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1. UME HA JEKAPCTBEHHSA ITPOAYKT o o

Pocykapn Kom6n 10 mg/5 mg TBEpAu Kancynu
Rosucard Combi 10 mg/5 mg capsules, hard

Pocykapa Kom6u 10 mg/10 mg TBEpaH Kancynu
Rosucard Combi 10 mg/10 mg capsules, hard

Pocykapa KomGu 20 mg/5 mg TAspam xancyinu
Rosucard Combi 20 mg/5 mg capsules, hard

Pocykaps Kom6u 20 mg/10 mg Teepan xancynu
Rosucard Combi 20 mg/10 mg capsules, hard

2 KAYECTBEH 1 KOMMMYECTBEH ChCTAB

10 mg/5 mg: BcAka TRBPAa kancyra chabpixa 10 mg po3yBacTaTHH (rosuvastatin} (KaTo pO3yBaCTATHH
kanuuit) 1 5 mg amnoaunvn (amiodipine} (KaT0 aMIIOAHIHAOE He3HIAT)

10 mg/10 mg: scska TBBpAA Kacysia chabpia 10 mg posysacraTud (Fosuvastatin) {kato po3yBacTaTsy
kamyit) 1 10 mg amnonwnvu {amlodipine) (xaTo amnogununos Ge3unar)

20 mg/5 mg: BcAKa TRBPAA KANCYNa ChAbP¥Ka 20 mg Po3yBACTATUH (rosuvastatin) (KATo PO3YRACTATHH
Kanuuit) u 5 mg ammogunud (antodiping) (kaTto aMnoaAUNHHOB Ge3NIAT)

20 mg/10 mg: BeaKa TRBPAA KAcyna chabpxka 20 mg po3yBacTaTiH (rosuvastating (KaTo po3yBacTaTHH
kamuit) u 10 mg amnonunun (amlodipine) (xato amnosunukos Geznnar)

3a TETHHA CIIHCEK Ha NOMOININHTE BEINECTBa BYXTE TouKa 6.1.

3.  JEKAPCTBEHA ®OPMA
Tebpna kancyna

10 mg/5 mg: TEBPAM KeNaTHHOBY KATICYIIH ¢ pasMep | W 6410 Henpo3pauHo TANO C YEPBEHO
obo3naverre “Aml 5 mg” u 6aa Hermpo3payka Kanauka cbe 3eleHo oGo3navenne “Rsv 10 mg”,

10 mg/10 mg: TevpAM KETATHHOBY Kancysd ¢ pasMepn 00 u 6ano Henpo3pavHo TAIO ¢ YEPREHO
obo3navenne “Ami 10 mg and line”u 6ana Henpo3pauna Kanauxa csC 3eneHo obo3mavenne “Rsv 10 mg”
20 mg/5 mg: TEEPAH KeNATHHOBY Kancynu ¢ pasMep 0 1 6a10 HEMPO3PAYHO TANO € YEPBEHD
ofosHaseHne “Aml 3 mg” ¥ 64na HenmpoIpauHa KAnavKka che 3eNeHo ofosnauenre “Rsv 20 mg and line”
20 mg/10 mg: T8Lpay xeTaTHHOBY Kancyan ¢ pasmepn 00 1 GANO HENpo3padHO TANO C YEPREHO
ofosnadenne“Amt 10 mg and line” u 6a1a Henpoeapayla KanadKa ¢be 3eneHo obosuauekne “Rsv 20 mg
and line™.

4. KJAHHHYHHU JAHRH
4.1 TepauerTHWHH NOKAIAHUA

Pacyxapn KomBu e nokasas xkaTo 3aMecTHUTEHA TEPANHA 33 TE3W NAURSHTH, KOUTO Ca aEKBATHO
KOHTPOIIHPAHH € PO3yBAacTaTHH M AMIOAHITHH, IPHEMaHH SHOBPEMEHHO, B CHINATA 1033 KAKTO B
xoMOHHALMA, JIeKapeTBOTO € MOKA3AHO 34 JISYSHHE HA XHTEPTOHHA PH BH3PAcTHY NalHeHTH
CE OYaKsa 3 UMaT BHCOK PUCK 33 NPHB CBPAETHO-CBAOR HHUANEHT (334 PETOTBPATABAHE
ChpPAEUHO-CHIOBH NALMACHTH) KaTo IOMBIIHEHHE KBM KOPEKIMATA HA NPYT'Y PHCKOEBK ¢
CBBIANA C &1HO OT CSHHTE YCTIOBH:




- MBLPBHYHA XHNEpXonecTeponemus (BmoukTentio TN [la xereposnrorra damunna
XIepXonecTeporieMud) Wil cMeceHa quciunuaeMusd (tun [Ib) KaTo JOMBIHHTENHO CPEACTBO KbM
AMETAa, KOTATO CaMo AHETATA H APYruTe HethapMAKOJOTHYHI MEPKU (Hanp. YHpakHeHnd,
HaManABaHe Ha TErI0TO) ca HEAOCTATHIHA

- XOMO3NTOTHA aMUIHA XHTEPXOECTEPOIIEMUH KaTo X00aBKa KEM OHETaTa, KAKTO H € APYTO
NUnHOoNoHmKasamo nederue (Hamp. LDL adepeza) wnu korato ToRa NedeHHe He ¢ MOIXOI5I0,

4.2 [Mo3xpoBka # HA"IMH H3 NPUWIDKEHHE

gompomca

Npenn 3ano4sane Ha TepankdTa, NANUEHTHT TPAGBa Ja ObIe NOCTABEH HA CTAHTAPTHA AMETS 34
' TOHHXaBaHe HUBOTO Ha XOJIECTepoNna, KOATO Ja NPOTBIDKM H [0 BPEME HA ICISHHETO.

[Tpenopruurennara no3a Pocykapn KomOu € enda TabreTka AHeBHO.

KomOuHatnATa ¢ PUKcHpana 103a HE € MOOXO0MALL 33 HAYATHA TEParid.

Ilpenu npemunaBaHero ksM Pocykapn KomGu, nanuentute Tpabea na 66041 KOHTPONHPaHH Ha
cTabMInK 1031 HA MOHOKOMITOHEHTHTE, [IPUEeMaHH 110 ChioTo BpeMme. Hozara na Pocykapn KomGu
TpA0BA A2 Ce OCHOBABA Ha JO3MUTE HA OTAENHHTE KOMOOHSHTH Ha KOMOHHALMATA 110 BpEMe HA CMAHATA.

AKo0 ¢ HeoBXoauma OpoOMAHA Ha A03HPOBKATA HA HAKOS OT aKTHBHHTE BellIeCTBA HA KOMOHHALHATA C
(b!/lKleIpaHH 034 NOpagy HAKAKBa NPHYXHA (Hanpumep HOBOAHANHOCTHIHPAHO CBRPIAHO jaBonipane,
NpOMAHA Ha ChCTOAHHETO Ha MAUMSHTA, WITH TP NEKAPCTBCHH Baaumoneﬁcmm), Tpﬂﬁﬂﬂ gace
H3NOA3BAT OTHETHH KOMITOHEHTH 34 J1a Ce ONPedend JO3HMPOBKATA.

[Tpn nauMeHTH © XHMePTOHUA, AMIOXUITHH C€ W3INON3Ba B KOMOMHALNS ¢ THAZHICH THYPETHK, anda-
afpeHepTHUHK v GeTa-aapeHepriuHu GRokepH, HIH HHXHOHTOP Ha AHTHOTEHIWH-KOHBEPTHPAILUA
CH3HM.

He ce Hanara xopurygpaHe Ha 103aTa Ha aMIOOUNUH TIPH €IHOBPEMEHHO TIPUNOKEHAS HA THAIHAHH
HHypeTHIH, feTa-Giokepy H UHXHOHTOPH Ha AHIHOTEH3IWH-KOHBEPTHPALINA SHIUM.

YlanuenTH B_cTapyecka BhIpacT
He ce nanara kopurupane Ha J03aTa.

TamuenT ¢ 556peyHa HeOCTATHYHOCT
He e Hallara KOPEKHHX Ha xo3ara HpH HNAUMEHTH C JICKa J0 YMepcHa 61=Gpe'ma HEOOCTATBYHOCT,

Yrnorpebata Ha Pocykapn KomOu npu nmaumenTtH ¢ TexKa 60pedHa HOIOCTATRIHOCT €
FIPOTHROTIOKA3AHA 34 BCHUKH 103H (Bx.Touka 4.3 1 Touka 5.2).

AMACAUIHH HE CE AUATH3NPA. AMJIONBNKE TPa6Ea Na Ce MPUNAra ¢ 0c06eH0 BHEMAHYE NPH NAMHeHTH
Ha avannza (Bx Toukd 4.4).

TlauueHTty ¢ YepHoapoGHaA HEMOCTATEYHOCT

Ipenophunrenan A03MPOBKN Ha aAMIOQHIIMH MIPH MALMEHTH C JIeKa 0O YMEpeHa uepHoapoHa
HEeAGCTATEYHOCT HE Ca YCTaHoBeHH. MapMaKOKMHETHKATA HA AM/IOLUIMH HE € TIPOYYBAHa [PH TEKKa
yepHOApoOHa HEROCTATHUHACT.

He ¢ nafmiopasana noBAiIeHa cHCTEMHA EKCIO3UUHSA HA PO3YBACTATHH IPH HRUHEHTH C OLEHKA 110
ckanata Ha Child-Pugh ot 7 unu no-sucka. Balipexu ToBa NOBHMINEHA CUCTEMHA EKCIOZHLML €
HabMO3BAHA NPY NMALMEHTH ¢ oUeHKa no ckanata Ha Child-Pugh 8 u 9 (ex. Touxa 5.2). [Tpu Tezu
aaiMeHTH TpAGsa Ja ce mpeanmpHeme olleHka Ha OnOpeqdaTa Gyukuua (B, touxa 4.4). Hama nanuu 3a
MALMEHTH C© oLeHKa o ckanara Ha Child-Plugh vaag 9. Pocykapn KomGH e mpoTHBOIIOKA3aH 11
NAUKEHTH ¢ AKTHBHO YepHOoapoGHO yepekaane (Bw. Touka 4.3).




ETHHUECKH pazinysg
Ipn naumeHT! OT a3HaTCKaTa paca ce Hab/moAasa NOBMNINEHA CHCTEMHA EKCIIO3UIIMA HA pO3YBacTaTi
(px. Touka 5.2).

CeHeTyMed NOAMMODHUITM

Hzpectno e, 9e cnensdBSAM THIOBE HA FeHETHICH NONHMOPU3LM MOFAT 14 ROBSAAT AC MOBHINEHR
€KCIIO3HMIMA Ha PO3yBacTaTHH (B, TOUKA 5.2). 3a nauMeHTH, 33 KOHTO € H3BECTHO, Ue MMAT TAKLE
cneurdHeH THIT TOTEMOPPHIEM € TPENopPHIMTEAHA MO-HHCKA IHEBHA 034 Ha POIYBACTATHH,

CrIBICTRANA Tepanug

PosyeactaTnn e cyDerpat Ha HAKONKO TpaHcnoptHi npotennn (Hanp. OATP1B1 a BCRP). Puckst ot
MUOTATHA (BRIFOYHTETHO pabaoMio/I#3a) Ce NOBHINARA, KOTATO PO3YBACTATHH Ce TIPHEMA
€IHOBPEMEHHO ¢ OTIPEIeNeHH NEKAPCTESHHN [IPOLYKTH, KOKTO MOTaT 43 NORIWIAT IL1a3MeHHTe
KORUSHTPAUNK HA PO3YBAcTaTHH NOPaJH B3aKMONeHCTRIE C Te3H TPAHCNIOPTHH NPOTENHE (Harp,
UHKIOCOIOPUH K ONPEASIeHH MpOTea3Hy HHXUGHTOPH, BRUOUNTENHO KOMOHHALNH OT PUTOHABHP ¢
aTa3aHaBHp, JIONHHABUD W /MM TUTIPAHABMD; BiK. TouKa 4.4 1 4.5),

Korato & Bb3M0XHO € HeoOXOAHMO i C& 0BMUCTH ANTEPHATHBHO NEUSHUE ¥ AK0 & Heo0XO0IUMO 1 ce
06MHCITH BpEMEHHO TPEKPATARAHE Ha TEpaNUaTa ¢ Po3yBACTATHH. B CHTYAUHH, NPY KOUTO
€THOBPEMEHHNA HPHEM Ha Te3M JICKaPCTReHH MPOYKTH C PO2YBACTATHH He MOXKe J1a ce u3lerte, e
HeoOX0aKMa BHHMATEITHA TIPEIEHKA Ha [IOJI33Ta H PHCKA 0T CHILTCTBAUIOTO JISYEHNE U KOPEKLNA Ha
J032Ta Ha PO3YBACTATHH (BXK. Touka 4.5).

Heouampuyna nonyrayus

He ¢ ycradosena GesornacHocTTa 1 e(h¥KAaCHOCTTA HA PO3YBACTATUH/ AMAOIHITUH IPK JAEHA U FOHOLIH Ha
BRapact non [ 8§ ronuun. PosyBacTaTRH/AMAOZMIHH HE Ce TPEHOPHYBa 3a YIOTPeDa NpH NAlHEHTH Ha
Bh3pacT 1oa 18 rogHen.

Hauuy Ha upnnoxeHHe
PosysactaTHH/aMAORHINH KATICYJI¥ MOTAT 14 CE IPHEMaT TI0 BCAKO BPEME Ha IEHT U MOXe Aa ce

npuemar ¢ uny Oe3 Xxpana. Te TpaGBa f1a ce MOTWEIAT ¢ TEYHOCT B He TpaBBa 13 ce IbBuart.

4.3 [IpoTnRomoxazaHuA

Ce bP3dHd ¢ KOMIOHEHTS DOIVEBACTATHH.
- AKTUBHO qepHoupoGHo 3a00MABaHE, BKMOYHTEIHO HEYTOUHEHO NPONBIDKHTENHO [TOEHIIABAHE HA

CEpYMHUTE TPBHCAMMHAZM M BCAKC NOBUILABSHE Ha CEDPYMHHUTE TPAHCAMUHA3H Hag 3 (TBTH Han
ropHaTa rpaHuia Ha HopMata (ULN).

- Texko GrlpevHo yBpexnaHe (KpeaTHHAHOB KIHpBHC <30 ml/min).

- Muonarns.

- ExnnoBspeMeHHO neuenue ¢b¢ codocGyrrp / Bennaracsup / poxcunanpesnp (K, Touka 4.5)

- EaHOBpEeMEHHO N1eYeHHE ¢ UNKNOCIOPHEH.

- ITo ppeme Ha OpeMEHHOCT, KBPMEHE H TIpH JKEHH B JeTePOIRA BR3PACT, KOUTO HE HINON3BAT
TIOAXOAALM KOHTPALETHENH MEPKU.

- CBpBbXuyBCTRHTENHOCT KBM PO3YBACTATHH.

Ceup3any ¢ KOMIOHEHTA aMJIQTUITHH;

- Texka XMIOTOHHS.

- oK (BKTOYHTENHO KAPIWOreHEH HIOK).

- OGcTpyKIHA HA OTTHYAHETO HA KPHBTA OT NABATA KaMepa (Hanp, RHCOKA CTENSH Ha A0PTHA
CTEHO34a).

- XemoounaMH4HO HecTaOWIAHA CEPIETHA HENOCTATEYHOCT CAEH OCTRP WH(PAPKT HA MUCKAPIA.

- CBpbXUyBCTBHTEAHOCT KbM BMIOMHEHH B AMXAAPONHPHANHOBY POK3IBONHHE.

Cenp3anu cbe Pocykapn Kombu:
CBpbRUyBCTBATEIHOCT KbM HAKOE OT MOMOIIHHTE BelllecTsa, u30poenn B Toyka 6.1,




4.4 CoennaIRm HpelyHpeKIeHns B Apesnasnl MEPKy upM ynorpeda

Edexty Bhpxy Gn6penmre

[Ipd atAeHTH, TEKYBAHA C [10-BHCOKH JIO3H PO3YBACTATHH, NO~KOHKPeTHO 40 mg, ¢ HaGmogaBana
TIPOTEHHYPHS, KOATO € YCTAHOBEHA NPY HICACSARAHE © TECT-ISHTH, C NPeIHMHO TYOyIles MPpoM3X01 H B
MOBEYSTO CITYYaH ¢ BPEXOASH MIH HHTEPMUTEHTeH xapaxTtep. [IpoTenHypuaTa He ¢ fokasaua da
TPEALIECTRA OCTPO HIH NPOrPecHBRO O%0peuno 3abonapane (XK. Touka 4.8). loxnagsanara yecrora Ha
cepHuo3HH GROpeYHN YBpekIaHNA [PH HOCTMAPKETHHIOBATA YIOTpela € Mo-BHCOKa IPH TO3HPOBKA OT
40 mg.

Edext BLpXY cKeneTHaTa MyCKYna

Edextu phpxy ckeneTHaTa MyCKyJaTypa Hanp. MUANTHA, MHOTIATUS U IO-PAIKO - paGRoMHOIIHO3A, Ca
¢h00LIABAHN IPH NPUTOKEHKE HA BCHHKH A030BH DexyMM, ocodeHo mpu 1o3u > 20 mg, MHoro peaku
CTy4yaH Ha paGIOMHONI3A ¢4 AOKNAABAHHA NPH HIMON3YBAHETO HA e3eTHMUG B KomOuuamus ¢ HMG-CoA
peayxTasHu pHxuburopn. He mosxe na 6bae vakmodeno dpapMaKoAUHAMHYHO B3AUMOASHCTRHE (BIK.
Touka 4.5) 1 e HeoGX0AUMO BHHMAHUE (PH KOMOHHHPEHOTO MM H3IHJI3BANE.

Hamepeane na xpeamun Kunazamd

Kpeatun kunazara (CK) ne 1pabsa ga ce H3MepBa CIeR YCHASHH YHPAKHEHS WM IIPH HATHUNETO Ha
ApYr NIpHUUHATER Ha yYRenndenue Ha CK, KoeTo MoXe Na 3aTpyIHM THIKYBAHETO Ha pe3ynTara. AKo
EHB0TO Ha CK € 3HaMHTEMHO OBHINEHO NIPY M3X0AHO HMBO (>5XULN) tpaGea na 6bae Hanpased TecT 3a
NOTEBPKAABAHE Ha PE3YNTaTa B PAMKHTE HA 5 - 7 AHH, AKO OBTOPHOTO M3CNeNBAHE IOTBRPIV W3XOIHO
Hueo Ha CK >5xULN, nedennero ne tpadBa ha 3anouga,

Tpedu nevenuemo
Pocyxapn Kom0n, kakto 1 apyrH nuxuGuropn Ha HMG-CoA penyxrasara, TpsgGsa ga 6snar
TIPENNUCANY C BHHMAHHE TIDH MAIHEHTH, 32 KOHTO ca HanMie $axTopH, Npenpasnonaraul MEONATHA
paGnomsosIM3a NOpPaal HATAYHETO Ha CHCTABKATA PO3YBACTATHH, Takisa GakropH BKIIOYBAT:
- BrOpedtio yspexaaHe
- XHOOTHPEOHAHIBM
- Hwruna wne faMunya aHaMHE3A 32 HAC/Ie JCTBEHO My CKYio 3abomisane
- [peamiyHa aHaAMHAE3A 38 MYCKYIIHA TOKCHIHOCT KbM ApyrH HMG-CoA uuxuGurops Ha
penykrasara Hid GprOpatu
- 3noynorpeba ¢ ankoxon
- Brapacr > 70 rogiuHu
- ChCTOAHHA, PH KOHTO MOKe fa ce HaGMionaBa HOKAYBAHE HA IIIAIMEHUTE HIBA (BiK.
TOYKA
42,45n52)
- EnnospemMenno npsnoxkenne na ubpari.

Ipu moAoGH:M ManHEHTH co MPEeNopLYna Ja ¢& ONEHH PHCKA OT JIEUSHHETO M Bh3MOKHATA [ION34 K 3
OBAAT NOCTAaREHH NOJ KIMHIYHO HAbmomeHe, Ako 3XxapuoTo uuro Ha CK e sHaypTenno noBHmeHo
(>5xULN) e Tpsbpa Aa ce 3an04sa NeyeHue.

lo gpeme na nevensiemo
MappeHTHTe ce 3aNbkapaT Heza(apHo M NOKNAABAT 33 HeOOACHHAMHA MYCKYTHH GOJIKH, yCelulaHe 3a
cnadocT UMY cxXBallaKe, Hai-Bede, ako ¢a CEbP3aHH ¢ HEpaInojokeHue Wi Tpecka. [Ipy Teir nauueHTs
TpaAbGBa 12 ce waMepAT Hupata wa CK. Tepanusrta Tpadsa ga ce npekpar, ako HusoTo Ha CK e
3aqurento nosumeHo (Z5xULN) M MyCKyTHUTE CUMIITOMM Ca TEXKH K PHYNHABAT CXELHEBHO
"epasnonoxenne (Topu Hueoto Ha CK na e <5x ULN). Axo camnroMuTe nadessat u Hueoto Ha CK ce
HOPMATH3APA MOWKE /14 CE TIOMMCIH 33 TIOBTOPHO JEUSHHE ¢ PO3YBACTATHH KM amrephaTsen HMG-
CoA peaykrazeH HHXHOMTOP B Haji-HHCKa fo3a noj Habmonenue, PYTRHHO MOHHTOPHPAHE HA HKBOTO
na CK npu nauneHTy 63 CHMIOTOMH He € oCcHOBaTeNHo. MMa MHOTO peakH croBIueHHs 3a ros

BKJTKOYMTENHO po3ykacTaTul. IMHM ce xapakrepnsnpa KIIMHMYHO SPe3 HapacTBalla My Gy i
CAaB0CT M MOBHUIEHH CEPYMHHE HUBE HA KPEATHH KHHA3ATR, KOHTO NEPCHCTHPAT BHNPEK
JIEYEHHETD CBC CTATHHH.



[lpy KNHHHYHUTE H3OHTBAHHA He Ca HabIOJABAHM NaHHM 33 MOBUINCHY edieKTH BRPXY CKeneTHaTa
MYCKYJaTypa B Malkata IPyna NalMeHTH, IPH KOHTO PO3yBacTaTHH & NPUIAraH ¢ Jpyro ChITbICTRALIO
nedeHue. Bunpexu Topa, € HabMIONABAKO YBEMAYEeHN)E HA HYECTOTATA HA MMO3IHT B MHOTIATHA MPH
TIALMEHTH, OTYUaBally Opyry HHxuGuTopH Ha HMG-CoA pemyxTasata 3aeHO ¢ IPOH3BOIHHM Ha
dmbpunopaTa KuceniHa, BKNIOAUTENHO reMGutpo3nl, IHKIOCIOPHH, HIKGTHAOBA KHCENHHA, A30/I0BY
aHTHMUKOTHLH, MPOTEAIHR HHXHOHTOPH H MaXponuaABy anTHOHoTHLM. TeMdpOpoInn MosHInaRa PUCKA
OT MMOMNATHA, KOTaTo ce mpueMa egHoBpeMedHo ¢ Haxod HMG-CoA penyxrasHa nuxubutopu. [lopann
TOBA KOMOHHALHATA MEXKAY PO3YBACTATHH/aMMonuuH ¥ rempubpoznn He ce npenopbysa. [lonsara ot
JONBIBATENHO CHIDKABAHE B JIMIMIHMTE HUBa B pe3Y/ITAT 0T KOMOHHKPABOTO NipueMaHe Ha Pocykapn
Komon ¢ pubparn Hird Hraurd TpaGea 1a Gble BHIMATENHO M3YKCASHA CAPAMO TOTSHIHAIHNA PHCK OT
nonotHKu KoMOuHaLHH, (BX. Toka 4.5 1 Touka 4.8).

Pocyxapa Kom6n ne 1pabsa 1a ce Ipunara €RHOBPEMEHHO C IEKAPCTBEHK HOPMI 33 CHCTEMEO
MpHNoXeHNe Ha Py3MI0Ba KUCENHHA HIH B paMKHTe HA 7 JHH CJleJ] CIPAHE HA NeueHueTo ¢ Gy3unosa
kucenuna. IIpy nanlesT!, IpH KOUTO HINON3BAHETO HA NIEKApCTBeHi (opMH 3a CHCTEMHO
npunoxkedHuexa Gy3Hnosa KUCENIHHA & KpaliHO HATIOKHTEIIHG, TeIEHUETO ChC CTATHHN TPAGBA lIa ce
TIpEYCTAHOBH MO BPEME Ha NEpPHOJA Ha JSYeHHe ¢ ¢y3MnoBa KucemHa, Mma crobineHns 3a cryyan Ha
palnomMuronuza {BRBOYMTENHD € ISTANEH W3XOA)} IPU NAUHMEHTH, MIPHEMAIIK B KoMOHHALMA dY3HE0BA
KHCENNHA U cTaTUHM (BK. Touka 4.5). IlanuentsT TpAGBa ga 6ple MOCHBETBAH Ja NOThpPeH HelabaBHo
MEIMUHMACKA IIOMOL, aKO Pa3BUe CUMITOMH Ha MYCKyNHA cnafoct, Gonka it 60/1e3HEHOCT.
JTevennero cbe cTATHHA MOXKe 13 GBe OTHOBD 34N0OMHATO CeleM HM Crel Nocnensara Gpy3Iuaosa
kHcenuna. [Tpn M3sbHpenHU 06CTOSTENCTRA, IPY KOUTO € HEOGXOAHMO UPOXEBIKUTENHO CHCTEMHO
OpHIoKeHHE Ha yINA0Ba KHCEIHHA, HaNpuMep, IPH NeYeHHe Ha Texxku Hadexuny, HeobxoaumocTra
OT eIHOBPEMEHHOTO Npunarane Ha Pocyxapn KomGn i $y3unopa xucenyna Tpatea 1a ce pasrnexns
ciydail mo cyyaif o o cTporo nekapexo Habmonenue. Pocykapn Komby ve 1pa6Ba na ce ynorpebapa
P MAUMEHTH ¢ OCTPH TEXKKH CECTOAHAUA, TIPEANONATAILY MEONATHY WM NPEAPA3NONATAIIH KbM
pa3BiTye Ha GbOpeuHa HENOCTATEYAOCT, BCNGACTRRE HE PaGAOMHONH3A (HANP. CETICHe, XUITOTOHUA,
ronaMa onepalia, TPAaMa, TEXKH MeTab0IATHY, €HI0KPUHKH W NSKTPONATHI HAPY (EHHA HITH
HEeKOHTPONUPAHH TEPUOBE).

Edextu BLpxy YepHus apab

Kaxro npi npyra npogykTH chabpxamm Hexucurops Ha HMG-CoA penykrasata, Pocykapn KomGu
Tp#AGBa BHHMATE/HO [a C& NPH.Iara NPH MaUHEHTH, KOUTO TIPHEMAT TOIAMO KONHYECTBO AMKOXOT HITH
W/ANH ca HMany 3a00NsBaHe Ha YEpHHA Apob.

IMpenopruutenHo € A& C¢ HampasAT HICIEBaHMA Ha MepHUA Apob npean 1 3 Mecena el 3aN0UBAHE HA
JieueHHeTo ¢ poszyBactaTid. Pocyrapn Kom6u Tpa6Ba fa 66a¢ cnpAH 1R 103aT3 HA PO3YBACTATHH
TpaGBa Ja ce pexynnpa, 8K0 HEBOTO Ha CEPYMHHTE TPAHCAMHHA3M HABKLIABA 3 ITBTH NOPHATA rPaHHUA
HA HOpMATa.

pu mauMeHTH ¢ BTOPHYRA XHASPXONCCTEPOISMHS, IPHYHHEHA OT XMNOTHPEOMAKIBM UK HedpoTHIEH
CHHIpOM, OCHORHOTO 3a00sRake TpadBa ia ce eKkyBsa fiped# 3anouBane Ha nevenns ¢ Pocykapn
Komb.

Tony#HBOTHT HA AMJIONKIMA ¢ YAbKeH H AUC cTOHHOCTUTE Ca O-BHCOKU NIPH HALUHEHTH C HAPYIIEHA
dyHKUMA Ha YepHiA Ape6. He ca ycTaHOBenH NpenophKy 2a o3HpaHe. 3aTOBA NIPHEMLT Ha aM/I00HIHH
TpaGBa na 3aM0yuHe ¢ Hal-HHCKATA RE3MOXKHA 1033 ¥ TpAGEa Ja c& BHHMABa, KAKTO MPR HAYAITHOTO
AeHeHNE, TaKa U IPH NOBUINABaHe Ha 103aTa. Moxe [a ce Hanoxu GaBAO THTPUPAHE HA KO3ATE M
BHHMAaTeNHO HaOMoNeHKe [IPH NAHEHTH ¢ TEXKO HepHONPoOHO YBpexKaaHe.

ErHnueckn pasaudus

5.2)




Hporeasui nixuduropy

Haﬁmonaaaua € NMOBHILEHA CHCTCMHA CKCTO3HUHA HA POIYBACTATHH MPH MAITHEHTH, npueManiy
&AHOBPEMEHHO PO3YBACTATHH H PAVIHYEN [IPOTEAIHH MHXHOUTOPH B koMOHRALEA ¢ pHTONasap. Tpadra
Aa C& B3eMe NPENBHI KAKTO 1013214 OT NHIHIHOTO NOHWKARAHE IPH ynmpe6a'ra Ha PO3YBACTATHH TIPH
XHB nanuenTH, NOJIyYaBaiH TpoTeasti HHXHOHTOPH, TaKa B BE3MOKROCTTA 33 NOBHIIAEAHE HA
nnasMeHaTa KOHLUCHTPaLHAA Ha pO3YBacTaTHH ITpH 3ari0IBaNe | [IpH THTPHPAHES HA 003aTa Ha
pO3YBACTATHH, NPH [IALHEKTH, IEKYBAHH ¢ MPOTEA3HH MHXHOUTOpH. ExHospemMennaTa ynotpeGa ¢
NPoTeasHy MHXKOUTOPH He € NPENOPBIHTENHA, OCBEH CJIEN KOPEKIHA Ha JO3ATA HA PO3YBACTATHH (BiK.
TouKa 4.2 u 4,5).

HTepCTHUMANHE feto Ha 6ogect
JIOK1anBaHK ca W30 IMpaHu C/Ty4aH Ha HHTEPCTHIHAIHA Genoapobna Gonect Npyu NPHIOKEHME HA HAKOH
CTaTUHH, 0co0EHO NPH NPOIBIDKMTENHA Tepatmid {Bx. Touka 4.8), KnuuuuueTe npossy Morar Aa
BKJTFQURBAT AHCTIHEA, HENPOOYKTUBHA KalUTHIA  BIOIABAKE HA 00IIOTO CheTOAHME (YMOpa, 3aryla Ha
TErNI0 ¥ TPECKa). AKO MMa NIONOIPEHHUE, He MALHEHTHT € PA3BUN HHTepcTANMANHA Genonpobua Gonecr,
TEPANHATA ChC CTATUH TPAGBA Oa OBAE MpeyCTAHOBEHA.

3axaped nuafer
Hsxon HanHu OKA3BAT, Y& CTATHHUTE ¢A KNac JiekapeTBa, KOATO NOBHIUABA KPBBHATA 3aXap Ha HIKOH

nauledTH, HINOXEHH Ha BUCOK PHCK OT PA3BHTHE Ha mdaﬁe'r, MOXE 1a J0BeJaT 10 CbCTOAHHES HA
XUNepravkeMus, MpH KOeTo C¢ HIHCKBA MPOBEKIaHETe HA MOIXOIS1NA MEPKH KakTO nNpH IlHﬂﬁET.

To3u PHCK, 06&'-[3, Ce KOMIIEHCHpA OT HaMaJInBaHe HA ChOOBHA PHCK IIPH NEHEHHSTO CBC CTATHHH B
3araBa He Tpabpa Ja Oboe MpHUuKMHA 33 CIMPaHe Ha NeveHneTo. Ha naumesTuTe H3NoXeHW Ka puck
(rmoKo3a Ha riagHo 5.6-6.9 mmol/L, HTM> 30 kg/m?* nopMileNH TPpUITHIEPUIN, XHIEPTOHAAR), CNEABA
Aa Ha3HAYM NPOoBeXIaHe Ha KNHHHYHH K OUOXHUMUYHY H3CeABaHKA B CROTBETCTBHEL C HAHHOHATHHTS
PEKOBOACTEA.

B npoyysateto JUPITER, noknansanara 4e¢ToTa Ha 3axapeH aualber ¢ 2,8% npn poszysacratin v 2,3%
npy rnaneo, Hali-Beue NpH NALHMEHTH C rII0KO3A HA rague 5,6 ao 6,9 mmol/L.

Temm KOMHW HOXENAHN peakiiy
HEH JIEYEHHE ¢ pOIYBACTATHH Ce ChoBIABA 38 TEKKH KOXKHU HEKETAHY peaKudH, BKTOMBaIH CHHADOM

ua Stevens-Johnson (SJS) n nekapcTpea peakuus ¢ eo3nHobUINA B cHcTeMEH ciMTomH (DRESS),
KOHTO MOE [a Ca *XMBOTO3aCTpalliaBalliy WK ¢ teraied u3xon. [Ipyu npeanuceaHeTo Ha eKapCTREHUA
NIPOAYKT HAUMEHTHTE TPAOBA pa GbaaT NEGOPMHUpPAHY 38 (PURHALNATE K CHMITTOMUTE HA TENKH KOXKHH
peaxusy M Ja 65337 HAGEONABANY C NOBUIIEHO BHHMATENRO. AKO C& NOABAT MPUHALM H CHMIITOMH,
FIOKA3ATEIIHH 32 TA3H PeaKIyA, PHI0KEHHETO Ha Pocyxapy KomOu tpa6ea fa ce npeycTaHoBr
He3abaBHo ¥ Na ce ODMHCHH aNTEepHATHRHO JTeYECHNe.

AKO NANMEHTET € PA3BMII CepHo3Ha peaknud Kato SIS unu DRESS ¢ yiotpebara va Pocyxapa KomGu,
neyenero ¢ Pocykapa KomGu He Tpabpa Aa ce nogHOBABA MPH TO3W MAUMEHT B HITO eIIMH MOMEHT,

Xupnepronpuna xpuza
He e yeranonena GesonmacrocTra i eHKaCHOCTTA HA AMIIOANNHH NPH XHIEPTOHHYHA KPU3a.

HQQHCHTH ChC CBPACYHA HENOCTATLTHOCT
MauueHTHTE CBHC ChpAciHa HENOCTATEYHOLT TpSIGBa Aa ce JIEKYBAT BHUMATENHO NOpATH KOMIIOHECHTATA

amsonunzy. [To BpeMe Ha eIHO NPOIBUKUTENHO, RAUEGO KOHTPONHPAHO KIHHWYHO HINUTBAHE NPH
DALMEHTY ¢ TeXKKA ChphevHa HenocTaTkyHoCT (NYHA xnac [ u 1V), ce croBuiaBsa 3a M0-sHCOKA
4eCTOTa Ha GefnoapobeH OTOK B FPpyNaTa, NEKYBaHa ¢ AMAONHINAH, B CPABHEHHE ¢ TPYNATa ¢ mnauedo (BkK.
Touxa 5.1). bnokepHTe Ha KAMUHEBATE KAKATH, BKIYHTENHO aMA0IuIHH, TpAGsa Ia Ce U3TIONIBAT ¢
MIOBHINCHO BHUMAHUE NIPH NAUMEHTH ChC 3ACTORHA ChpAEYHA HEJOCTATRYHOCT, Thil KATO Te MOTAT Aa
YBEAHYAT PHCKA 0T GLISIUN ChPASYHO-ChIOBY UHIRASHTH U CMBPT.

Ynorpe6a npu 6L06peyHa HEMOCTATHYHOCT
AMJICTHIHH MOYe A2 Ce M3M0N3B3 NPH TAKUEA FAUMEHTH B CTAKJAPTHY 103K, [IpoMeH
KOHUEHTPALMY HA AMIOJKITIH HE Ca CBBP3AHH ChC CTeMenTa Ha Gp0peyHo yBpexnaHe
ce OUaNTH3Hpa.




3apanu aKTHBHOTO BEIUESCTRO PO3YBACTATHH H3OA3BAHETO Ha Pocykapa Kombu mpH NANMEHTH ¢ TeKKa
5n0peyta HENOCTATHYHOCT € MPOTHROIMOKA3AHO 33 BCHUKH 4031, (B, Touka 4.3 1 Touka 5.2).

Craepxanue na Havpni
To3u nexapcTBEH MPORYKT CBEBDIKA 10-Manko 0T mmol (23 mg) Ha Kancyna, TOeCT NPaKTHYECKH Be
CHABPKA HATPHIL

4.5 BsaumoneiicTeHe ¢ IPYTH NeKADCTBEHH NPOIYKTH M APYrH $opmi Ha BianmoaeiicTene

CB’I:-Q?.aHPl C KOMTIOHEHTATA pO3YBACTATHH

Ehexm na eQHO8pEMEHHO NPUTONCERY AEKAPCIMBERY ngg_c)gxmu GBPXY POIYBACMANINH

Huxubumopu Ha mpancnopmuume npomeury. Pozysactatiy e cyBCTPaT Ha ONPERCNeHH TPAHCIIOPTHA
NPOTEHHH, BKIIOYRTETHO TPAHCTIOPTED Ha YepHOAposHoTo 3axsawane OATPIBI # edaykeen
Tpancnoprep BCRP. EfHOSPeMEHHOTO NIPHAVKSHHE HA PO3YBACTATIH C JIEKAPCTREHN MPOAYKTH, KOUTO
€a MHXHOHTOPH HA Te34 TPAHCIOPTHY NPOTEHHH MOKE Jia I0Bee 10 [IOBHHUIABAHE HA IAIMEHATS
KOHIEHTPALHA Ha pO3YBacTaTHH H HoRMmEeH PHCK OT MHODNATHA (B, Touka 4.2, 4.4, 4.5 n Tadnuua 1).

Luxnocnopun: Tlpy eJHOBPEMEHHOTO NPRIOKEHHE HA POIYBACTATHH ¢ LMKIOCTIOPHH CPeOHKTE
crofiocti Ha AUC Ha posysacTaTiH ca OuiH cpeiHo 7 ObTH 110-BHCOKH OT Te3H, HaBII0aBauy npy
sapaex noGposonuw (ex. TaGuuna 1). PoayBacTaTiH € OPOTHBOIOKAIAH NPH NALMEHTH NOTYTaABaLIH
€IHOBPEMEHHO LMKIIOCTICPHH (BXK. TouKa 4.3). EZHoBpeMeHHHAT HPHEM He [TOBIMABA ILTA3MEHATA
KOHIUEHTPAUHA Ha IHKIOCIOPHH.,

llpomeasnu unxubumopu: BBIpekn, qe TOUHUAT MEXaHAIBM HA BIAMMOIEACTBYE HE € H3BECTEH
SIHOBPEMEHHOTO NPHIGMKEHHE ¢ POTEa3HH HHXHOHTOPH MOIKE Oa NOBHIIH 3HAYUTENHO eKCTO3MUHATA
Ha po3ypacTaThH (Bx. Tabmuua 1). Hanpumep, B enso dapMakoKuHeTHYHO TpoydBaHE,
€IHOBPEMEHHOTO NpuAmKetde Ha 10 mg posysactaTuy ¥ KoMOGHEMPAH NPOAYKT CHCTOAIL CE OT ABA
nporeasny uBxnGuTopa (300 mg araszanasup/ {00 mg pUTOHABHP) NpPH 3APaBH NOBPOBOALM CE 2COLHHUPA
¢ NpUGAM3IKTEMHO TPH-KPATHO K CEAEM-KPATRO NOBMILABAHE HA KOHLEHTPAUMEA Ha POIYBACTATHH B
paeHOBECHO CheToskMe HA AUC B Crax pecniektiBro. EadospemMenHaTta yliotpe6a Ha pOIyBaCcTaTHH C
HAKOM KOMOHHHMpAHH POTEa3HH HHXHONTOPH MOXe a ce UMa B NIPeaBMN Clel BHUMATEHA NPELIeHKa
Ha 1034T4 Ha pO3YBACTaTHH, $a3HpaHa HA OYAKBAHO MMOBHINCHNE Ha €KCHOIHLHATA HA PO3YBACTATHH (83K,
ToukK 4.2, 4.4 n 4.5 Tabnuua 1).

Temepubpozun u Opyeu runudononuxcagauju npodykmu: EHOBPEMEHHOTO NPUNOKEHHE Ha
po3yBacTaTUH H reMbHOPOIIN & TOBEN0 0 ABYKPATHO NOBHIABANE HA Crax M AUC (B, TOuka 4.4),
B®3 ocHOBA Ha JaHHH OT cICUW(PHYHA NPOYYBAHNA 38 BIAUMOISHCTBYUATA, HIKAKBH QapMaKOKHHETHIHH
3H2YMMH B3aMMOJIEACTBHA ¢ herodubpar He Ce 04aKBaT, HO MOXEe 03 BACTHITM (PapMaKOIHHAMUYHO
pranmonciicrere. NeMpubposnn, devodubpar, upyry ¢uSpatd v THNHAO- DOHKKABANUIATE 2030 (> WM
paBHH Ha lg/Ken) Ha HUaudH (HHKOTHHOBR KMCENMHR) IOBHIIABAT PUCKA OT NOABA HA MHOMATHA KOTATO
ce napat ensoepeMerHo ¢ HMG-CoA pegyxtaszun vHEXnOHTOPY, Hali- BEPOATHO [opaxH HhaKra, Ye
HOCNEAHHTE MOraT 3 MPeIU3BUKAT MHOMATHS KOTATO CE JABAT CaMOCTOATETHO,

Ezemumut: EqnoBpemenHata ynotpeba na 10 mg posyBactatui i 10 mg e3etumuG soau o 1,2- kpatHo
ysenvnueane Ha AUC Ha po3yBacTaTHH NPH HatMeHTd ¢ XunepXanecteponemus (Tabnuua 1). Brnpekn
TOBa, QapMaKOIHHAMHIHE B3aHMOIRACTBHS, ONPENencHN KaTO HeXeNaHH peakuny, Mexxy Pocykapa
KomOn v ezeruMub He Morar Ja OBOAT W3KFOUEHH (B, TOYKa 4.4),

Anmayuo: EQHOBPEMEHHOTO NPUIOKESHHE Ha PO3YBACTATHH C aHTAUHAHA CYCHIEH3MA, ChObDKALIA
ATYMHHHEB H MarHe3HeR XHIPOKCH, € JOBENO A0 HAMAABAHE HA MIa3MEHATE KOHUEGHTPALl
posysacTatut ¢ mpudnusnTenao 50%. Tasu edext e 6un orcnaben, Koraro aNTALIMANTE
yaca ciex npdema #a Pocykapa KomGu. KnuumdHoTo 3Ha4eHEe Ha TOBA B3aUMOACHCTS,
H3CNIENBAHO.




Epumposuyui: ETHOBPeMEHHIAT NIpHEM Ha PO3YBACTATHH H ePUTPOMHELIHY & Kosen a0 20% HamaneH:e
Ha AUC 1 30% namanense Ha Crax H2 po3yBacTaTui. BsaHMoAeHCTRHETO MOKE 13 & NPeAH3BKRKaHO 0T
GOBHIICHHUA YPEBEH MOTHIRTET, IPHIUHEH OT EPUTPOMHUUMH.

Humoxpom P450 enzumu: JlaMEMTE OT in vitro W in vivo IPOYUBAHHA NOKAIBAT, 4e PO3YBACTATHH HE €
HUTO WHXHOUYOP, HUTO MHAYKTOP Ha uuroxpoM P450 n3oenanmute. OcBen TOBA, PORYBACTATHH & cnab
cyGeTpar 3a Te3y u3oeAINMH. CrieHOBATENHO, He C& QUAKBAT ISKAPCTBEHH BIaHMOISHCTEHA B peIyITar
Ha upToxpom P450-menuupain meradomuzsm. He ca Habnogapany KINHUYHO 3HAYHMY BIAHMOIEHCTBUA
MEXIy po3yBacTatiH | dumykoHazon (nexndurop Ha CYP2C9 n CYP3A4) mitH xkeToxoHaso
(nmxubutop wa CYP2A6 u CYPIA4).

Tuxaepenop: Tuxarpenop Moske aa Nornuge GROpeUHATA EKCKPEUMA HA PO3YBACTATHH, YBeIHYABAMKH
PHCKA OT KyMYJIMpaHe HA PO3YBACTATHH, BBIPeRy de TOUHUAT MEXaHHIEM HE € H3BECTEH, B HIKOH
CITy4aH €AHOBREMEHHOTO APHIOKEHNE Ha THKATPENOP U PO3YBACTaTUH BOAM 10 HAMANABAHE Ha
6nOpeunara dynkums, nosrmedo Hueo Ha CPK u paGaoMuonusa.

Baaumodeticneaus, usucksauyu kopexyus Ha do3ama Ha posyeacmamun (exc. cvigo Tabauya I): Koraro e
HeoGX0TIM eJHOBPEMEHER TIPMEM Ha PO3YBACTATHH C APYTH NICKAPCTREHH NPORXYKTH, 38 KOUTO €
U3BECTHO, Y€ YBRSIMYABAT eKCNOINUUATA Ha PO3YBACTaTHH, J03aTa HA pO3YBACTATHH TpaGEa Ja ce
Kopurspa. Makcumannata fHEBHA 033 HA pO3yBacTaTHH TpAGBa aa Gble KOPHHpaHa TaKa, 1€
OYAKBAHATA SKCIOIKLHA HA PO3YBACTATHH HAMA 12 NPEBMINABA ChOTRETCTBAWIATA OT 40 mg nHEBHA f03a
PO3YBacTaTHH, pueTa Ge3 s3auMoaeiicTBAILK IEKAPCTBEHH NPOLYKTH, KaTo HanpuMep 20 mg 103a or
po3yBacTaTHH ¢ reMuguGpoani (1,9-kpaTho ypenudende) v 10 mg 003a 0T po3yBacTATHH ¢ KOMOMHALMA
OT aTazaHaBHP/pUTOHaBHp (3,1-kpaTHO yBenHYeHHe).

Axo ce Ha0moAaRa, Ye TeKapCTEEHAAT NpoaykT noenmasa AUC ua po3ysacTaTiH 0o 2 IbTH,
HauanHaTa f1o3a He TpaOea Ja ce Hamanaea, HO TPA0sa A2 ce BHHMABa, ako Ce YBelINYH J035Ta Ha
posysactarug Hag 20 mg.

Tabauna 1. Edexr Ha nexapcTeeHw MpOIYKTH, NPHETH eXHOBPEMERHO, BLPXY eKCIIO3NNMATA HA
posysactarui (AUC, b HH3XOOAL pex) 0T My GNUKYBAHHTE KNHHNIHA ONATH

BzanmoneticTraln 1exapCcTBen 20308 pexkuM | [lo30B pexum Ha ITpomsana wa AUC* na
PO3YBACTATHH PO3YBACTATHH
CodocGysrp / Benmatacsmp / 10 mg, enyHnyya so3a 7 4-rv1H 1

pokcHnanpesup (400 mg-100 mg-100 mg) +
Boxcunanpesdp (100 mg) penHb¥ AHEBHO B
npoxeReHne Ha 15 nau

Huxnocnopus 75 mg JUI no 200 mg 10 mg B, 10 nuu 7.1-me1H 1
, 6 Mecela

apomytaMun 600 mg 11 5 auu 5 mg, eIBHHYHA 1033 5,2 meTi 1
Peropadennt 160 mg, Benuwik nHeBHO, 5 mg, eEMHHIAE 033 3.8 mpTH T
14 gan
Arazanapnp 300 mg/puTtonasup 100 mg 10 mg, eannwana 1034 3. 1-owtH |
B 8 nuu
Camenpestp 150 mg B, 7 nuu 10 mg, envHAWYHA 1034 2.8-mpTH |
Bennaraceup 100 mg BeqHEex JHEBHO 10 mg, eannHyna 1033 2,7 wptH §
Omburaceup 25 mg/napuranpesup 5 mg, equHUUHa 1032 26oetH T

150 mg/ puronarup 100 mg semmsK
OxeBHo / pazabysup 400 mg 2 nuTr
JHepHo, 14 auaun

['pasenpesmp 200 mg/endacenp 50 mg 10 mg, enuHAyAa 1032 23mptE t
BEJHEX AHEeRHO, [ 1 mHM
nexanpesdp 400 mg/nnbGpedracBup S mg BeIHEX THEBHO,
120 mp BenHBK JHEBHO, 7 JHU 7 oHH
Jlonurasap 400 mg/putonasup 100 mg 20 mg B, 7 nym
17 pam
Knonumorpen 300 mg Hatopappane, 20 mg, equguYHa 1033




NOCNENRAHC 0T 75 mg Ha 24 yaca

Cempubpoasn 600 mg N1, 7 muu 80 mg, eauHWtIHA 1038 1.9- mpTH T
Enrpombonar 75 mg B 5 juu 10 mg, equmirna nosa 1.6~ ibTH |
Hapyuaeup 600 mg/puronagp 100 mg JUI, | 10 mg B, 7 nuu 1.5- mo1H 1

7 IHH

Tipranavir 500 mg/ritonavir 200 mg 1, 11 | 10 mg, eannuyna go3a 1.4-ppTR T

OHH

HAporenapon 400 mg /111 He ca nanuunu 1.4- moru
Urpakonazon 200 mg BJL, 5 auy 10 mg, enuniana 1032 1.4- my1i 1
Ezetumut 10 mg BJI, 14 nuu 10 mg, BI, 14 neu 1.2-mytn 1™
Gocamnpesasrp 700 mg/prronannp 10 mg, enunmyna fo3za -

100 mg JIN, 8 oy

Anermuraszap 0.3 mg, 7 nan 40 mg, 7 nuu >

Cunumapun 140 mg TJ, 5 aun 10 mg, eavnMuHa No3a =

Denodubpar 67 mg TR 7 puu 10 mg, 7 num i

Puammny 450 mg B 7 guv 20 mg, enuHiYHA q032 —

Keroxonason 200 mg I 7 oem 80 mg, egunpyHa Jo32 =

$nyxonaszon 200 mg BJI, 11 aun 80 mg, enuHHYHA n03a >

Epurpomunus 500 mg 11 7 aun 80 mg, eguHHuAa 3038 20% )

Badixamun 50 mg TJT, 14 nuu 20 nig, eAuHHYHA 1038 47 % |

* JanHuTe NOKa3aHH KATO X-THTH MPOMAHA NOKA3BAT MIPOCTO CHOTHOLICHUE MEXLY ENHOBPEMEHEH
npueM H po3YBACTATHH JPHET CAMOCTORTENHO. JladHuTe NoKasaku Kato % npoMaHa noxaisat %
PAa3NMKa, OTHACALL C& KhM PO3YBACTATHH MPHET CAMOCTOATENHD.

TMosxiIaBaHeTO ¢ NTOKA34RO KATO “*1”, MHNICRAINA IPOMAHA KATO “«>” [IOHWKABAHE KaTo ™.

** HixoaKo npoyyBauy 3a p3auMoaeiicTBie ca G NPOBEASHM ¢ Pas/idHa O3HPOBKE Ha
PO3YBACTATHH, TaOIMIATA NOKA3RA HAK-3HAYUMHTE CHOTHOLICHNA

B/] = peamsx nuesto; T = asa muTH nHEBHO; T = TpH NbTH NHeBHO; Y[] = YeTHpPH IBTH AHEBHO

Ecbexmu na posyeacmamuii 8bpxy ISKAPCINEEHt HpQOYKIMY, NPUEMANU eOHORPEMERNO

Anmazonvcmit ka eumanuy K: HogoGro da apyru uuxuburopu va HMG-CoA peayxkrazata
JAIOYB2HETO HA JIEYECHUE C PO3YBACTATUH MW TUTPHPAHETO Ha A034Ta MY [IPH NAUMEHTH, TPHEMAaLH
aHTarOHKUCTH Ha BATAMHUH K (Haop. sapdapus uay apyri KyMapHHOBH aHTHKOATYNAHTH) MOXKe [a
noBeRe Ao nobuiasane Ha International Normalised Ratio (INR). [lpexnceadero Ha neuennero mim
NIOHWXARAHE Ha J03aTa 4pe3 THTPUpaHe Ha PO3YBacTATHH MOXe Ja 1oBene Ao noumkasade ua INR, [Ipn
NoA00HH CHTYRLHH C€ MPeHopbHBa MosuTopupane Ha INR.

ITepopannu xormpayenmugw/'xopmonosamecmsaya mepanis (X3T): EJHOBpeMEeHHUS NpUeM Ha
PO3yBacTaTHH H HepopatHH KOBTPalenTHBH Bodu 10 nopHiapane Ha AUC Ha eTHHHA ecTpaamnon ¥
HOPrecTpen ChOTBETHO ¢ 26% u 34% .Te3u mosmOenn ra3meHH KOHNEHTPALMA TpAOEa Ia ce B3eMar
TIOJS, BHUMAHWE, KOTaTO C& Onpe/iesas JO3UpOBKAaTa Ha NEPOopPanHuTe KORTpaLelTRBh. Hiama
¢$apMakoKuBeTHYHN A3HHH 33 MALIMEHTH, KOWTO NPHEMAT eIHOBPEMEHHO PO3YBACTATHH H XOPMOHO
3aMeCTBallla TEPAITHA M 3aToRA MoAo0eH edieKT He MOME Oa ¢ MIKINOTY, BBIpeKd ToBa, Tasu
KomGuHALHA ¢ B1na IMHPUKO ApIlaraHa OT skeHl B KIIAHAYHA U3TUTBARYA o e Ouiia Jobpe noHocHMa,

Hpyzu nexapcmeeny rpodyikmic: Be3 0CHOBa Ha JayHATE OT CreUMGUIHN MPOYUBABUS 33 IEKAPCTBEHH
83aHMOREHCTBHA, HE CE OYAKBA KIIMHHMHO 3HAUMMH B3aUMOASHCTBUA ¢ AHIOKCHH,

Dy3udosa kuceawra: PHCKBT 0T MPONIATHA, BRIIOYUTENHO PabIOMHOIH3A, MOWeE 14 b€ [IOBHUICH HpH
£JHOBPEMEHHOTO NPpUIIAraHe Ha CUCTEMAA yIMIOBA KUCETHHEA Che cTATHHE. MexanmaMbT Ha TOBA
B3auMOAeHCTBHE (HelaBHclMO fami e apMaxonMHAMIYeH JUTH (DAPMaKOKMHETHYEH WM 1 NBATA) BCS
omte & Hepssecten. ViMa chobIuenss 3a ciyyan Ha paSnoMuoNN:a (BETEOHATETHG ¢ AeTaled H3X01) 1
TIALMEHTH MOMYIaBalNM TA3H KOMOKHAIHA.

AXO TEMEHHALTO ChC CicTeMNa (y3HnoBa KBCEIHHE € HEoOXONHMO, IEYSHRETO C POIYBACT;
Ja ce NPeyCcTanoBHy 110 BPEME Ha NEpHOA Ha JieweHus Ha Qy3uacBa Kucenusa. BuxTe ¢

Cappsan ¢ KOMIOHEHTHATA AMIQIUITUEY



Edermu na dpyeume Rexapemeeny HpoOYIcmy 8upxy aMAQOunUH

Huxubumopu va C¥P3A44: Enqnospemennata ynorpeta Ha aMAOINTTHH ¢ Mowsy wiH yMmepenn CYP3A4
HHXHOHTOPH {HpOTEaIHN HHXUONTOPH, 230I0BH AHTAMHKOTHUM, MAKPONHIN KATO ePHTPOMULINH HITH
KNapPUTPOMHLNH, BEPAMAMIUT HiTH HHATHA3EM), MOKE A3 JOBelE 0 SHAUYNTEIHO yBellIMeHHe Ha
EKCIIO3HIHMATA Ha AMSIOIWIHH BOJSINA [0 MOBHIIEH PHCK OT XHIOTOHAA, KIMMHUYHATE IPOSBY Ha TE3H
(papMaKOKHHETHYHH NIPOMEHHK MOTAT Ia §bXaT NO-HIPa3eHH NpH NALMEHTH B CTapiecka Bb3pact. Moxke
[a C€ HAROKH KIHHHYHO HaD/monente i KOpHTHpate Ha 103aTa.

Hudyknopu #a CYP3A4: HaMa HATHGHY TaHHK TI0 OTHOIEHKE Ha ediekTa Ha HEMYKTOpiTe Ha CYP3A4
Bpxy aMnonumi. EnnospeMendara ynotpeba ¢ CYP3IA4 unaykrops (Hanp. pubaMnuiuH, sKeaT
KAHTApHOH) MOXE fa ZOBee A0 1G-HHCKA ITA3MEHa KOHIEHTPAMY Ha aMnounuH. Fiaucksa ce
MOBNINEHO BHUMAHUE KOTATO aMIOIMITHH Ce WINON3RA eRHOBPEMENHO ¢ HRAykTopd Ha CYP3A4,

MpunoxkenneTo Ba AMNDSUIKK ¢ TPeANPPYT Unx cox oT TpeindpyT He ¢e ApenopLuRa, THH KATO NpH
HAKOM MALLHEHTH CHOHANTHYHOCTTA MOMKE 14 C€ YBEIMYH, KOSTO A2 A0BeNe 10 3acHIBaHe Ha ediekrta Ha
MMOHHKaBAHE Ha Kp’InBHOTO Haagrane.

Hanmponer (ungyaus): Tlpn xuBoTak ca AA0MONABAHM CMBPTOHOCHO KAMEPHO MBKISHE H CHPACHHO-
CHA0B KONANC BbB BPB3KA ¢ XMACPKATIMEMHA ITPY MPHITOKECHHRE Ha BEPANAMPII H HHTPARCHO3EH
aaatponeH. flopagu pHck 0T pa3BHTHE Ha XUIEPKANHEMHS, CE IPETIOPHYBA /13 ce KI0ArBa
EHHOBPEMEHHOTO NPHUIMKEHNC Ha KATHHBCBH AHTATOHHUCTH, KATO aMNIOLHIHE NP [TANHCHTH,
NMPENpa3nonoKeHd KbM 3T0KaYSCTBEHA XHIISPTEpMHS H NP HpeNPUEMAHE Ha MEPKH cpelly
JTOKAMECTBEHATA XHIICPTEPMHA.

Edpermiy ng amaodunun gLpxy 0py2ume exapemeeiu RpodyKmu

Edexryre #a aMnoauEHH BepXy NOHIDKABAHE HA KPBEHOTO BATATAHE 3aCHNBAT eekTa Ha ApyTHTe
NEKapCTBEHH MPOAYKTH C AKTHXHNEPTEHIABHO JCHCTBHE,

Taxponumyc: CrllleCTBYBa PHCK OT TIOBMUIABAHE HA HUBATA Ha TAKPOMMYC B KPLETA, KOTaTo ce MPUNara
CAHOBPEMEHHO C AMTQOOHUIIHH, HO (bapMaKOKHHCTH‘-!HH’I MEX3HH3IBM HA TOBA B3aHMDﬂCﬁCTBHC HE ©
HATbAHC HIAcHEeH. 3a Ia ce HaGerte TOKCHUHOCT HA TAKPOITHMYC, IpUIoKEHHETo HA AMIEOAHIAH JIPH
TIAIIHEHT, JIEKYBAH ¢ TAKPONEMYC H3HCKBE MOHHTOPHPAHE Ha HHBATATA-TAKPOINMYC B KPLBETA K
KOPEKIIHA Ha 2032Ta HA TAKPONHMYC, KOTATO ¢ UeNnecsoopasHo.

Ljuxnocnopun: Hama fipoyuasannd 3a JexkapcTBeHH B3aUMONEHCTRMA, IPOSSIEHH ¢ HHTOCHOPHH H
SMTOTHITHH TIPH 3APaBy J0GPOBONILA KN APYTH MONYIAlHK, ¢ HIKMOYeHHe Ha alKeHTH ¢ Ghlpeuna
TPaHCILTAHTALUHA, KBHETO ¢e Habmoaasar npoMennieH nosymeHua (cperno ¢ 0% o 40%). Tpabea na
ce oOMUCAH 33 MOHHTODYHT HA HHBATa HA WAKNOCIOPHH (P RaieHTH ¢ OpBpeuna TpaHCIIAHTALMS Ha
NeUEHNE ¢ AMIONUIHE, 4 A034Ta Ha LHKUIOCTIOPHH TPA0Ba Ma c& HaMAJ Clopel HeoOXOMHMAOCTTE.

Cumaacmamui; ENHOBPEMEHHOTO MPHAGKENHE Ha MHOTOXpaTHY No3K 10 mg Ha amionunus ¢ 80 mg
CUMBACTATHH BOAHM 0 77% YBENMUEHHE HA SKCTO3HIUATA KbM CHMBACTATHE B CPABHEHHUE OKC
CAMOCTOATENHOTO NPHIIOMEHAE HA cuMBacTaTki. Jl03aTa Ha CHMBaCTaTHE NIPY TALVIEHTH ¢ AMTIOARKITHH
tpaliBa ga ce orpanuM no 20 mg JHeBHO.

Mo speMe Ha KNHHHIHKTE MPGYYBAHNA 32 B3aWMOIRICTEYA, aMIIOAMNHH HE NOSANARA
(hapMaKOXAHETHKATA HA ATOPBACTATHH, XUMOKCHH WM BAPhapHE.

4.6 eprannteT, GPeMEHAOCT H KBPMENE

Pocykapn KoMOH e npoTHBOIIOKA3aH Tpy OpeMEeHHOCT M KbpMeHe (B, Touka 4.3)

bpemMennocT
JKenu B nereponHa BL3pAcT TpA0Ba na NPUNAraT MOSXOJALLH KOHTPALENTHBHH MepK
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Toil XaTO X0OAECTEPOIBT M IPYTH (IPOAYKTH H3 XONSCTEposl OHOCKHTE3AaTA Ca BKHH 32 PRIBHTHETO Ha
MROAZ, MOTEHUMaTHUAT puck oT HExubupane Ha HMG-CoA penykTasata e 1o-roism B CpapHeHHe ¢
[I033TA OT ISYEHHETO 1O EpeMe Aa GpeMenHocT. M3cnenpaHiaTa BEpXy KHBOTHH OCHIYPRBAT
OTPAaHHIEHH JaHHK 334 PeNPOLYKTHBHA TOKCHYHOOT (B, Touka 5.3). AKo NauueHTKa 3abpemMenee no
BpeMe Ha JISIeHUES ¢ TOBa JIEKapCTRO, NpKHeMbT TpAOBa na 61108 npeycraHoBek BegHara,

Knpmene
Knpmerero e npotuBonoxazano npu npueM Ha Pocywaps Kombd. He e w3pecTHo Jaii aMIoduadH ce
EKCKpEeTHPA B KbpMaTa.

Poayaacrarm-l Ce eKCKPETHPa B MIIAKOTO HA IABXO0BE, Hama YCTaHOBCHH JaHHY 34 OTHCJIAHE B MITAKOTO
npH xopara (Bux Touka 4.3).

Qepruaurer

Obpatnmu GHOXHMHYHH OPOMEHH B 0GacTTa HA FIABITYKATa HA CTIEPMATO30KINTE ca GHIN NOKIATBAHN
ApH HAKOW DAUMEHTY, JEKYRAHK ¢ ONOKEpU HA KAIUMERHTE KaHan. KMHHUMHUTe DaHHE ca
HeNOCTATHYHH [0 OTHOUICHHE Ha MIOTSHIHANHHA elekT Ha aMJIOJHITNH BepXy deprunutera. [pu enno
H3CIIeABaHe REPXY IALXOBe ca HabmonapanHH HexkenaHy edekTH BBpXY MBKKHA QepTHHHTET (B, TOUKa
5.3).

4.7 EdexTn Bupxy cuocobHocTTa 32 modupasne ¥ padora ¢ MAHER

Pocykapn Kom6u Moke 18 HMa JIeKo Wil YMEDPEeHO BIHAHUE BbpXY CiocofHOCTTa 32 modHpaHe ¥
paboTa ¢ MaLIuHH.

He ca nposexaani nmpoy4Bania 36 yCTRHOBABAHE Ha BTHMAHHETO HA PO3YBACTATMH BBPXY CLIOCOGHOCTTA
34 inodupane ¥ paboTa ¢ MaminHY. Bhupekn ToBa, K53 0CHOBA Ha QJAPMAKONHHAMHYHHTE CBOHCTRA, He
ce 04aKBa PO3YBACTATHH /1A MOB/IHAS BHPXY CROCOGHOCTTA NpH 1wodsipade uin paboTa ¢ MALIHHK
TpAOEA Aa & HMa NpeaRKn, Ye NPUEMAHETO HA NEKAapCTBOTO MOXKE (3 MPSIH3RHKAE CRETOBRPTEK.

AMITOTHITHE MOXKE 2 HMa He3HAUHTEITHO WIH YMEPEHO BIUAHUE BBPXY cnocofHOCTTE 38 WoGHpaHe n
paGoTa ¢ MaWMHH. AKO NALHEHTH, TIPHEMALLH aMITIOHITHE, CTPAAAT OT CBETOBBPTEK, rlasobomue,
YMOpa WiH fageHe, CiecoOHOCTTa MM Ja PearHpat Moxke fa Ghle HapyweHa. [IpenopsyBa ce OBHILEHO
BHUMaHHE,

4.8 Hexerann tekapcTBeHH PeakmyvM

- Mmoro gectn (= 1/10)

- Yecru (= 1/100 ao <1/10)

- Hevectn (> 1/1 000 go < 1/100)

- Penxu (> 1/10 000 oo < 1/1 000)

- M=uoro penxu (<1/10 000)

- C HemIBecTHa YecToTd (He MOXKE A4 ¢& NMPERBHAN OT HANYYBHTE JAHAH)

Tabauila Ha HeXemanuTe PeakluK

MedDRA Hewxenann peakund YecroTa
Crcremuo-oprauaiia PozyBacTaTHH AMI0OIUNHHA
KaacHprKaANng
Hapymennsa vHa xppra  JleskouuTonesus, TpoMbonuronenun - Muoro peakn
H THM{HATA CHCTEMA TpomBouutonenus Penku -
Hapywennid Ha AJ]eer‘-IHPI PEAKLIMHA o - Muoro penxu
HMYHHaTa cHCTEMa Peaxuny Ha éBp'bquBCTBnTenHocr Penxu
BEKTIOYHTENHO 2HTHOSEM

Hapywmenns Ha XunepravkeMus -

meraGonuiMa u
. XpaHeHEeTo
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Ennoxpunnm
[McuxuiBn HapyeHns

Hapyuennn na
HePBHATa CHCTEMA

Hapymienus na oqnte

Hapysenus wa yxoro 4
nmabHpuHTa
Hapyiuenns na
CEPLETOD

Cuaosy HapylLeHHs

PecnnpatopHy, rpLIHK
|

MenHACTUHANHY
HapyHeHHR

CroMaurHo-4peBHy
HApYLIEHHS

Xenato-GunHapHH
HAPYIICHUA

Hapywennsa Ha xoxara
H MOAKGKHATa THKAH

3ax:=ji_péﬂ ;’;_'ﬁasgf" _ '

. Hapyirerus Ha chHA (HHCOMHHS,

KOHIMapH), Ienpecua
IlpoMeRHd B HACTPOEHHETO
(BRITIOUUTENHO TPEBOKHOCT)

Obsprsane

CBeTOBLpfek, rinasoGonue
CvHxon . '
Coummmoct

TpemMop, nucrey3us, XUNoecTe3ns,

- flapecTe3nn
- [loBHIIEH MYCKYNER TOHYC

Tlepudpepra HeBpoNaTHA

TonueeBponatus, saryfa Ha naMerta
HapywieHye Ha 3peHHeTo
{BKIIOYMTENHO JHILIONKA)

Tuuuryc

NMannuragn

ApwIMBS, (BKIIOYUTENRHO
Gpaznkapnus, kKaMepHa TaxuKapaya ¥
NpefCLPIHO MBLKREHE)

Hudaprr na Miokapaa

3aqepsﬂaé}1e
Xurnotouus
Backynur
J'],ucne'ﬂun

Punpr

Kammuia

HpOMCHEHE UpEBHA NEPUCTANITHKA

(BKIIOUHTETHO ANADUS M 3ANEK)

Tospyuate
" Kopemna Gonka

Canene _

Jucrencun

Cyxora B ycTara

Tactput, xunepnaasng Ha BeHIHTE
3anek '

IMankpearnt

Huaapus

XenatHr

K1 Irenma

TMopwmuenn yeprHoapobEK
TPRHCAMMHAZH

Anoneups

{lypuypa, oGe3upeTApase Ha KOXKaTa,
XHOEPXHOpPO3a, CK3AHTEMA
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~ Mecru
C HemspecTHa
q€cToTa

C HenssecTHA

YEeCcToTa
Meuoro penkn

C Heu3ReCTHA
YecTOTA

C Hen3BeCTHA
| UeCTOT]

Yecro
Yecra

Yecru
Peaxu
C HewsBecTHA
YyecToTa
MHoro penku
MHoro penxu
Pesxu

Hevectn
Heuectn

Pemkn
Yecrn
Hgviectn
Uectn
Heuecru

_Mﬂort_) pémm

Mnuoro penxu

Yecrn
Heuecru

Yecrr
HevecTn

Muoro penxn

Yectu
Hedectn
Mpuoro peaxs
HexecTn

Heuect
Hewectn

Qectn

Heveemn
Yectn
Yectn
Flecin

Hexecrn

Muoro penku

Maoro penku

MHnoro peaku
Meuoro penxu
Mpuoro penxu




Hapymenua Ha
MYCKYJIHO-CKENeTHATA

" CHCTEMa M
CBHENMHHTENHATA TEKAH

- Hapyuierus Ha
o6pennte u
MMKOYHHTE RETHIIA

Hapy wesnd va
pENpoXyKTHBHATA
CHCTeMa H ThpaaTa
Ofuty napymenus s
efexT HA MACTOTO Ha
OpHIIOKEHHE

Hacnensanus

AHrHoeaEM, ep'unre'M'a n&ynmd:opme, "
excfloNHaTHBEH ACPMATHT, OTOK Ha
Keunke, poTouyBcTBHTENHOCT
OﬁpﬂB - o

Copbex

'Vp"mxap'ﬂs

Cmmpomha Stevens-Johuson

JlexapcTBeHa peakuvs ¢ eo3MHOGHNHA
H chHcTeMHn cumntoMi (DRESS)
Tomysane sa reseHnTe

Bomkn 8 rnpﬁa

MyCKynHE KpaMITH

Muanrus o

Muonatus (3Kmoqﬂ'fenﬂo MHO3HT)
PafnomMuonnsa

Hynyconb)ioGeH CHHIPOM
Pmkicpﬁae Ha MYCKYIHTE
ApTpanrus

HMyHHO-MeRMHPaH’ HeKpOTHIHpAIa
MHOTIATHH

anémaae Ha cyxoicmuma,

TMIOHAKOra YCIIOXKHEHH OT PyITypa

Hapywiennd na MUKUMATA, HOKTYPHA,
MOBHLUICHA YSCTOTA Ha YPHHHpAHe
Xematypus

HapymeHns Ha nOTeHTHOCTTA
(uMTIOTEHTHOCT)

Funexomactus

Acrennus

Ymopa

Otok

Bonka 8 repasTe, 6onixa,
HeEpasnonykeHne , L
[Morumasane Ha TerI0TO, HAMARABAHE
Ha TeTI0TO

Heuecrtu
Heuectn
Heuectn

C HeuwssecTHa
ueCTOTA

C HeuzpecTHa
qecToTa

Yectw
Penxu
Penxu
Peaxu
Penxu
Mzoro peaxu

C yensBecTHa
qeCTOTd

C HeWsBeCTHa
YecToTa

Msoro peaku

MHoro penku
Yecth

C HeM3BeCTHa
YecToTa

MHoro peake

Heuectu
Hevectn
Heuectn

Mmoro peaxn

Yecrn
Hesectn

 Hectn
‘Heuectit

Heuecnt

Hevecrn

HevectH

Heuecru
Iiéqm
Yectn

MHoro yectH

Heuectn

HeuectH

"YecTOTATA Liie 3ABMCH OT HATIMMMETO WM JIHIICATA A PHCKOBY GaKTopy (KpEBHA THIOK03a Ha [NA/IHO

2:53,6 mmol/L, BMI >30 kg/ m?, nopniuenn TpUTAMUEPHIM, AHAMHESA HA XUNEPTOHUA ),

CroGuienu ca HIOIHpaHH CIyvaH HA eKCTPANNMpaMUASH CHRAPOM NPH Tepanis ¢ aMI0MITHH.

Kakro apu apyrs naxuburopn ka HMG-CoA peflyxrazara, 4CTOTATA HA HEXE/AHUTE IeKapCTREHH
peaKLMH 3aBHCH OT J03aTa HA JIEKAPCTBOTO.

Onxcanue Ha oupegencHn HeKeTany PEAKILHR

Egpexmu svpxy bvbpeyume: TIpn NalthedTH, eKyBaHY ¢ PO3YBACTaTHH, ¢ HAGMIOHABAHA IPOTEHHY DU,

YCTAHOREHA IIPH UICNIEABANE C TECT-NEHTHIKK H KOATO € NpeXuMHo ¢ TyGyned npousxon. B o
MOMEHTH OT lleueHHeTo 1pu <1% or naudenture Ha 10 ¥ 20 mg u npu npuCamsntenso 3%




PeayTar Win cllend KeM + € HabmonasaHo npy a03a 20 mg. B noseuero ciyHau HpOTeHHYPHATA
HAMA/IABE MIIH H3YE3Ba CNOHTAHHO B IIPOUECA HA IPOIBIDKABAIIO TEUECHNE,

Ot npernesma Ha NAHHYUTES NIPK KAVHHIHATE OOATH 4 BOCT-MAPKSTHHTOBHTE IPOYYBAHMA 10 CEra HE &
HASHTHGULHPAHA NPUYHHHES BP3Ka MEX Ly NPOTEMHYPHATA B OCTPO WIM IPOTPECcHBHO 6h0peuto
3agonapane.

[p# nauuenTH, TPETHPAHH C PO3YBacTaTHH e halIonaBana XeMATYPUs, HO KIMHUTHATE JAHHM COUAT,
ge 4ecToTaTa i € HHCKa.

Edpexmu evpxy ckenemuama syckynamypa: EQexT# BLpXy CKeIETHATA MyCKYIaTypa KaTo Hanp,
MBANTHA, MAONATHA {RKIIOMUTENHO MHO3ZUT) U PALKO paGIomMuonusa ¢ wid es octpa Gabpetna
HE[IOCTaTHYHOCT, €4 CHOOLIABARY MPM MALHEHTH NeKyBaHU ¢ PO3YBACTATHH - BB BCHYKH TEPAeRTHIHN
034, ocobeno B go3u > 20 mg.

Hozo-3aBUcHMO yBenuteHne Ha HuBoTo Ha CK e Habmonaparo npi MAThK Gpoit HALMEHTH, TpHEMAaIL
PO3YBACTATHH; 10-TORAMA YACT OT CAYUAHTE Ca JISKH, aCHMITTOMHHE H NMPexoaHH. Ako HupoTo Ha CK ce
moBau (>SXULN) nedenneto Tpabea BpeMeHHO Oa ce cnpe (BK. Touka 4.4),

Egpexmu evpxy wepyus 0pob; Kakro nipu npyru unxuburopn aa HMG-CoA penykrasard, nOBHINABAKE
Ha TPaHCAMHHA3ZHTE, CBHP34H0 ¢ TI03HPOBKATa € HabmonaBaHo IpH MATbK BPoit NAUMENTH, IPHEMAM
PO3YBACTATHH; NO-TOJIAMA YACT OT CITy4YanTe ca GHIH IEKH, ACHMIITOMHY H TIPEXOOHH.

CnenHHTe HEXETaH! PeaKUH Ca JOKNATBAHH [PH HAKOH CTATHHM:
- Cexcyanna guchyHkous
- Hzoaupans ciyqan Ha HRTepeTHIMaHA GenoapobHa Gonect, ocoGeno npH
NPONBLKHATENRA Tepanua (BK Touka 4.4).

JoxnanBanara 4ecToTa Ha pabnoMHOIH3A, CepHO3HM OBGPeyHH H 4epHoIpoBHY YBpEKIaHKA (OCHOBHO -
YBETHIEHHE Ha MepHONPOOHHTE TpaKCaMHMHa3H) € 110~ BUcoka NpH 40 mg 103MpoBKa.

O AHE HA NONO3UNAHY HEXKENAHYN DeaKK

CrobuwasaHeTo Ha HORO3WPaHY HEXETAHH PEAKUMH CIIeN pajpelllaBaHe 33 YIOTpeda Ha IEKapCTReHUS
MIPONYKT € BaXKHO. TOBa NO3BONABA fa MPOALIKH HAGAIOACHHETO HA CHOTHOMIEHHETO NOJT3a/PHCK 32
JiexkapeTBeHua nposykT. OT MENNUMHCKHTE COCUMATHCTH Ce H3HCKBA §a CHOOIIARAT BCAKA MOAO3HPAHA
HeMellaHa PEAKUHA YPe3 HALMOHAIHA CHCTEMR 32 Chobluapane: VampaHyTeNHa areHImA 1O JIEKApCTRATA
yn. Jdamsan I'pyes“ Ne 8

1303 Codpur

Tem.: +35928903417

yebcaiiT: www.bda bg
4.9 Ilpemosupaue

Cumrromu

Hanimynure nasHy NOKA3BAT, 4 3HAYUTENNOTO NPENO3UPAHE C AMIOIAIMEH MOXKE A3 JOREAE A0
NIPEKOMEPHa nepudepHa Ba3oTaTatus H Bb3IMOKHa pefriexcHa taxukapnus. UMa cbobiuenus 3a
M3Pa3’eHa M BEPOATHO MPOIBLIDKHTENHA CHCTEMHA XUIOTORAS OCTHTAIUE 10 (HOK C (aTateH HIXOIL

Hexkapaporenen GenoapoGen oTok ce cholIlasa paako Kato MocAeqHia 0T NPpea03upaHe ¢ aMIOIUIIMH,
KOUTG Maxe 1a ce NposABY cee 3a6aBeno Haualo Aa edekTa (24-48 vaca crel morsINaHE) H Aa H3HCKBA
M3KYCTBEHA BeHTHIAUMA. PAHHHTE PeaHWMauROHHH MEPKH (BKITIOUMTEHO HATOBAPBAHE ¢ TEYHOCTH) 3a
NOANLPXANE Ha MepdyIuaTa H ChpAeuHuA JeGuT MoraT aa ObOaT yCKOPABALIH (QAKTOPH.

Tosenenue npu npenosupane
B cmy4ait Ha npegosupane, nedernero ¢ Pocykapn KomGu tpaGra na ce cipe 1 aa ce ocu
NOIEBPAKALIO N CHMTITOMATHYHO ieueHHe. YeproapoGuata PyHxuus u nupata Ha CK 1p,
npoceIABaHu.
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KmunuaHo 3a39uMara XRIOTEH3NA, ObDKALE C€ Ha [IPS03HPate Ha aMIOIHITH, HATara akTHBHO
OoAILPHAHE Ha CBPIAEYHO-ChAOBATA ACHEOCT, BXMOYBALIO YECTO MOHHTOPHPAHE HA ChpIEYHATA H
IuXaTeHaTa ¢y HKIRA, NOBAHIZHE Ha KpalHpmuyTe W 00pHIIaHe HA BHUMAHNE HA DHPKYNATOPHUA 0Gem
H OT/eNAHETO HA ypHHaTA.

[prnaranero Ha Ba3OKOHCTPUKTOP MOXKE 1A IOMOTHE 33 BE3CTAHOBARAHE HA CHAOBHA TOHYC H
ApTEPHATHOTO HalraHe, ako HAMa MPOTHBONOKAa3aHKe 33 YNoTpeOara My.

W HTpapeno3HOTO MPHIOKEHHME Ha KANUHSE NEOKOHAT MOKe 22 Oblle noneado 3a o0pBluade Ha edexTuTe
Ha ONOKHMpaKe HAa KATLUCBHTE KaHamy,

Cromaiinara NpOMHBKa MOXKeE 8 [TOMOrHe B HAKOW CITy4aH, an 3Apasy AIOSPOBOJ‘!L‘[H € NOXa3aHo, ye
ynotpefaTa Ha aKTHBEH BRITICH A0 2 Haca cnej, NPHIOKeHHSTo Ha aMmoaumiu 10 mg e nopena 4o
HAMAMABaHe HA CTENICHTA Ha aBoopOUKA Ha AaMIOIUIVH,

TBii XaTo AMNOJKITHH C& CELP3BA BBbB BUCOKA CTSNECH C IPOTEHHUTE, THANHIATA BEPOATHO HAMA Oa Orae
OT Noi3a. XeMogHATH3IATE HA PO3YBACTATHH € MANKO BCPOATHO 04 Obae oT nomza.

S DAPMAKOJIOTHYHY CBOWICTBA
5.1 @apmaxkoaMHAMHYHEA CRONCTBA

DapMakoTepaneBTHYHA Tpyna: JIMnuro-MonudHLFpauiH CPeacTsa B XoMOHHALIMA ¢ APYTH NEKapCTea,
ATC kox: C10BX09.

PosyBacrarin

PosyBacTaTHH e CelleKTUBER W KOHKypeHTeH HEXKOHTop Ha HMG-CoA penykTasara, CKOpocTo-
OFpaHHUYaBall €H3HM, KOiiTo npeBpblna 3-XHUIPOKCcU-3-METHI Iy TAPHI KOSHIUM A B MEBAIOHAT,
npeKkypcop Ha xanectepona. Ocuopno HelicTBie po3yBacTATHH 0Ka3ka BEPXY YSPHUA Spol, OPraHsT B
KOHTO C& W3EBPIUBA HAMANABAHE HHBOTO HA XOIECTEPON.

PosymacTatuiH yeemagapa 6pos na yepHoapob6HuTe LDL penentopn BEPXY KIETEYHATA IOBBPXHOCT
KATO JachNBa noeMaHeto K KarabonusmMa Ha LDL i unxubupa yepronpobHuy cintes Ha VLDL karo no
TO3H HAYKH HaMamiea obuLA Gpoit va VLDL u LDL wactuun,

AMiognnyx

AMAOZMIINA € HoHeH KanuHes HHXUOHTOP OT IPyNata HA TUXHAPOTUPUAMHNUTE (Griokep Ha GaBHUTE
KaHANK WK aHTArOHUCT HA KanLHeRHd HOH) H MOTHCKA TPRHCMEMOPaHHOTO HARIIM3IAHE HA KAUKEBH
HOHM B KNETKHTE Ha ChPASYHATA | CHIOBATA TNIAKa MyCKYIaTypa.

Mexanu3MBT Ha AHTHXUNEPTEHIHBHO AeficTBHE Ha AMJIOAHINHA ¢ JBIDKA Ha AMPEKTHHA pelaKcHpaln
etheKT PRPXY CHOOBATA [NAJKa MYCKYNaTypa. TOMHHAT MEXaHHUIBM, 4pe3 KoHTo aMmoannuH obrexyasa
CTEHOKapIHATA, HE € HATBJIHO H3ACHEH, HO aMIOIUNUH HaMaiBa 001I0Te UCXeMIMHO HATOBAPBAHE 10
CNSAHNTE BA MeXaHWIMa:

1. AMIGIHTIHH NPeAH3BHKBA AMNATANMA HA MepudepHITe ApTeprHou K O TO3N HAYHMH HAMaliBa
0611010 NIepudepHO CENPOTHEICHNE (CEA HaTOBAPBAHETO), cpellly KoATo Cupueto pabory. Toit
KaTO ChpIeuHaTa 9ecTOTa OCTARA CTADUIHA,TOBA 00pEMEHABAHE Ha CHPUETO HaMalisa
euepraiiNaTa KOHCYMALNA M HY)KAUTE 0T KHCII0PO], HA MUOKAp/A.

2. MexanmMeT Ha AeHCTBYE HA AMITOIKIMH BEPOHTHO BIUTIOYBA AUITATAIHA HA OCHOBHHUTE
KOpUHAPHH apTePHH N KOPOHAPHUTE ADTEPMONH, KAKTO B HOPMATTHUTE TAKA H B HCXEMUTHHTE
o0nacTu. Tasu pHIATALEA YBEMHEaBE MPHTOKA HA KHCJIOPON KM MHOKAPIA NPH NALKCHTH C
KOpOHapeH apTepuaneH criazybM (Ha Prinzmetal unu BapuaHT Ha cTeHOKPAIHA).

Hpﬂ MAlUeHTH ¢ XHICPTCHIUA, JOIHPAHETO BEAHLK QHEBHO OCHTYPABA KTHHHYHO 3HA
CHI' HH(I)HK&HTHR PELYKUNA Ha aPTEPHAITHOTO HAIIATAHE B JICTHANO M H3IIPABEHO 100,
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npogeiDkeHHe Ha 24 4acos HuTepsan. Iopany 6aBHOTO Havyallo Ha JeliCTRHe HA AMIIOAUIIMH, OCTpa
XMIIOTOHMA He MOXE [1a Ce PAIBHE NIPH HETOROTO NPAACKEHHE.

Hpﬂ NMANUEHTH CBC CTEHOKAPAHA DTPHAGKCHHETO HA aMNOIHNHH BENHEX JTHCBHO YRCITHUABA BpEMETO Ha
(bHBH‘IECKO HaTOBApPBaHe, BPEMETO A0 NPOBOKHPAHES HA BHTMO3IHHA NMPHCTHIT H BpEMETo 35 RelipecHn Ha
ST cermenTa ¢ lmm & HaMangea KaKTo 4€CTOTATA HA OPHUCTHITMTE HA CTECHOKAPAHA, TAKa U NpHeMa Ha
TabneTky rULEepHN TPRHATPAT,

AMNORWITHH He BOAY A0 HHKAKBY MeTACONHTHH HEXeTAHH peakiHH WM [IpOMEHH B YITASMeHNTe
JRAHIN ] € NOOXON4I) 34 yno*rpeﬁa MPHA TIALHEHTH ¢ aCTMA, anader u nogarpa.

5.2 dapmaxokuneTn9an cBoiicTea

AGcopbuna, paznpenenenie

Pozysacmamun/Amro0unun

Cxopocrtra ¥ cTenenTta Ha abcopGuus Ha Pocyxapa KoMmOH ca exBHBANEHTHH Ha OHOBAMHYHOCTT HA
PO3YBRACTATHH K AMIOAHIMH, KOraro ¢ IPHIATaT KATo OTAETHY TabneTku. Boe hapMakokHHETHYHO
npoyYBade eMHOBPEMEHHOTO NpHNOXeHue Ha 10 mg aMIoqUIKH Bpean3BHKBEA npubmmuTenso 1,2 1,1
I5TH yBenuaeHne cootherHo Ha Cmax n AUC Ha po3yBactaTiH.

Posysacmamun

MakcHMAIHH I1A3MEHE HHBA Ha PO3YBACTATHH Ce JOCTMTAT NPHGIHAUTENHO 5 yaca clen NepopaTHo
npuioxkeHne. AbcomoTHata GuonanminocT e npudmuTendo 20%.

PosyeacTaThH Cg M0eMa OCHOBHO OT 4epHUA Apob, KOUTO & OCHOBHOTO MACTO HA CUNTE3MpAHE Ha
xofecTepona ¥ orgensie sa LDL-C. OfeMsT Ha pasnpegcneHue Ha po3yBacTaThH & npubinavrento 134
1. PozypacTaruy ce cBBD3BA ¢ MIIA3MEHNTE NPOTENHM, IPSIHMHO ¢ anSyMUHa, NpRONMIKTENHO B 90%.

Asnodunun

Crien MepopasHo MPUIGKENHE Ha TepaneBTHIHK J03H, AaMIIOTHIHH ce aGeopGupa 1o6pe ¢ MMKoBK
nNA3MEHN HUBA Mekdy 6-12 gaca cnep npueMa Ha no3ata. AGCOAOTHATA OHOHATHYHOCT Ce 0YaKBa na
Gne Mewcay 64 n 80%. OGemsT Ha pasnpenencHue e oxono 21 kg, [n vitro n3cneABaHMATA NOKA3AMM,
ye NpubnusuTenso 97,5% OT UMPKyTHPALIHA AMJIORHITHH & CEBPIaY ¢ MTa3MeHHTES IPOTEHHH,
BuonanyyHOCTr A Ha AMIIOKHIIHHE HE ce BNHAE OT NpUeMa Ha XpaHa.

buorpancgopma eJIMMHHUADPAHE

Posveacmamun
MetaGonnsmeT Ha posyBacTaTii e orpaHu4eH (npubnusurtenso 10%). In vitro nmpoyusaHua Ha
MeTafoNnHu3Ma ¢ H3NONIBAHE HA YOBCUIKH XeNATOUHTH NOKA3BAT, Ue PO3YBACTATHE ¢ cnal cyberpar Ha
uuTOXpom P450 Hasupan Metabomusem. CYP2C9 ¢ ocHOBHUA M30CH3UM, KoUTO YuacTea B MeTabonama
Ha posysacTtartui, a 2019, 3A4 1 2D6 ywacTear 8 no-Manka crenex. OcHosAuTe MeTadonutd ca N-
Je3MeTHN ¥ NaKToH. N-ae3MeTun & okono 50% no-Mallko aKTHREH B CpaBHEHHE € PO3YBACTaTHH, IOKATO
JAKTOHBT C& CYHTA 38 KIHHMYHO HeaKTHReH. PoyBacTaTiH onpenena nosede o1 90% o1 akTHBHOCTTA Ha
nupkymupamms HMG-CoA unxuburTop Ha peaykrazata. [pubnusurenso 90% oT po3yBacTaTHH ce
CMUMHHHPAT KaT0 HeIpOMEHEHO neKapeTro ¢ dexannure (abcopGupano u HeaGcopOupaHo NeKkapeTreHo
BEINECTRO), KATO OCTAHANATA HaCT €& EKCKpeTHpa ¢ ypuHaTa. Okono 5 % ce eKCKpeTUpa HENnpoMeHeH B
ypunata. [InasMeHusT nomyxKBoT & oxono 20 qaca. ENUMAHALMOHHUAT OAY#HBOT HE C& YRETHYAPa C
yBemituasane Ha d03ata. CpeqHHAT Na3MeH KINHPLHEC € Npubnusurento 50 nutpa/yac (KoeduuuenT Ha
sapuabunoct 21,7 %).

Kaxto npu apyrn HMG-CoA penyxTa3su HHXHOHTOPH, HePHOAPOGHOTO NIOEMaHe HA PO3YBACTATHE
BiIKYR2 MeMGpauakd TpaHcnoptrep OATP-C. Tozu Tpancnoprep e pakeH 32 9epHOAPOOHOTO
ENHMUEHHpaHE HA PO3YBACTATHH.

Ampodunun
TepMURATHHAT N1a3MEH eTHMAHALHOHER NONYKURBOT € oKono 35-50 qaca W ce gocTura
eMHOKPATHO JHEBKO NPHNOKEHNE. AMIOIHITHH ¢ META00/IHINPA EXCTEH3UBHO B YEPH]
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HEeaXTHBHH MeTalomNUTH, KaTo B YPHHATA ce ekckpeTHpaT 10% oT NeKapcTBOTO B HEMPOMEHSH BHA H
60% ot MeTabonHTHTE.

Jiunelinoct/HenuueiigocT
CucteMnarTa eKCTIO3MLMA Ha PO3YBACTATHH CE YBENIHUABA PONOPLUHOHATHO HA NPHEMAHATS 1034, H}IM&
OpOMAHA BEB HapMAKOKHHETHIHNTE TAPAMETPH NIPH MEOTOKPATHO SHEBHO JO3UpAHE.

Crneumaniy nomynaumun:

Buapacm u non

Bo3pacTTa K MONLT HAMAT KTHHHYHO 3HA4HM efexT BLpxy HapMAKOKMHETHKATA Ha POIYBAaCTaTHH
NpH Bb3pacTHH. PapMaKOKHHETHKATA HA PO3YBACTATHH TIPH REUa H i0HOWMN C XETEPOIHroTHA haMika
XHIIEPXOTeCTEpoNeMus € NoAoGHA Ka Ta3H HA BB3PACTHH N0OPOROIIH.

Bpemero 3a focTHraHe Ha THKOBH [I23MEHH KOHUCHTPAINH Ha AMJIONHIEH € MoJo0HO TPH NAUHeHTd B
CTapyecka Bh3pacT i no-MIaaK cyGekry. HMa TeHReHUHA KTHPBRCHT HA aMIDIUIIMHE 13 HAMANABA,
KOETO BOIK 0 yeennueHne Ha AUC H enMMHHAIINOHHHUA TIQIY/KHEBOT TIPH MALHEHTH B CTapiecka
Bu3pact. YeeanueHuero na AUC 1 elHMAHAUMOHHHA NOMYKHBOT [PH MALIHEHTH ChC 3aCTOHHA
ChpASYHA HEAOCTATEHHOCT, Ca OHUTH CHOpe] CUYAKBAHUATA 33 BR3PACTOBATA TPVIIA.

Paca

DapMaKkoKHHETHYHETE TIPOYYBAHUA MOKA3BRAT, Y€ NPU WHAMBKAM OT a3HATCKATA paca (AIIOHIH, KHTAMAI,
HIMNHHLIH, BUETHAMUR M Kopeiinn), ce Habnoxasa 2-xpaTro nosumasane B cpeanata AUC # Crax,
OTKOIIKOTO P HHAHBHIK OT KaBrasxata paca. Ilpn #aauiim: e ramine noenuraBate Ha AUC u Chax 1,3
kparno. Ensx nomynaumones ¢papMakokMHETHYEH AHATH3 TTOKA3B3, Ye MEXIY HHIHBHIHTE OT
KaBKa2KaTa i 0T YepHATA Paca HAMA KITHHHIHO 3HAYHMH PadIHus.

Bvopeuno yapesicdane

B enno npoyusane Ha NHLia © pa3nugHa cTeneH Ha GpOpedHo yepexcaaHe, JeK0oTo A0 yMepeHo Gubpeuno
32b0ngBaHe He € NOBJMAIO Ha MU1A3MEHHTE KOHLEHTPALUYH Ha PO3YBACTATHH UM HA HEroBuA N-
Ae3MeTiT MetabonnT. JIMua ¢ Texxo yBpexuaHe obave (kpearhHuHOB KMpBHE < 30 mi/min) ca uManu
3-kpaTHO yBENMYEHHE HA (UTA3MEHATA KOHUGHTPAUHA B CPABHEHHE CBC 3Apasy A00POBONIA ¥ 9 WHTH T0-
BHCOKA KOHUEHTpaIHs Ha N-geamern MetadonnTa. PARHOBSCHHTE IUTA3MEHH KOHUESHTPALMY Ha
PO3YBACTATHH TPH MNAUMEHTH HA XEMOMAITN3a ca Ipuonu3uTenso S0% no-BUCOKU B CpaBHEHHE CBE
3npasit A0GpOROILIL

UeprodpobHo yepeawdane

B enno npoy4BaHe Ha RHLA ¢ PA3THYHA CTENEH HA YEPHORPOGHO YBpEXKHAHE He Ca MOMyIeHH JAHHE 38
NOBHITEHa EKCIO3HUMY Ha PO3YBACTATHH NPH nauuenty ¢ pesynrar no Child-Pugh 7 unm no-uncex. ITpu
IBaMa NAUMEHTH C TeKKO depHoapobro yepenate ¢ pesynTaT no Child-Pugh 8 u 9, cucremuara
eKCMo3MLMa & 6una ysendera Hafi-Manko ABa MBTH B CPaBHEHHE ¢ AHUR © NO-HHCHK pesystar no Child-
Pugh. Hama manun 32 nanuestd ¢ peaynrar no Child-Pugh uan 9.

Ha pasnonoxerne ca MHOIQ Orpanidedy THHWIHY JaHHH 33 NPHIGKEHWE HA AMIOUNIH YPH
NALHEHTH ¢ YeproapoSHo yBpexaane. [lanueHTHTE ¢ 4epHOAPOGHE HETOCTATHYHOCT HMAT HAMATEH

KNUPBHC HA AMNONHANHH, B PE3YJTAT HA MO-IBILT NONYKUBOT K yRenu4asane Ha AUC ¢ npubimisutenno
40-60%.

5.3 TIpeaxanHH9HH QasHAn 3a GelomacHocT

Posypacratuy
TpearsuHuYHUTE JaHHH He Toka3BaT ocoben puCK 3a xopa Ha §a3aTa HA KOHBEHUINOHATIHITE

(hapMaKOMOTHIHHA NPOYSIBaHus 33 Ge30MACHOCT, TSHOTOKCHIHOCT H KapLMHOreHeH TTOTEHIMATL
Crieunduauy TecTope 33 Pr3aeiicTBue 8upxy hERG e ca ouernBaru. Hesxenanure peakusi,
ca ralmonapany B KINHHYHY NPOYYBAHNUA, HO C¢ HabNONABAT NPH *KUBOTHU MU HABA H
mofobHiA Ha HHBATA Ha KIHHMYHA eKCNO3NLMA CA KAKTO clenea: [IpH npoyyYeaHuaTa 3a
MHOTOKPATHHTE 1031 €3 OTKPHTH XHCTONATAIOTHYHH IIPOMEHH Ha depHHA Apob, kouT
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IBIDKAT Ha $apMaKoNOrHdHOTO AeHCTBHE Ha PO3YBACTATHH M Ca HAOIFOAABAHU IPH MHIIKH, ITHXOBE,
KaxkTo M B [10-Ma/IKa cTeneH ¢ NOCTeAMIA BbPXY )IBYHHA MEXYD IPH KyHeta, HO He H IpH MaitMy HH,
OcpeH T0Ba, TeCTHKY/I8PHA TOKCHYHOCT ¢ Ha0/IoAaBaHA P MalMYHH 1 KyueTa, IPH No-BUCOKY AG3H.
PempoxyKTHBHA TOKCIMHOCT € HalmogaRana TP IWIBX0BE, ¢ HaMaieH 6poli Ha KOTHIOTO, HAMANIEHO
TETI0 HA KOTHIOTO N OLSNIABAHS HA MANKHTE CE Haﬁmo;[ana IpH TOKCHYHH 38 Maitkara A03H, KATO
CUCTEMHUTE eKCTIIO3HIWH ca OHNHM HAKOJIKO WHTH HaA TepalleBTHYHHWTE HIB3 Ha €KCNO3HINA.

AMIONHTINH

Penpodyxmusna moxcuunocm

Hpoyysanka 3a pelponyKTHBHA TOKCHYHOCT NPH IUTEXOBE W MALIKH ca Nokazanu 3afapAde Ha TEpMUHa,
VIbJDKeHa IPOAB/IKATENHOCT Ha DpeMeHHOCTTA B HAMANABAHE XKH3IHEHOCTTa HA HOBOPONEHHTE TIPH
Aosu npudimisHrento 50 NbTM NPeBHINABALUIH MAKCHMATHATA [IPeHOPHINTEIHA 1033 34 XOpaTa Ha GaszaTa
Ha mg/kg.

Yepexcoane na gepmurvumema

Hama edekT BppXy depTHIATETa HA MTBXOBE, TPETHPAHH € aMIOAHITHH (MBKKH 64 NHH ¥ xKeHCKH 14
mHu ipeny yudToceaneTo) npu xo3u Ao 10 mg/ke/nen (8 nbT * MaKCHMATHATA (PEIOPHUBAHA 2032 OT
10 mg noza na 6a3ara Ha mg/m?). IIpu Gpyro NpoyUBsaHe C IIIBXOBE, MBKKUTE IIXOBE Ca GEIH

JICKY BAHH ¢ aMI0THITHE Ge3HaT & NpontkeHHe Ha 30 1AM NpH 1033, KOATO € CPaBHAMA © 71032 3a Xopa,
Ha Ga3aTa Ha mg/kg, ca OTHETEHH OHMKSHHE HA ILIa3MEHIAT HORNKYI0-CTHMYIHPAUT XOPMOH

H TECTOCTEPOH, KAKTO M HAMANABAHE Ha (LTBTHOCTTA HA CTIEpMaTa M OPONT HA 3pENTHTE CREpMaTo3oHIN H
Cepronness KNeTKy.

Kapyunozenesa, Mymazenesa

HsimMa ganfH 33 KAPUKHOTEHHOCT OPH IUFBX0BE 1 MUINKH, TPETHPAHH C aMIOIAITHH B CXEMa 3a IBe
I'OAUHH B KOHUEHTPALIAY, W3YHCIIeHH 1A OCHTYPAT JHEBHH NO30BH HUBa oT 0,5, 1,25 u 2,5 mg/kg/nen;
Haii-srcokata 1032 (TIps MHIUKH, OIH3KA D0, ¥ TIPH IUTBXOBE- 1184 [IBTH* MO-BHCOKA OT MAKCHMAITHATA
OpenopLYMTENHA KIMHIYEA 0034 0T 10 mg, H3qucIeHa Ha mg/m?) e 6iuna B1p3xa 10 MakCHMANHATA
TONEPUPAHA 1034 TIPH MUIIKH, HO HE 33 TUTHXORE.

INpoyusanns 3a MyTareHHOCT He MOKA3BAT JIEKAPCTEO-CEbP3aHy edeKTH HKTO Ha reHHO HHTO Ha
XpOMO30OMHO HHEBO.

* Hayncnena 2a naumentn ¢ Terno 50 kg,

6. DAPMAHEBTHYHN JTAHHHU
6,1 Coacepk na NOMOIHHUTE BEUIECTBA

Cuovpoicanue na xkancyrama. UAPEBHIHO HHIIECTE, NPEKeNaTHHHAHPAHO HUIECTe, MHKPOKPHCTANHA
Uemyio3a, KPOCHOBHAOH TUIL A, HATPUEB CTeapundyMapar

Obguexa na kancyiama. >xelaTuH, THTaHoB gnokeyn (B 171)

Hepaeno macmuno: mennak (E940), nponuneurnuxon (E1520), chnen amousen pasteop (E527),
wepret wenelen oxenn (E172), kannes xunapokenn (E325)

3eneno macmuno: wennax (E940), turanos quokcig (E171), yuanrotan (E132), sbaT sKene3eH OKCUL
(E172), cunen aMmonader pasteop (E527), nponunen rouxon (E1520)

6.2 HecnBMecTAMOCTH
HenpunoxuimMo
6.3 Cpok ua roanoct

30 mMecena
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6.4 Cnennanny ycioBus Ha ChXPaHCHHE

Ha ce epxpandBa mox 30°C.
Ja ce cBxpaHdBa B OPHIMHAIHATA ONIAKOBKE, 33 1A Ce MPeAnasy oT CBEeTANHE

6.5 Buan coappikanne Ha ONAKOBKATA

Brnucrep [Moavamaa- AnyMurai-PVC (ramuaat) u anyMuHReBo noxpusaumo homuo: 10, 14, 28, 30, 56,
60, 90, 98 1 100 xancynu B xyThs.

He Bciuky BuaOEES OMakoBki MOrat Aa Ob/3T AYCHATH B npoaaxta
6.6 Cruennainm OpeqnaA3AM MEPKH NP H3XBHDARHE <i pabora>
HeusnomsaaneAT NeKapeTeed NPOAYKT UIH OTHANBIKATE MaTePUANTH OT Herc TpadBa 4a ce B3XBLPIAT B
CHDTBETCTEHE C MECTHHTE W3HCKBAHMA,

7. TNPHTEXKATEJ HA PAIPEIMEHUETO 3A YIIOTPEBA
Zentiva ks,

U kabelovny 130,

Dolni M&cholupy

102 37, Prague 10

Yewka Penybnika

8. HOMEP(A) HA PA3PEHIEHHETOQ 3A YIIOTPEBA
Pocyxapa KomOu 10 mg/5 mg Per. Ne 20180190

Pocykapn KomOu 10 mg/10 mg Per. Ne 20180191

Pocyrapa Kom6n 20 mg/5S mg Per. Ne 20180192
Pocykapa Kombu 20 mg/10 mg Per. Ne 20180153

9. JATAHANBPBO PAIPEHIABAHETIOMHOBABAHE HA PASPENIEHHUETO 3A
YNIOTPEBA

Jata Ha nepso paspewnaraue: 24 wonu 2018 r.
Jlata Ha NOCIEAHO OIHOBARAHE:

10. JATA HA AKTYAJNIM3UPAHE HA TEKCTA

08.11.2022 r.
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