO ABOHHO YBENHYEHHE HA MEAHAHHATA
nnow noa Kpueara (AUC) H Cmax Ha pO3YBACTATHH NPH XOpa OT MOHTOJIOMAHATA paca (SMOHLH,
KHTalIM, PUAUNHHLMK, BACTHAMIIU Y kOpeiiLii) B CPaBHEHHNE C €BPOMNENAHATA paca; NMPH HHAYCHTE HMa
nprbnusnTenHo 1,3 mbTH yeenuueHne va MeaaHHara AUC U Cuax. [IpH nonynaunonen
(apMaKOKHHETHHCH aHANTH3 HE €A YCTAHOBCHM KNMHHYHO 3HAYMMHU Pa3NHKH BbB papMaKOKHHETHKATa

MEOXIY CBPONICHIHATA H HEPOKHAHATA paca.

Bvbpeuna nedocmamuvunocm

B npoyusaHe npH xopa ¢ pa3iiHiHa cTeneH Ha 6p0peuHa HeAOCTAaThYHOCT IEKATa A0 yMepeHa
01BOpeyHa HEAOCTATHEYHOCT HE CE € OTPA3UNA HA [L1a3MEHATA KOHIICHTpauKs Ha po3yBacTaTHH K Ha N-
AeMETHNHpaH|A MeTabonuT. JIuuata ¢ TeXKO yBpexkaare (KIMPBHC Ha kpeaTHHHHA < 30 ml/min) ca
HManH TPOHHO YBENH4YEHA IU1a3MeHa KOHUEHTpalHa H 9 NBTH N0-BHCOKA KOHLICHTPaLIKA Ha N-
AeMeTWIHpaHna MeTaloNuT B CpaBHEHHE ChC 3paBu R0OpOBO/NLK. PABHOBECHHTE INTa3MEHH
KOHLICHTPALIKKA Ha PO3YBaCTaTHH NPH NalMEeHTH Ha XxeMOxHanu3a ca ounu npubnusurenno ¢ 50% no-
BUCOKM B CPaBHEHHE C TE3H IpH 34paBH 200OPOBOILIH.

Yeprnodpobra Hedocmamuvurnocm

B npoyuBaHe nMpy HHAMBUAM C pa3IHYHA CTEMEH Ha YepHOAPOOHO YBpekKAaHE HE Ca MOMYYEHH JaHHH
3a TIOBHLICHA EKCMO3HLIMA Ha PO3YBACTATHH MPH JHLA ¢ oueHka no Child-Pugh 7 Touku un# no-
HHCKa, HO ABaMa MatHeHTH ¢ oueHkH 8 H 9 o Child-Pugh ¢a noxasanu noxe ApoliHo nosuiEHa
CHCTEMHA €KCITO3ULMA B CPABHEHHE C IHLA ¢ No-MamreK Opoit Toyku no Child-Pugh. JIuncea onut npu
nauMeHTH ¢ oueHka no Child-Pugh naa 9 Touxn.

5.3 IipeaknsanHIAK JaKHH 33 Oe30nacHOCT

Po3yBacTaTHH
[TpeaxnHHHYHHTE NAHHH HE NOKa3BaT 0COOEH PHCK 3a Xopa Ha 6a3ara Ha KOHBEHUMOHATHHTE

(papMaKoONOrHYHH NMPOYYBAHHA 3a 6€30MaCHOCT, NPOYYBAHHA 32 FTEHOTOKCHYHOCT H KaHLIEPOTE€HEeH
noTeHUHa1. He ca oueHsBaHM cneuHGHYHH H3caeaBaHus 3a edexture Bupxy hERG. Cregunre
HEXENaHH peakuHH HE ¢a YCTAHOBEHH NPH KIHHHYHH NPOYYBAHHS, HO ¢¢ HaGNoaaBaT NpH KHBOTHH
NMPH HHBA Ha EKCMO3HINA, OITH3KM A0 HHBATA HA EKCIIO3MIINS B KITHHUYHATA TTPAKTHKA: B H3C/IeIBaHHS
338 TOKCHYHOCT NPH MHOTOKPATHO MpHnarase ce Habniogapar XMCTOMNATOIOrHYHH NPOMEHH B YePHUA
ApoD, BEPOATHO AB/DKAILM ce Ha (PapMaKONOTHYHOTO AeHCTBUE HA PO3YBACTaTHH, MPH MUIHLKH,
IUTbXOBE H B MO-MANKA CTENEH ¢ €PEKTH B XKITbYHHUA MEXYP MPH Ky4yeTa, HO He U npu MalimyHu. OcseH
TOBA MPH NO-BHCOKH 103H C& Hab/oaaBa TOKCHYHOCT M0 OTHOLIEHHWE HA TECTHCHTE NpM MaiiMyH# H
kyuera. [Ipu mIbXxoBe € YCTaHOBEHA PENPOAYKTHBHA TOKCHYHOCT, KAaTO NMPH TOKCHYHH 38 MalikaTa
AO3H, NPH KOHTO CHCTEMHATA €KCNO3ULIMA € HEKOMKOKPATHO MTO-BHCOKA OT €KCMO3ULIMATA NPH
TEpaneBTHYHAaTa AJ03HPOBKA, ca HAOMIOAABAHK HAMANCHN FNONEMHHA, TETNO H MPEXHBAEMOCT Ha
MaJIKHTE,

ALICTH/ICANTHIIHIOBA KHCETHHA
IpodpursT Ha 6€30NaCHOCT Ha AlICTHACANHLHNOBATA KUCETHHa € Ao0pe HOKYMEHTHpaH ¢

NPEeRKNTHHUYHH NaHHH. B npoyyYBaHMATA ¢ )KHUBOTHH HE ¢ YCTAHOBEHO CANHIIAIATHTE A3 VB
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APYTH opraHH oCBeH OBLOpeunTe. ALSTHICATHIIMNOBATA KUCC/THHA € IUMPOKO M3CNedBaHa 3a
BH3MOXHH MYTArcHHH U KaHLIEPOreHHH e(peKkTH; He ¢a OTKPHTH JOKA3aTENCTRA 32 NOTEHLHANHH
MYTareHHH WIH KaHUepOreHHH edeKTu.

[Tpyn paznuuHK BUAOBE XHBOTHH CA YCTRHOREHH TepaToreHHH edekTn Ha canvumnaTure (KaTo
CbpAEYHH U CKEJIETHH ManopMaLHy, racTpocxusa). OnHcaHyu ca HapyLICHHUA NPH UMIIAHTaLIMATA,
eMOpHO- 1 PEeTOTOKCHYHM edeKTH K HapyilieHa CIOCOOHOCT 3a YUEHE IPH MAJIKUTE Cliel €KCMTO3HLUHA
no speMe Ha OpeMEeHHOCTTA.

6. ®APMALIEBTHYHH JAHHM
6.1 CnHebk HA NOMOMIHHTE BEIUISCTRA

Durmupara mabnemxa pozysacmamux:

ChpueBuHa HA TabneTkara

JlakT0o3a MOHOXWAPAT

[{enyno3a, MUKPOKPHCTAJIHA

MarHesneB OKCHJL, TEXBK

KpocnosraoH (Tun A)

CunuuMeB NHOKCHA, KONOHIeH 6e3soaeH
MarsHe3sues creapar

Dunmo HTH
[Toau{BUHNIOB ANKOXOM)
Turanos auokcun (E 171)

Tank

JXenesen okcua, xuat (E 172)
JeumthH (coeB)

Xenesen oxcua, uepseH (E 172)
KcanTtaHoBa ryMa

Yepen xenesen okeun (E 172)

Tabremxa auemuacanuyuiosa KUcenuna:
llenynosa, MUKpPOKpHCTAIHA

LiapeBHUHO HHLIECTE

CHHLHEB IMOKCHI, KOJIOHAEH Oe3BoacH
CreapHHOBA KHCETHHA

Kancynna obsuexa:
Jenatus

Turanos auHokcHn (E 171)
HHanroTun (E 132)

ABat xkenesen okcua (E 172)

Hepro macmuno

[[lennak

[TponuneHrnukon

KoHUEHTpHpaH pa3TBOp HA aMOHAK

YepeH xenezed okcng (E 172)
KanHeB XxHaApoKCHA
6.2 HechbBMeCTHMOCTH

Henpunoxumo
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6.3 Cpox ua roanocr
3 rOIWHH
6.4 Cpeumajann YCIOBHA HA ChXPAHEHHE

Ha ce cbXpaHaBa npH TeMneparypa noa 30°C.
Ha ce cbXpaHaBa B OPHIr'HHANIHATA ONAaKOBKa, 34 /1a C& NpeAna3yu OT Bfara.

6.5 BnaH cbaAbpKaHHE HR ONAKOBKATS

baucrep [Nonnamua-AnymuHuit-IonuBuHUAXAOPHA (NaMUHAT) M AJTyMHHHEBO TIOKPHBALLO (GONTHO:
10, 28, 30, 56, 60, 90 nnu 100 xancynn, B KyTHA.

He BCHYKH BHAOBE ONAKOBKH MOraT Aa ObaaT myCHaTH Ha nasapa.
6.6 ChneuHaJnH Npeana3Hy MePKH NPH HIXBLPIARHE

Heusnon3saHUAT NE€KApCTBEH NPOAYKT WIH OTNAXbYHHTE MaTEepHAIH OT Hero TpAOBa Aa ce M3XBLPAAT
B CHOTBETCTBHE C MECTHUTE H3HCKBaHMA.

7. NPHTEXATEJI HA PASPELLIEHHETO 3A YIIOTPEBA

Adamed Pharma S.A.

Pienkdw, ul. M. Adamkiewicza 6A

05-152 Czosnéw

[Tomna

8. HOMEP(A) HA PABPEHIEHHETO 3A YNIOTPEBA

Per. Ne 20210176 - PosyBacTaTui/ALeTHACANMIKNOBA KHCENHHA AaMen 5 mg/100 mg

Per. Ne 20210177 - Posysacrathi/ALieTHACANHIMIOBA KHCeninHa Agamen 10 mg/100 mg
Per. Ne 20210178 - PosysacraTii/ALETHICANHLIKAOBA KKcenuHa AxaMen 20 mg/100 mg

9. JATA HA ITBPBO PA3ZPEIMABAHE/TMTOAHOBABAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Hara na nbpBo paspeisasase: 30 roHu 2021 r.

10. JATA HA AKTYANHU3IUPAHE HA TEKCTA

09/2024
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