1. UME HA JIEKAPCTBEHMUWA ITPOAYKT

3APAHTA 5 mg ¢puamupanu tabieTku Ao (97 /J'_Jf/ Je /J"}'
3APAHTA 10 mg ¢puamupanm tabneTku
3APAHTA 20 mg ¢punmupanu tabneTku 22 L3 ~d 25 -09- 2026

ZARANTA 5 mg film-coated tablets
ZARANTA 10 mg film-coated tablets
ZARANTA 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

3apaHTa 5 mg (puaMHpaHu TabJIETKHU:
Besaka punmupana Tabnerka cbabpKa S mg po3yBacTarvH (rosuvastatin) Kato po3yBacTaTHH KaJILIMK

(as rosuvastatin calcium)

3apanTa 10 mg ¢puamupanu tTabneTku:
Besaka punmupana tabsietka cbabpxka 10 mg po3yBacraTvH (rosuvastatin) Kato po3yBacTaTHH KaJlLlMH
(as rosuvastatin calcium)

3apanTta 20 mg punamMupaHu TabNETKH:
Beaka ¢punmupana tabsietka cbabpka 20 mg po3yBacTaTHH (rosuvastatin) KaTo po3yBacTaTHH KaJlLMH
(as rosuvastatin calcium)

[loMOLIIHK BeLecTBA C U3BECTHO JICUCTBHE:
3apaHTta 5 mg puamMupaHu TabaeTKu:

Beaka ¢puamupana Tabnerka cbabpika 43,5 mg 1akTo3a MOHOXH/IpaT.

3apanTta 10 mg ¢puamupanu TabieTku:
Bcsaka ¢punmupana tabnerka cbabpika 87,0 mg nakroza MOHOXH/Ipar.

3apanTta 20 mg ¢puamupanu Tabnerku:
Beska puamupana Tabnerka ceabpxka |174,0 mg nakro3a MOHOXH/IpaT.

3a MbJIHKUA CITUCBK HA NMOMOLIHHUTE BELLICCTBA BHUXKTE TOUKA 6.1.

3. JJEKAPCTBEHA ®OPMA
OunmupaHa TadeTka.

3apanTta 5 mg huamMupaHu TabneTku:

benu unu noutu 6enm, KpbIriv, ABOHHOM3MbKHANK TabneTku. OT eaHaTa cTpaHa MMa BAABOHATO
penedHo nzobpaxenue C33,

JuameTrnbp: npuOausuTesHo 5.5 mm, aedenuua: 2,7 - 3,3 mm.

3apanTta 10 mg ¢puamupanu Tabnerku:

benu vwan noutu Genu, KpbIiK, ABOMHOM3IIbKHAIN hUaMHUpanu TabneTku. OT e/1HaTa cTpaHa Uma
BATLOHATO peniepHo u3zobpaxkenue C34.

Juamersp: npudbauzurenno 7,0 mm, aedenuna: 3,3 - 4,2 mm.

3apanTa 20 mg dunMupaHu TabJIeTKH: |

benu uam nouru Oenun, KpbIriiv, ABOMHOU3ITbLKHAIMW (huiMHpaHu TabneTku. OT e1HaTa cTpaHa uMma
BAIbOHATO penedHo n3odbpaxkenue C35.

IuameTnp: npubauzutTento 9 mm, aedenuna: 4.2 - 4,9 mm.



4. K/IHHHAYHHA JAHHHA
4.1 TepaneBTEYHH NOKAZAHHS

Jeuenue na xunepxonecmeponemus

Bb3pacTHH, IOHOLIM ¥ Aelida Ha BB3PacT 6 U NoBede roOgUHH C ITbPBHYHA XHIIEPXOIECTEPOIEMHS (THIT
[Ia, ¢ H3KITIOMEHHE HA XETEPO3UrOTHA (PaMIUTHA XHUMEPXOIECTEPOIEMHS ) HIIM CMECEHA JHCITHITHACMHA
(tvn IIb) xaTo nobaeka KbM AMETATA, KOTATO PE3YATATHT OT AUETATA H APYTrH HedapMaKOJIOrHIHH
MepKH (Hanp. du3HUeCcKH yrpaKHEHHS, HAMANIABAHE HA TEITIOTO) HE € 3a10BOJIUTENICH.

BB3pacTHH, IOHOLIHM H A€LA HA WIH Haj 6-roAMILHA BPE3PACT C XOMO3HroTHa (haMuiiHa
XMIIEPXOJIECTEPOSIEMHS KATO A00aBKa KbM AHETATA M KbM JIPYTO JIMITHAOTIOHKKABAIIO JeueHue (Harp.,
LDL adepesa) unH KOraTo TOB2 N€YSHHE HE € MOIXOIALIO.

IIpesenyus Ha KAPOUOBACKYAADHYU CLOUMUA

[IpeBeHLMA HA 3HAYHMH CHEPACYHO-CHAOBH CHOUTHS MPU MALIMEHTH, NPH KOMTO C€ 04aKBa BUCOK PUCK
MpH MbPBO CHPACHHO-CHAOBO ChOUTHE (BXK. TOUKA 5.1), KATO AONMBITHEHHE KbM KOPEKLUS Ha JPYTH
PUCKOBH (paKkTOpH.

4.2 [o3upoBKA H HAYHH HA NPAIOKEHRE

[Ipenu 3anoysaHe Ha TepanKaTa NaLMEHTHLT TPAOBa fa Ob/e NMOCTABEH HA CTAHAAPTHA QHETA 3a
NOHIKABAHE HHBOTO HA XONECTEPONa, KOATO Aa NPOXL/DKH H IO BPEME HA JICUCHHETO.

03 BKa

H300pbT Ha 103UPOBKA Ce ONpeAens OT HHAUBHAYANHHTE TEPaNeBTHUHH LIENTH H OTrOBOpa Ha
NaiHeHTa, KOMTO C€ OMpeNENnsT OT NPEMNOPLKUTE Ha CHBPEMEHHHUTE KOHCEHCYCHHU PBKOBOJICTBA 32
KOHTPOJI Ha XONEeCTEPONCMHUATA.

Jeuenue na xunepxonecmeponemun

[IpenopbuBanaTa HayaaHa no3a € S mg uaM 10 mg nepopaliHO BEAHEK AHEBHO, KAKTO MPH NMALMEHTH,
KOMTO He ca ITPHEMAIH CTATHHH, TaKa M MpH NpeMUHaBaHe oT Apyr HHxuouTop Ha HMG-CoA
peaykTaszata. A300pbT HA HAYaIHA /1034 3aBHCH OT HMBOTO HA CEPYMHHA XONEeCTEPO, ObaeitiHs
ChPASYHO-CHAOB PHCK H PHCKA OT NOABA HA HEXKEAHH JIEKAPCTREHH peakLrH (RK. no-goiy). Ilpu
HeOOXOAMMOCT J03aTa MOXKE J1a C€ KOPHIHPa KaTo Ce MPEMMHE HA CeABAIOTO A030BO HUBO el 4
ceaMHLIM (BXK. To4Ka 5.1).

IIpenBua noBMilieHaTa Y€CTOTA HA AOKIaJBaHe Ha HeXXEeJIaHW peakUH npy go3a or 40 mg B
CPABHEHHE C MO-HUCKHTE N03H (BX. TOUKa 4.8), MOCNEAHO TUTPHpPaHE 10 MAKCUMATHATA 11034 OT
40 mg TpsbBa fa ce npeanpHeMa ¢caMoO NpH MauHECHTH ¢ TEXKa XUTIEPXOAeCTEPOIEMUA C BUCOK
ChPACHHOCBAOR PUCK (0C00eHO Te3H ¢ (paMIIHA XHIIEPXOJIECTEPOJIEMHS ), KOWTO HE JOCTHIaT
XKEJNAHOTO HHBO HA XOJNIECTEPON NPH JieueHHe ¢ 20 mg H NNPU KOHTO WIE CE NPaBH PYTHHHO
MPOCIEAABaHe B X0/1a Ha NeYEHUETO (BXK. To4Ka 4.4).

[Tpy 3anouBaHe Ha nedenue ¢ 40 mg ce MpenopsyBa MOCTOSHHO HAbMIOeHHe Ha NAI[UEHTA OT
CIICIHATHUCT.

IIpesenyus na copoeuno-cv0o06uU cCvbumun

B nmpoyuBaHe 3a HaMaJigBaHe Ha PUCKA OT ChPACYHO-CBHAOBU CHOMTHS M3noa3BaHaTa no3a ¢ 20 mg
JAHEBHO (BX. TOuKa 5.1).

Ileduampuvna nonynayun
Ynorpebara ot neua TpaOBa Aa ce H3BBPHIBA CaMO MO HAOMIONEHUETO HA CITe

Jeua ¥ joHowM Ha Be3pacT o1 6 10 17 roawnu (cragui <I1-V no Tauep)




X MroTHa GaMUIHA XHUNEpXoJecTeposieMus

[Tpu netia v 1OHOLIH ¢ PaMIWIHA XHNIEPXONECTEPOJCMHS NPENOPbYNUTEIHATA HaAvaNHA 03a € S mg

IHEBHO.

* [Ipu nena Ha BB3pacT 6 A0 9 roAUHH ¢ paMHUIHA XUNIEPXONECTEPOAEMHSA NPETIOPLUHTETHUAT
J4030B auana3oH ¢ 5-10 mg nepopanHo BeAHbK JHEBHO. be30nMacHOCTTa H €(PHKACHOCTTA Ha
7034 no-BHCOKH OT 10 mg He ca NpoOy4YBAHH IPH Ta3H NOMNyNALMA.

. [Tpu neua u wHOMWH Ha Bb3pacT 10 1o 17 roauuu ¢ paMuiIHA XUNEPXONECTEPOTIEMHU
NPeNnOPRYMTEIHHAT JO30B AUaNa3cH € 5-20 mg nepopanHo BeAHbXK AHEBHO. bezonacHocTTa U
e(pHKACHOCTTa Ha JO3H M0-BHCOKH OT 20 mg He ca npoy4BaHH NpH Ta3H NMOMyTalus.

Twrpupanero TpadBa fa ce NPOBEXKAA CHIVIACHO UHAMBHAYAIIHHSA OTIOBOP U MOHOCHMOCT Ha
eIUATPUYHHTE NMALMEHTH, KAKTO C€ MPENOpbYBa B NPENOPBLKUTE 33 IeYEHHE Ha Jetia (BXK. Touka 4.4).
Jleuara u roHoLIMTE TPAOBa Aa Ce MOMAIOKAT HA CTAHAAPTHA XONECTEPONO-MOHIDKABALA AMETA NPEU
ha ce 3aNovHe JICYCHHE ¢ PO3YBACTaTHH; AMETaTa TPAOBA /1a ce NMPOABL/DKM MO BPEME HA JIEHEHHETO C
PO3YBACTATHH.

XOMO3HIroTHa PaMHITHA XHIIEPXONIECTEPOIEMHA

IIpH aena | 0HOIIHE HA BL3PACT OT 6 10 17 roARHN ¢ XOMO3HroTHA PaMBITHA
XHIOEPXOoJIecTepoIeMHs NPENOPhUAHATENHATA J034 € 20 mg BeARbK JHEBHO.

[Tpenoprwusa ce HavanHa A03a OT 5 40 10 mg BeQHBXK AHEBHO B 3aBUCHMOCT OT BBb3PacTTa, TEJIECHOTO
TErJIO U MpeaMiHa ynorpeda Ha CTATHHH.

TwurpupaHeTo A0 MakcHManHa A03a OT 20 mg BeqHBXK AHEBHO NpH NEeJUATPUYMHH MalHeHTH TpAOBa aa
ceé NMPOBEXKIA CHITIACHO HHAHMBHAYANHHUA OTTOBOP H NMOHOCHMOCT, KAKTO € CMNOpeN MPENOPHKUTE 3a
JieYeHHe IMpH NeAHaTPH4YHH NaurueHTH (BX. TouKa 4.4). Jleuata u Bb3pacTHUTE TpadBa na Obaar Ha
CTAHAAPTHA JAHETA 34 NIOHKABAHE HA XOJIECTEpOIIa NPEAM 3alI04YBAHE HA JICYSHHUETO C PO3YBACTATHH,
KaTo Ta3Mu ameTa TpAOBa Aa e NPOABLIDKH MO BPEME Ha JICHCHUETO,

HMa orpanHueH onuT ¢ A03H, paznivyHu ot 20 mg, IpH Ta3H NOMyatius.

Heua no-Manky ot 6 roAMHH
be3onacHOCTTa H e(PMKACHOCTTA Ha YnoTpe0ara npy ciia o-MAJIKHK OT 6 FTOAHHH He Ca ITPOYUBAHH.
CnenoBarenHo 3apaHTa He c€ NnpenopuyBa 3a ynorpeda npu Acua no-MaakH or 6 FOAUHH.

Cmapuecka 6v3pacm
IIpenopbyBaHaTa HauaJlHa 4034 MPH NalMeHTH >70 roguuHa Bp3pacTt € 5 mg (BxX. Touka 4.4).

Hpyro xopurvpaHe Ha JO3HPOBKATA B 3aBUCHMOCT OT Bb3pacTTa He € HeoDX0oaHuMO.

bvbpeuno yspeoxcoane

He e HeobxoauMO KOpHrHpaHe Ha A03ATa NPH MalHEHTH C JIEKO J0 YMEPEHO YBPEXKAAHE HA
O0pOpeunara pyHkuma. [Ipu nayueHTH ¢ yMEpeHO yBpexaaHe Ha OnOpevnara GyHKLHA
MpenopbYBaHATA HauadHa 1033 € 5 mg (kpearMHHHOB KIHpbHC <60 mL/min). Josuposkara ot 40 mg
€ NMPOTHBOMNOKA3aHAa MPH NMALHEHTH ¢ YMEPEHO YBpexaaHe Ha 0x0peuHaTa ¢pyHkuma. [Tpu naumeHTH ¢
TEXKKO yBpexkaaHe Ha ObOpeyHara pyHKLUHA ynorpebara Ha 3apaHTa € [TPOTHBONOKA3aHa 332 BCHYKHU
JO3UPOBKH (BXK. TOUKH 4.3 K 5.2).

Yeprnoopobro yspescoane
He ¢ Habmonarana nOBHIIEHA CUCTEMHA €KCMO3MLHA HA pO3YBACTATHH NMPH NALMEHTH ¢ OLEHKA 110
ckanara Ha Child-Pugh paBHa Ha 7 uau no-Hucka. Beiipeky TOBa NOBUIEHA CUCTEMHA €KCIIO3HIIMA €
HabmoAaBaHa NPy NaUMEHTH ¢ oLeHKa o ckanara Ha Child-Pugh 8 n 9 (Bx. Touka 5.2). Ilpu Te3n
natveHTH TpAbBa aa ce npeanprueMe KB OLEHKA Ha yepHoApoOHaTa PyHkums (BX. Touka 4.4). Hama
JAaHHH 3a NalHeHTH ¢ oueHKa no ckanara Ha Child-Pugh wan 9. 3apanTa € nporuBonokasan
NALHEeHTH C aKTUBHO uepHoapobHOo 3abongasane (BXK. Touka 4.3).

Paca




I'enemuuen noaumMopduzem

[Tokasauo e, ye redoTHnoBeTe SLCO1B1 (OATPIB1) ¢.521CC u ABCG2 (BCRP) c.421AA ca
CBBbP3aHH ¢ MOBHIIABAHE Ha CKCMO3ULIMATA HA pO3yBacCTATHH. 34 NAUHEHTHTE, 338 KOUTO € H3BECTHO,
ye umat redoTunoBere ¢.521CC unu ¢.421 AA, ce npenopbuBa NONOBHHATA OT OOMYaiHaTA
MpenophbYHTENHA 03a M MAKCHMAJTHA €IHOKpaTHA AHEBHA 1032 OT 20 mg po3yBacTATHH (BXK. TOUKH

4.4,4.5u5.2).

Ilpedpasnonazauyu haxmopu xom Muonamus

[1pu naumeHTH ¢ npeapasnonaraiily GaKTopH 3a pa3BHTHE HA MHOMATHA (PernopbYBAHATA HAYaNHA
no3a e S mg (Bx. Touka 4.4).

[Tpu HAKOH OT TE3W MALMEHTH € MPOTHRONOKA3aHO MPWIOKEHHETO Ha A03a oT 40 mg (Bx. Touka 4.3).

Cenvmemeatya mepanus

PosyBactaruH e cyOcTpar Ha pa3niu4HH TpaHcnopreprd nporerHH (Hanp. OATP1B1 uw BCRP).
PuckpT OT MHONATHA (BKTIOYUTENHO padAOMHONW3A) CE [TOBHILIABA, KOMATO PO3YBACTATHH CE NpWara
eHOBPEMEHHO ¢ ONPEACICHH IeKapCTBeHH NPOLYKTH, KOUTO MOraT ja NMOBULUAT IUTa3MEHATA
KOHLIEHTpalHa Ha PO3YBACTATHH MOpPaaH B3aUMOJECHCTBHE C TE3H TPAHCIIOPTEPHH IPOTEHHH (HAIp.
LMKJIOCNIOPUH H HIKOU NpOTEa3HU HHXNOUTOPHU, BKTIOMUTENTHO KOMOHHALIMY HA PHTOHABUP C
aTazaHaBHP, JOMMHABHP W/HIIH THIIPAHABHD; BX. ToukH 4.4 u 4.5). Ha npeanucealiyTe nexkap ce
NperoprYBa a B3eMaT NPEABHA CHOTBETHATA JIEKAPCTBEHA HHGOpMALHA, KOraTo OOMMCIIAT
NpuUJiaraHe Ha TaKMBa MPOAYKTH €JHOBPEMEHHO cbe 3apaHTa. Koraro ¢ Br3MOXHO, TpA0OBa a ce UMaT
NPEABHI ANTEPHATHBHH JICKAPCTBA H, aKO € HE0OXO0AMMO, 14 CE HMa NIPEIRHI BPEMEHHO NPEKLCBAHE
Ha TepanmMaATa ¢ pO3yBacTaTUH. B cuTyallMu, KOraTo eAHOBPEMEHHOTO NPHIOKEHHUE HA TE3H
JICKAPCTBEHH MPOAYKTH C PO3YBACTATHH € HEH30EKHO, M0JI3aTa ¥ PUCKA OT CHITHTCTBALIATA TEPANTHUA H
KOPEKLHH Ha A03aTa Ha pOo3yBacTaTHH TPAOBA BHHMATEIHO Ja c€ OOMUCIAT (BX. TOuKa 4.5).

HauyuH Ha rIpuioxeHue

3apanTa MOXe Ja ce IpHeMa O BCAKO BpeMe Ha JICH ChC MIIH 6e3 xpaHa.

4.3 IIporHBonoOKa3aAHHS

- NPH NALMEHTH CBC CBPbXYYBCTBHTENHOCT KbM aKTHBHOTO BEILIECTBO WIH HAKOE OT MOMOLIHHTE
BEIECTBA, U30OpoeHH B TouKa 6.1,

- NPH NALMEHTH ¢ aKTHBHO Y€PHOAPOOHO 3a60Nn9BaHe, BKKOYHTEIHO HCYTOYHEHO,
NMPOOBL/DKHTENIHO NOKAYBAHE HA CEPYMHHTE TPAHCAMUHA3M U BCAKO MOKAYBAHE HA CEPYMHHU
TPAHCAMHHA3H TPH ITbTH Haj rOpHaTa pepepeHTHa rpaHHLia.

- NPpH NMALMEHTH C TEXKKO YBpexkaaHe Ha OpOpeunHaTa QyHKUMA (KPEATHHHHOB KIUPBHC
<30 mL/min).

- NPH NMAalMeHTH ¢ MHOTIATHA.

- MpH NaLMEHTH, MPHEMAIIIH €AHOBpeMEHHO codocOyBHp/BennaracBup/BOKCIAnpeBHp (B, TOUKA
4.5)

- NpH NalMeHTH, NpHeMally €HOBPEMEHHO LIMKIIOCIOPHH.

- no BpeMe Ha OpEMEHHOCT, KbpPMEHE H NPH KEHH B AETEPOAHA Bb3PacT, KOHTO HE W3IOJ3BaT
NOAXOAAINY KOHTPALIEIITUBHH MEPKH.

Io3uTa ot 40 mg e NpoTUBONOKAa3aHa NMPU MAlMEHTH ¢ Npeapa3nosaraly $akTopu 3a pa3BUTHE Ha

mMuonarua/pabaomuonusa. Takusa gakTopu ca:

- YMEPEHO MO cTeneH ypexaane Ha 6s0peunara QyHkius (KPeaTHHUHOB KIMPBHC MOA
60 mL/min)

- XHIIOTHPEOHIUIEM

- JTH4HA WNW GaMUIHA aHAMHE3a 38 HacNeACTBeHU MYCKYJ/IHHU 3ab0onsiBaHus

- aHaMHE3a 34 NOABa Ha MYCKYJIHO YBpeXXaHe 110 BPEME Ha JIEYeHHE C APYT M
rpyrnara Ha MHXHOMTOPHTE Ha XMAPOKCH-METHI-TJIYTAPIWI-KOCH3HM A pe
¢ubpar

— 3510ynoTpeda ¢ ankoxon

- CBCTOSIHHA, MTPH KOMTO MOXKE a C€ MOBHIIH IU1a3MEHOTO HHBO Ha JIEKAPCTB




- M1l OT a3MATCKATA paca

— CBITBTCTRALIC Je4eHue ¢ Gpudpar.
(Bx. TOuKH 4.4, 4.5 1 5.2)

44 CuoenpajnH npenynpekicHHS H CICNHAJIHA NPeANA3HHE MEPKH NpH ynoTpeba

TeoicKu KONCHU HENCERANY PeaKyuy

[IpH eyeHHE ¢ po3YBACTaTHH ce ChOOIIABA 38 TEXKKH KOXKHH HEXENaHH PEAKLUHWH, BKIIOYBALIH
cuHapom Ha Stevens Johnson (SJS) u nexkapcTeeHa peakums ¢ €O3MHOPHINA H CHCTEMHH CHMITTOMH
(DRESS), kOHTO MO3KE Zia Ca )XHBOTO3acTpalllapalliv WU C NeTaleH W3xol. ITIpu npeanuceaHeTo Ha
JIEKAPCTBEHHA NPOAYKT naLpeHTHTe TpA0Ba Ja 0bAaT HHPOPMHPEHH 38 NPH3HALIMTE H CHMIITTOMHTE
HA TEXKKH KOXKHH PEaKLUWH H Aa ObaaT HabmoJaBaHH C NOBHLICHO BHUMAHHKE. AKO C€ MOSABAT
NPU3HALIM H CHMITTOMH, TIOKA3aTe/THH 33 Ta3K PeaKl{|s, MPWIOKEHHETO Ha 3apaHTa TpAOBa He3abaBHO
4 ce NMpEYCTAHOBH M J1a c€ OOMMCIIH AITEPHATHRHO IEYCHHE.

AKO MaliMeHTHT € pa3sBU] cepuo3Ha peakiyi, kato HampuMep SJS uau DRESS npu ynorpebara Ha
3apaKTa, Jile4eHHeTo ¢ 3apaHTa He TpAOBa HHKOra Ja ce MOAHOBABA NPH TO3H MAalHEHT.

bvbpeyu
[Ipu nalLmMeHTH, NEKYBaHH C I0-BHCOKH A03H 3apaHTa, no-KOoHKpeTHO 400 mg, e Habmogasaxa

NPOTEHHYPHS, KOSTO € YCTAHOBEHA NPH H3CJICABAHE C TECT-JIEHTH, C NPCAKMHO TYOYJICH ITPOU3XO0J U B
NOBEYETO CITydaH ¢ NMPEXOACH WM HHTEPMHTEHTEH Xapakrep. HaMa JaHHu JanH NpOTEeHHYpHATA
NpeAecTBa OCTPO WM MpOorpecHBHO 0L0peuHo 3aborsaBane (Bx. Touka 4.8). YectoraTa Ha
HOKNaIBaHE Ha OLIEHEHUTE KaTO CepHO3HH O1LOpeuHU Hexxenanu chOMTHA 1o BpeMe Ha
NOCTMAPKETHHIOBA YIioTpeda e no-BHCoKa NpH Ao3dpoBKa oT 40 mg. [1o speMe Ha pyTHHHOTO
mpocheAABaHe Ha nauHeHTH, oduyalino Tperupanu ¢ 40 mg, TpadBa aa ce npaBy M OLICHKA HA

6n0peuHara pyHkLMA.

Cxenemna Mycxyramypa
EdexTH BBpXY CKENIETHATA MYCKYJIaTypa (MHAIrua, MHOTIATHA U, NMO-pAAKO padaoMHoONK3a) ca

ChOOLIABAaHK NMPH NPWIOKEHHE HA BCHYKH A030BH PEKMMH CbC 3apaHTa, 0COOCHO INpH 03M HAl

20 mg. MHoro paako ciyyad Ha paGaomMmonusa ca choOuiaBaHy npu ynotpeda Ha ezetimibe B
xkoMbuHanua ¢ nuxubuTop Ha HMG-CoA pexyxrazara. He moxe na Ob1e M3KIIO4EHO
dapMakoAHHAMHMYHO B3auMoaeicTBHe (BXK. TOUKa 4.5.) U € HeoOX0AUMO BHUMaHHE NMPH
KOMOKBHHMPAHOTO UM NpsiaraHe.

Kakto npu apyrure uaxuburopn Ha HMG-CoA pexykraszara, AOK/IaJBaHaTa YECTOTA HA
pabaoMHONN3a, CBBP3aHa ChC 3apaHTa Mo BpeMe Ha NMOCTMAPKETHHIoBaTa ynotpeda € no-BHcoKa nmpH
ao3uposka ot 40 mg.

Hespomycxynnu egpexmu
B HAKONKO ¢iTydad ce cpodinaea, ue CTaTHHUTE HHIYUMPAT de novo WK BAOLIaBaT Beue

ChINIECTBYBAllA MHACTEHHS IPABUC WJIH O4YHA MHACTeHHH (BXK. TOYKa 4.8). IIpunoxkeHneTo Ha 3apaHTa
TpAOBA 11a Ce cnpe B CIIy4aif Ha BIOLIaBaHe HA cHMITTOMHUTe. Ma cho0meHHs 3a peLMauB npu
(MTOBTOPHO) TNIpHJIATaHE Ha CHLIMA HIIH Pa3IMYCH CTATHH.

H3cneosane na xpeamunxkunazama
KpeaTrunkunazara (CK) He TpabBa na ce onpeaenst ciea gU3UUeCcKo HATOBapBaHe WIH MPU HATHYHETO
Ha Apyra npasaonono6Ha npu4auHa 3a ysenudeHue Ha CK, koero MoXe Z1a 3aTpyaHH
HHTEepNpeTanHaTa Ha pe3yntara. Ako H¥BoTo Ha CK € 3HaUHUTENHO MOBUILIEHO HA H3XOHO HUBO (> 3
ITbTH HaJ ropHara peepeHTHa rpaHHLa), MOBTOPHO ornpeaensHe TpaOBa 1a Ob1¢e HaNpaBeHO B
pPaMKHTe Ha 5-7 nqHH. AKO ce NoTBBpAH H3XxoaHo HUBO Ha CK >5 vt Hax ropHaTa pedepeHTHa
rpaHyLa, ICUSHHETO He TpaAbBa aa 3anoyea.

Ilpedu neuenuemo
Kakro u apyru unxuburopu sa HMG-CoA peayxrasara, 3apanTa Tpabsa aa 6nae
oco0eHO BHUMAaHHE MPH MALHEeHTH, 3a KOKTO ¢a HaJlnue GaxkTopH, Npeapasno
MHONaTUA/pabaoMuonm3a. Takusa GakTopH ca:

— yBpexaaHe Ha OnOpeyHara QyHKuus




- XHNIOTHPEOUAUI DM
~ n4Ha WK PpaMWiHa aHAMHe3a 3a HacleCTBEHO MYCKYJIHO 3abonsBaHe
- aHaMHe3a 3a MPOABH Ha MYCKYJIHA TOKCHYHOCT KbM ApYrH HHXHOuTOpH Ha HMG-CoA

pexykrasata unu ¢pubpartn

- 3710ynoTpeda ¢ ankoxon
- NAaLMEHTH Ha BB3pacT Haj 70 roguHu

- CBCTOAHHA, IIPH KOHTO MOXE Jia CC Hﬂﬁﬂlﬂﬂm NOBHILABAHC Ha ITNa3MCHHTC HUBa (BH{. TOYKH
42,45u52)

- CBHITHTCTBALIO NpUiIoxkeHue Ha pubpaTy.

ITpy Te34 naleHTH, PHCKLT OT JICUEHUETO TPAOBa Ja ce ChoOpasH ¢ Bb3MOXKHATA NOJ34, KATO Ce
npenopryBa KIMHHUYHO Habmoaenue. Ako n3xoaHoTo HUBO Ha CK e 3HauuTenHo noBrueHo (35 meTH

HaJ ropHaTa pedepeHTHA rpaHHLIA) JICYCHUETO He TpAOBA J1a 3aMoYBa.

Ilo apeme na nevenuemo

TpsbBa na ce ucka ot manMeHTHTE He3abaBHO a CHOOILABAT 34 MOABATA HA HEOOSCHUMH MYCKY/ITHH
Oonku, ycemaue 3a cnaboct win KpamiH, ocof0eHO ako ca CBLP3aHH ¢ HEPA3INOA0KEHHE HIH
pebpunurer. [Ipu Te3n naumenTH TpadBa aa ce u3cnaeasa HUBOTO Ha CK. Tepanusra TpaOBa na ce
[peKpaTH, ako HUBoTO Ha CK € 3HauHTeNnHO noBHIIeHO (>5 MbTH HaA ropHATa pedepeHTHA rpaHHLIAa)
WIH MYCKYJIHHTE CUMITTOMM Ca TEXKKH W NPHYHHABAT AMCKOM(OPT N0 BpeMe Ha obuuaitHaTa
akTHBHOCT (nopH HHBOTO Ha CK aa e <5 meTH Hajl ropHara pedepeHTHA rpaHuLa). AKO CHMITTOMMTE
u3ue3HaT H HUBOTO Ha CK ce HopManu3Hpa, MoXe aa ¢€ MOMHCIH 33 Bb30OHOBABAHE HA JICUYEHHETO
ChbC 3apaHTa WK ¢ anrepHarnBeH HHXHOHTOp Ha HMG-CoA peaykrasara, npunaran B Hal-HHCKA
no3a, nog rabmozaenne. PyruHnoTo MoHMTOpHpaHe Ha HHBOTO Ha CK npu nanperTH 6€3 CHMIITOMH
HE € OCHOBATEHO.

FiMa MHOrO peakn cbo0LieHHs 32 UMYHOMEAUHpaHa HekpoTruaupawa myuonatis (HMHM) no Bpeme
WIH Clief JieUeHHe ChC CTATHHH, BIUTIOUMTENHO po3yBacTaTHH. HMHM, xnuHuuHO ce Xxapakrepusupa
C MPOKCHMAJTHE MYCKYJTHA c1abocT ¥ NOBRINEHA KPEATUHKHHA3A, KOHTO NMEPCHCTHPAT BHIIPEKH
CIIMPaHE Ha JICYEHUETO CBC CTATHHH.

[To BpeMe Ha KIMHHYHHTE H3MUTBAHUA HE ¢4 MOTYYSHH JaHHY 38 YBE/IUYABAHE Ha €(EKTHTE BHPXY
CKEJICTHATA MYCKY/IaTypa B MAJIKaTa rpyfa NauMeHTH, MPH KOUTO PO3YBACTATHH € NPHJIaraH cbe
CBITBTCTBALLO JIEYEHHE. Y BEJIUUCHHUE HA YECTOTATA HA MUO3HT H MHOMATHA € HabmoaaBaHo obaue NnpH
[aueHTH, mpyueMalny aApyrd uuxuduropu Ha HMG-CoA peayxra3zara 3aeqHO ¢ MPOU3BOAHM Ha
¢ubpuHOBaTa KHCE/IHHA, BKIIOUBAIIH reMpuOpo3ii, UHKIOCHOPHH, HUKOTHHOBA KHCEIMHA, a30JI0BH
AHTUMHKOTHLH, NMPOTEa3HH HHXHOUTOPH H MaKpOJIMAHH AHTHOMOTHLIM,

[em¢pnOpo3Ui NOBHIIIABA PHCKA OT NMOABa HA MHOMATHA, aKO C€ NpUeMa eIHOBPEMEHHO ¢ HAKOH
nHxuburopn Ha HMG-CoA penykrasara. Hopaau Tosa koMOHHALIMATE MEXKTY PO3YBACTATHH H
rem¢$pubposn He € npenoppunTenHa. [lonzara oT AOITLIHKTENHO OHXKABAHE HA JIMMHAHUTE HHBA B
pe3ynaTar OT KOMOHHHPAHOTO NpHEMAaHE Ha po3yBAacTaTHH ¢ ¢ubpaTy unu HuarmH TpsOBa na 6nae
BHHMATEJ/THO MPELICHECHa CNPAMO MOTEHIMAIHHA pUCK 0T noAoOHH koMOKHauuu. [Ipu go3a or 40 mg,
CBITBTCTBALLOTO JIeMEHHE ¢ PHOpaTH € NPOTHROMOKA3aHO (BX. TO4YKH 4.5 H 4.8).

3apanTa He TpAOBa Ja ce Npwiara ¢AHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH 32 CHCTEMHO

[MPWIOKEHHE, CHABPXKALIH (QY3HAOBA KMCETMHA WIW B pAMKUTE Ha 7 JHH Clief CIHpaHe Ha JIeUeHHETO

¢ dy3unosa kucenuna. [lpu naupeHTHTE, 33 KOHTO € MPHETO, Y€ CHCTEMHHAT NpHEM Ha Qy3HAOBa
KHCEJIMHA € OT CBLIECTBEHO 3HAYCHHE, JICUCHHETO ChC CTATHHH TPAOBA Aa ce crpe 3a Lieus nepHos Ha
nedeHue ¢ ¢py3uaona kucenuHa. Mma crobimenus 3a pabaomuonusa (BkmountenHo ¢ darane xpaii)

[PH MALMEHTH, NpHeMallld Ta3H KoMOHHaumA (Bx. Touka 4.5). ITauuenrure Tpabea na 6BaaT

NOCHBETBAHH A4 MOTHEPCAT He3a0aBHO CHBET OT JIEKAP, 4KO MOJYUAT HAKAKBH CHMITTOMH HA MYCKYJIHA
cnabocT, 6onka wim 60NE3HEHOCT. P
JleueHHeTo CuC CTATHHH MOJXKE [1a 3aM04HE OTHOBO CEJIeM JHH Cliel MpHeMa Ha NOoCaeJHa X "
¢ysunoa kucenuna. [Ipu u3BLHpeHU 0OCTOATENCTBA, KOraTO € HEOOXOAHMO MPOA
CHUCTEMHO MpUiaraHe Ha Qy3uaoBa KHMCelIHHA, HanpHMep, NPH TeXKH HHGEeKLMH,
xOMOMHHMpaHO NpuiaraHe Ha 3apaHTa ¥ Qpy3uaoBa KACeHHA TpROBa na ce OOMMCIIH H
BCCKHM NMALMEHT U NOJ BHUMATETHO MEAHLIMHCKO HabmoaeHue.




3apanTa He TpaOBa na ce ynorpebsBa Npyu NALMEHTH C OCTPH, CEPHO3HH CHCTOAHHA, IOKA3ATENIHH 34
MHONATHA WM NpeApasnoaraiiy KbM pa3BUTHe Ha Ob0pevHa HefoCTaThYHOCT BC/AESACTBHE
pabaoMuonu3a (Harnp.cerncue, XHNoTeH3uA, rojiiMa ONnepaLus, TpaBMa, TEKKH MCTaOOIUTHH,
EHIOKPHHHU M €JIEKTPOJIUTHH HApPYLIEHHA HJIA HEKOHTPOJIMPAHH I'bpPUOBE).

Brusnue evpxy yepuus opob
Kakto npu apyru naxuburopu Ha HMG-CoA peaykrasara, 3apanTa Tpa6Ba BHHMATETHO Aa ce

MPHUIAra MpH MALKWEHTH, KOUTO NIPHEMAT I'OMIMO KOJIHYECTBO aNKOX0J WHITH ca UMaiH 3abonsaBane Ha
yepHUA apoD.

[TpenopbUHTENHO € Aa C& HAMPAaBAT H3C/leABaHHA 32 OLICHKA HA PyHKUMATA HA YEPHHUA Apob npeau v
3 Mecelia cieq 3an04BaHe HA leueHHeTo. 3apaHTa TpadBa na Obae npeycTaHOBEH WM Ao03aTa Tpadbea
na ObIe HaMaleHa, aKO HUBOTO Ha CepYMHHTE TpaHCaAMHHA3H HaJBULLIaBa TPU IMBTH rOpHaTa
pedepeHTHA rpaHuLa. ChobleHaTa YECTOTa HA CEPHO3HH HEXKENAHM PEaKLHH OT CTpaHa Ha YepHHA
Apob (CHCTOALIM C& OCHOBHO B YREJIMUCHH TPAHCAMHHA3H ), IO BpeMe Ha NOCTMAPKCTHHIOBATA
ynorpe0a, € no-BMcoKa rnpu ao3ara ot 40 mg.

[Ipu nauMeHTH ¢ BTOPHYHA XHIIEPXOJIECTEPONEMHS, IPHUHHEHA OT XHITOTHPSOHIH3IBM HIIH
HepOTHUEH CHHIPOM, OCHOBHOTO 3abosABaHe TpAOBa Aa ce JieKyBa Npey 3an0YBaHe Ha JICYEHUE ChC
3apaHTa.

Paca
DapMakOKUHETHYHHTE NPOYUBAHHA NMOKA3BAT, 4¢ NPH NAIIMEHTUTE OT a3HATCKATA paca € HAJTHLIC To-
BHCOKa €KCIMO3HiIHA B CPABHEHHE C TE3M OT KaBKaskara (6Anara) paca (Bxk. Touku 4.2, 4.3 u 5.2).

IIpomeaznu unxubumopu

[ToBMIIeHa CHCTEMHA €KCNO3HLMA HA pO3YBacTaTHH € HA0/NIOKaBaHA MPH NALMEHTH, [TPUEMALLH
PO3YBACTATHH EHOBPEMEHHO ¢ Pa3NIMYHH NPOTEa3HH HHXHOUTOpU B KOMOHHALIMSA C PUTOHABHP.
Tpatsa pa ce oOMuCAN, KAKTO NOJI3aTa OT JUMUAONIOHIKABAHE Upe3 ynoTpeda Ha pOo3yBacTaTHH NPH
naupeHTH ¢ HIV, xoHuTO npreMar nporeasHd HHXUOUTOPH, TaKa ¥ NOTEHLHANA 34 TOBHILCHA
KOHLIEHTPALIMA Ha PO3YBACTaTHH, KOIaTO C€ 3ar04yBsa TEparnuiTa 4 ce NOBYLIABA AO3AT4 HA
pO3yBACTATHH ITPH MNALMEHTH, JIEKYBaHH ¢ MMpoTeazHH HHXUOHTOPH. He ce nmpenopp4Ba ChMbTCTBAIIO
NMPUWIOXKEHHE Ha ONpeAe/IeHH NpoTeasHH HHXHOUTOPH, OCBEH ako 103aTa Ha PO3YBACTATHH HE CE
xopurupa (Bx. ToukH 4.2 u 4.5)

Humepcmuyuanna 6enrodpobua borecm
Crobienu ca H30IMpaHH CTyvyau Ha MHTepcTHUHANHA Oenoapobna Honect npu mpueM Ha HAKOU

CTaTHHH, OCOOCHO NPH NPOAB/DKUTENHO NedeHHe (BXK. Touka 4.8). [Ipu3naumre MoraT na BKMIOYBAT
JUCITHEA, HEMMPOAYKTHBHA KALIUTHIIA K BiowaBaHe Ha ob1oTo cheroaHue (yMopa, oTcnabpaHe Ha
Terno U gpeSpwmrer). [Ipu nogo3peHeHHKe, Ye NALMEHT € pa3BWiI HHTEpCTHIHATHA Oenoapodna
Oonecr, neyeHHeTo e cTaTHH TpAOBa Aa ObAe NpeycTaHOBEHO.

3axapen ouabem
Cnopen HAKOH JAaHHH MOXe Aa ce MpPeANnONOKY, Ue JEKAPCTBATA OT Kflaca HA CTATHHHTE [TOBHLIABAT
HHBOTO Ha KpBbBHA 3aXap, KaTO NPU HAKOH MallHEHTH, HATOXKEHHU Ha BUCOK PHCK OT pa3BHTHE HA
nuabeT, MoXe Aa NMpeANU3BHKAT HHBO HA XHUIIEPIIIHKEMHS, IIPH KOETO € HeOOXOAUMO KIMHHYHO
HPOTHBOANAOCTHO JIeUCHHE.

Bernpek# TOBa, PUCKET C€ MPEBB3X0XKIA OT MOHXKEHHETO HA CHIAOBHA PUCK TpH ynorpeda Ha CTATHHH
M IOPAJM TOBA He cleara Aa Onae npuvHHA 3a cnMpaHe Ha JlIe4eHHeTO CbC CTATHHH. I1pH nauueHTHTe,
M3N0XKEHH HA PHCK OT XHNEpriIHKkeMuUs (KpbBHA 3axap Ha ragHo 5,6 no 6,9 mmol/L, UTM >30 kg/m?,
NOBHIIEHH TPULIIMLIEPHAH, XHIICPTOHHA ), TPAOBA a C€ MPOCNEASBAT KNMHUYHUTE H 6uﬂxnunguu:1=e— -~
NOKA3aTeNH ChITIACHO MECTHHTE pa3nopeadu. J%J»*“*
B uznureanero JUPITER e cbobuieHa 061ma yecTora Ha 3axapeH auaber ot 2,8% npu n
PO3YBAacCTUTHH H 2,3% npx npHeM Ha ruiauebo, MpeAMMHO IIPH NALUMECHTH C HUBA HA K
rnagHo 5,6 no 6,9 mmol/L.

[lenuaTpyyHa NOMvI



OueHABaHETO Ha JIHHEHHOTO U3pacTBaHe (BHCOUHHA), Terno, MTM (MHaexc Ha TefecHa Maca) U
BTOPHYHUTE NMOJOBH Oene3u Ha NoNOBOTO Ch3pABaHE M0 CKaiaTa Ha Tanner npu negHaTpHYHK
MAMEHTH HA BB3pACT 6 10 17 roauHM npyueMallH po3yBacTaTHH € OrpaHHYEHO J0 ABYTOQHIICH
nepuoa. Ciea 2 roAMHH HAa TPETHPaHe MO BPEME Ha MPOYUYBAHETO, He ce 3abens13Ba HHKAKbB eieKT
BBPXY pacTexa, Terjioro, UTM win nonosoto ce3psasane (BX. Touka 5.1).

B xIMHHYHO NMpOY4BAHE HA JeLla H FOHOLIM NMpHeMalld po3yBacTaTHH 3a 52 ceIMULIH, TOBHIIABAHE HA
CK >10xULN u MycKyJIHWTE CHMIOITOMH CJIeJ YNpaKHEHHE WM NMOBHILIEHA (PH3HYECKA AKTHBHOCT ca
HabAIOAaBaHH NMO-4ECTO B CpaBHEHHE ¢ HAOMIOACHHA OT KIMHHYHHM NpPOy4YBaHHA IPH BB3PACTHH (BXK.
Touka 4.8).

Henonocumocm xwm aaxmosa

To3u nekapcTeeH MPOAYKT ChAbpXa JaKkro3a. [lauueHTH ¢ peAKK HACIEACTBEHH MpobiieMH
HEMOHOCHMOCT KbM TajlakTo34, IThJIEH JIaKTa3eH JeUUMT WK MIIOKO30-ranakro3Ha manabcopbiua He
TpabBa Aa npHeMaT TOBA JIEKAPCTRO.

4.5 BiammoaeHRcTBRE ¢ APYIR JIEKAPCTBA H APYrH pOpME HA B3ARMOAEHCTBHS

Edekr Ha eJHOBPEMEHHO MO CHH JIC CTBEHH I1 KTH BBEDX 3YBACTATHH

Huxubumopu na mpancnopmeprume npomeuny: PO3yBaCTaTHH € CyOCTpaT Ha ONpee/IeHH
TPAHCMIOPTEPHHU NPOTEHHH, BKIIOYUTENHO YepHOoApoOHus phrelik TpaHcnoprep OATP1B1 u edayke
TpaHcnoprepa BCRP. EAHOBpEMEHHOTO NMPUWIOKEHHUE HA PO3YBACTATHH C JIEKAPCTBEHH NPOAYKTH,
KOHTO €& HHXHOMTOPH Ha Te3M TPaHCIIOPTEPHH ITPOTEHHM, MOXKE Ja AOBEAE 0 NIOBHIIABAHE HA
IJ1Ia3MEeHATa KOHLEHTPALHA Ha PO3YBAaCTATHH K MOBHILICH PHCK OT MHONATHA (BXK. TOUKH 4.2, 4.4, u 4.5
Ta6nuua 1).

Lluxnocnopun: Tlpy CHITBTCTBALLO NPHUIOKEHHE HA PO3YBACTATHH H LIMKJIOCIIOPHH, CpeAHHTE
croiinocTd HAa AUC Ha po3yBacTaTHH ca OHIIM cpeiHO 7 ITbTHU NO-BHCOKH OT Te3H, HaGMI0NaBAHN TIPH
3gpaBu nodpoBonii (Bx. Tabauua 1). PozyeacTaTHH € npOTHBONOKA3aH NPU NMALIMEHTH, KOUTO
€IHOBPEMEHHO MOMYyYaBaT HUKIOCIIOPHH (BK. TOUKa 4.3.). CBITETCTBALIOTO MPUIOKEHHUE HE €
MOBAUAIIO IUTA3MEHHTE KOHLIEHTPAUMHY HA LIMKIOCMOPHH,

Ilpomeasnu unxubumopu: BoripekH e TOURHAT MEXAHH3bM Ha B3aHMOACHCTBHE HE € H3BECTEH,
eJHOBPEMEHHOTO NMPHIIOKCHHE € MMPOTEa3HH HHXHOHTOPH MOXKE PA3KO A4 MOBHULUIH €KCIIO3ULIUATA Ha
posyBacTaTHH (BK. Tabauua 1). Hanpumep, eqHoBpeMeHHOTO nipuioxerHue Ha 10 mg po3yBacTaTuH U
KOMOHHHpaH NMPOAYKT, CLCTOMALL Ce OT ABa nporeazHH HHXHOuTopa (300 mg arazanasup/100 mg
PHTOHABUP) 1O BpEME Ha €IHO (papMaKOKHHETUYHO NMpOYUBaHe MPH 3ApaBH JOOPOBOJILH, C€ aCOLIMHpPA
¢ MpUONU3MTENHO TPHKPATHO U CEAEMKPATHO HapacTBaHe, CbOTBETHO HA AUC H Crax.
ExHOBpEMEHHOTO MPUIOKECHHE Ha pO3yBacTaTHH K HAKOH KOMOMHALIMK OT NPOTEa3HU HHXHOHTOPH
MOXKe [a ¢€ MMa NpEeaBH] CNei BHUMATEIHO NPELICHABAHE HA KOPEKIUMTE Ha 103aT4 Ha pO3YBACTATHH
Ha 6a3a OMaKBaHOTO MOBHILICHHE HA €KCIO3HIIMATA HA PO3YyBacTaTHH (BXK. ToukH 4.2,4.4, u 4.5
Tabnuua 1).

Tuxazpenop: Tuxkarpenop nuxubupa tpancnoprepa BCRP, xoeTo Boan no 2,6-xpaTHo yBeJlIHYeHHE HA
AUC Ha po3yBacTaTHH, KOETO MOXE Aa AOBEJE A0 MOBHIICH PHCK OT MHonaTHa. Tpabea pa ce
NPELICHAT MIOJI3UTE OT NPEAOTBPATABAHETO HA rONIEMH HEXKENMaHH ChPACYHOCHAOBH CHOMTHA Ypes
ynorpebaTa Ha pOo3yBaCTaTHH M PHCKOBETE MNpPH MOBHUILEHH IUTA3MEHH KOHLIEHTpaLUHH Ha

pPO3YBacCTaTHH.

I'empubpozun u opyau aunudononusicasaiju cpeocmea. ChITETCTRAWOTO IIPUIIONKEHHE HA
PO3YBACTATHH H reM¢puOpo3ui e ZAoBeo Aa ABYKPATHO NoBULUCHHE HA C max H AUC Ha posy
(BK. TOYKA 4.4).

B®3 ocHOBa Ha JaHHH OT (PAPMAKOKHHETHYHHMTE NPOYYBaHUA 32 CICHM(HUYHH EKapCTB
B3aHUMOJEHCTBHA, HE C& OuakBa B3auMoaeicTeHe ¢ dpeHodubpaT, HO € Bb3MOXKHA MOAB




METHI-IIYTAPWI-KOCH3HM A peAyKTa3aTa, BepOATHO fiopany ¢gakra, ue NocneaHUTE MOraT Aa
MPEeAM3BHKAT NTOABATA HA TOBA YCIOXKHEHHE Y NPH MoHoTepanus. Jfosata ot 40 mg e
[MPOTHBOIOKA3aHa ITPH CBLITBTBALLO JieueHHe ¢ pubparH (Bxk. Touku 4.3 U 4.4). IIpH Te3n nauueHTH
NnedeHUeTo TpAOBa Aa 3anmo4dne ¢ 5 mg.

Ezemumub.; CriprerBainaTa ynorpeda Ha 10 mg posyBacraru u 10 mg esetumub Boau ao
nosHinense ot 1,2 meTi B AUC Ha po3yBacTaTHH NpH NaLUEHTH ¢ Xxunepxonecrepoaemus (Tabnuua
1). Boripexku TORa, HE MOXE Aa C€ U3KTIOYH (apMaKOIHHAMKHYHO B3aUMOAEHCTBHE MEXOY TAX, KOETO
Ia MMa KaTo pe3yaTaT HexenaHd epeKkTH (BK. Touka 4.4)

Anmuayuou: EXTHOBPEMEHHHAT NPHEM Ha PO3yBACcTaTHH H HAa AHTHALIMAHA CYCINICH3H, ChAbpPKALIA
ATYMHHHEB H MarHe3ueB XHAPOKCHA, € JOBE 10 HaMAICHHE Ha IUIa3MeHAaTa KOHLIEHTpaUMs Ha
po3yBacTaTHH ¢ 0kon0 50%. To3u edexr ¢ 6Un orcabed, KOraTo aHTHALMAMTE Ca AaBAHH 2 vaca ciiel
NnpyueMa Ha po3yBacTaTHH. KIMHUYHOTO 3HAYEHHE Ha TOBA B3AUMOACHCTBHE HE € M3CJIEABAHO.

Epumpomuyun: CrirereTBalnaTa yrnorpeta Ha po3yBacTaTHH H €PUTPOMHLIMH € JIOBEJT 10 HaMaJIeHHe ¢
20% Ha AUC (o 1 ¢ 30% Ha Crax Ha po3yBacTaTHH. B3auMoaeHCTBHETO MOXE 14 € NPEAU3BHKAHO OT

[MMOBUILLICHHUA YPCBCH MOTHWIHMTET BCIICACTBHE HAa NTPUEMAHCTO Ha EPHTPOMHLIHH.

Enzumu om cucmemama na yumoxpom P450: [JaHHUTe OT Un 6umpo U un 6u80 NIPOYyYBAHMA NOKA3BAT,
ye PO3YBACTATHH HE € HHUTO HHXHOMTOp, HMTO HHIOYKTOp Ha uuTOXpoM P450 usoenzumure. B
ACITbJIHEHHE, po3yBacTaTHH € cnab cybcrpar Ha Te3sd M3oeH3uMH. [lopagu TOBa, NEKapCTBEHH
B3aHMOJEWUCTBHSA BCICACTBHE Ha MeTaboiu3eM, MeauHupaH ot uaroxpoM P450 ne ce ouaksar. He ca

HabmonaBaHu KIHHHUYHO 3HAYMMH B3aHMOAEHCTBHUA MEXAY PO3YBACTaTHH H PMyKOHa30n (MHXHOUTOD
Ha CYP2C9 u CYP3A4) unu keroxorazon (uuxuburop Ha CYP2A6 u CYP3A4).

BianMoaeiicTBHSA, KOMTO H3IHCKBAT KOPEKIBA HA 03aTa Ha PO3YBACTATHH (BXK. CHINO
Tabanna 1): Koraro ¢ HeobxoaumMo aa ce npwiara po3yBacTaTHH €AHOBPEMEHHO C APYTH
JIEKAPCTBEHH MPOIYKTH, 38 KOUTO € H3BECTHO, 4e MOBULIABAT EKCNO3HLHUATA HA PO3YBACTATHH, JO3MTE
Ha po3yBacTaTHH TpabBa fia ce kopurupat. Ha npeanucsaiyre siekapu ce npenopbsyBa Aa B3EMAT
MpeABH/] ChOTBETHATA JICKAPCTBEHA MH(OPMALHA, KOraTo OOMHCIAT MPUIaraHe Ha TAKHBA MPOAYKTH
€AHOBPEMEHHO ChC 3apaHTa. 3arnousa ce ¢ 03a 0T 5 mg po3YBacTaTHH BEAHDBX JHEBHO, KO
O4aKBAHOTO MoBHLIeHUE Ha ekcno3uumaTa (AUC) e nprOIM3UTENHO ABYKPATHO WIH NO-TONAMO.
MakcHManHaTa JHEBHA 032 HA pO3yBacCTaTHH TpAOBa /18 C€ KOPUTrHpa Taka, Ye OYaKBaHATA
EKCIIO3HIAA HA PO3YBACTATHH HAMA BEPOATHOCT Aa HaABKLIH Ta3H Ha 40 mg AHeBHa n03a
pO3yBacTaTHH, ITpHeT 663 B3aHMOAESHCTRALIH TEKAPCTREHH NPOAYKTH, Harp. Ao3a ot 20 mg
po3yBacTaTtiHH ¢ reMpubposnn (1,9 nxTu norvineHune) M 1o3a ot 10 mg posyBacTaru ¢ KOMOMHALMS
atazaHaBMp/pUTOHABHP (3,] MBTH NOBUIIEHHE).

Ako ce Habmopasa, ye nexkapcteeH npoaykr nosyiunara AUC Ha po3yBacTaTHH NO-MANKO OT 2 ITbTH,
Ha4ajJHaTa 1032 He TpaOBa 1a ce HaManABa, HO TpAOBa Ja ce MOAXOKAa ¢ BHHMaHHE, aKo 103aTa Ha
3apaHsTa ce nosuiuH Hag 20 mg,

Tabanna 1. EdexT Ha efHOBPEMEHAO NPRJIATAR JCKAPCTBEH NPOAYKT BhpPXY eKCIO3HRHETA HA
posyBactaTtal (AUC; B HaH3X0a8I0 pea) oT NyOIHKYBaHH KIHHHYHA OPOYIBAHHS

Ilosamasane pa AUC Ha posyBacTaTui 2 WbTH HJIH NOBeYe 0T 2 NHLTH

J030B pexEM HA J1030B pexXHM HA IIpomana B AUC ma
B3ARMOACHCTBANIOTO JEKAPCTBO PO3YBACTATRH PO3YBACTATHH'
CodocOyBup/BennaracBHp/BOKCHIANPE 10 mg, ennHHuHa 1034

Bup (400 mg-100 mg-100 mg) +

Boxcunanpesup (100 mg) Beannx

JHEBHO 3a 15 nHH

[{uxnocnopux 75 mg BID no 200 mg 10 mg OD, 10 gun
BID, 6 Mecelia




Haponyramup 600 mg BID, 5 nuu

5 mg, eAUHWYHA 1038

5,2 mpTH )

Peropagenud 160 mg, OD, 5 mg, exMHUuHA 1034 3.8 mpH
14 nuun

ATaszanasup 300 mg/puTtonasup 100 mg 10 mg, exMHHYHA Ko3a 3.1 mera 7
OD, 8 aun

Pokcagycrat 200 mg npe3 neH 10 mg, enuHU4uHA 034 2,9 meTH 1
Bennaracsup 100 mg OD 10 mg, enMHUYHA 1038 2,7 mbth |
Momenotuaub 200 mg BeJHEK AHEBHO, 10 mg, eanHMyuHa no3a 2,7 mbTH 1
6 IuHu

Tukarpenop 90 mg nBa ITETH AHEBHO, 2 10 mg, equHU4YHA 0034 2,6 nvTH T
IHH

Om6uTacsup 25 mg/napuranperup 5 mg, eAMHHYHA 1034 2,6 rbTH T
150 mg/puronasup 100 mg OD/

nazabysup 400 mg BID, 14 auu

Tepudaynomma, JleduryHomun He ¢ HanuuHa 2,5 pTH 1
Bananycrar 600 mg BegHBX AHEBHO, 8 20 mg, enMHKWYHA 1034 2,5 MbTH 1
OHU

'pazonpeBup 200 mg/enbaceup 50 mg 10 mg, eannuyna go3a 2,3 eTH 1
OD, 11 nuw

I'nexamperup 400 mg/nubpenraceup 5 mg OD, 7 nuu 2,2 meTH 1
120 mg OD, 7 aHu

Jlomunaeup 400 mg/puronasup 100 mg 20 mg OD, 7 aum 2,1 meru T
BID, 17ouu

Kanmaruuu6 400 mg BID 10 mg, eauHU4HA a03a 2.1 moh 7
Knomuzorpen 300 mg HarosapBaima 20 mg, eAMHHYHA 1034 2 meri T
N03a, nocaeaBaHa oT 75 mg Ha 24 yaca

DocramaTHub 100 mg aBa reTH 20 mg, eqMHMYHA 1032 2t T
THEBHO

Tadamuguc 61 mg BID Ha | u 2, 10 mg, enuBuYKa 0034 2,0 metu T
rmocaeapaHo orOD HaaeH 3 U 9

Mosamasane 1a AUC na po3yBacTaTEH 00-MAJIKO OT 2 IHTH

H030B peXAM HA /1030B pexuM Ha Hpomana B AUC na
BIAHMOAEHCTBAMOTO JEKAPCTBO PO3YBACTATHH PO3YBACTATHH
Dedykcoctar 120 mg OD 10 mg, enHUYHA 7034 1,9 metu T
['emdpubdpozun 600 mg BID, 7 n1un 80 mg, eqMHHYHA 1034 1,9 mtu T

ExrrpomGonar 75 mg OD, 5§ auu

10 mg, enuHuYHA 1034

Hapyuasup 600 mg/puroHasup 100 mg
BID, 7 nun

10 mg OD, 7 nuu

Tunpanaesup S00 mg/puroHaBup
200 mg BID, 11 guu

10 mg, enuHUYHA 1033




Hpounenapon 400 mg BID He e HanHyna 1,4 merr T

Hrpaxonazon 200 mg OD, 5 ann 10 mg, eapnnuHa 1034 1.4 mom 1

Ezetumu6 10 mg OD, 14 nuu 10 mg, OD, 14 gun 1,2 nema T*°

Hoamxasane Ha AUC Ba posysacraTan

H030B pekEM HA 0308 pexEM HA IIpomsnaa B AUC na
B3AHMOZEHCTBAIIOTO JIEKAPCTBO PO3YBACTATHH PO3YBACTATHH
EpurpoMutinH 500 mg QID, 7 nHu 80 mg, enHHUYHA a03a 20% 4
Baukanus 50 mg TID, 14 auu 20 mg, eAMHUYHA 1033 47%

|

NMPUJIOXKEHUE H MPHJIOKECHHE Ha PO3YBAaCTATHH CAMOCTOATENHO. JJaHHUTE, MOCOUEHH KaTo %o
NpEACTABAT MPOLIEHTa PA3NIMKA OTHECEH HA CAaMOCTOATETHOTO MPHIOKEHHE HA PO3YBACTATHH.
TToBuwaBaneTo € npeAcTaBeHo karo “1”, moHwkeHHeTo KaTo “4”.
**Hsakonko npoy4YBaHHs 3a B3aMMOACHCTBHE ca IPOBEAEHHM C PANTHYHH JO3HPOBKH PO3YBACTATHH,
tabnuuara npeacraps Hal-3HAYHMOTO CHOTHOLLEHHE.
OD = seaunpx AHeBHO; BID = npa e aHeBHO; QOD = npes aen; TID = tpu nbrH aHesHO; QID =
YETHPH I'bTH JHEBHO
AUC = mow nox KpUBaTa

" JaHHMTE, TOCOYEHH KATO X-ITHTH MPOMAHA IIPEACTABAT MPOCTO CHOTHOLLICHHE MEXTY €AHOBPEMEHHO

Cneanure NekapcTBEHH NMPOAYKTH/ KOMOUHALMN HE OKA3BAT KNMHWYHO 3HAYHM edekT Brpxy AUC Ha
PO3YBACTATHH NMPH €AHOBPEMEHHO ITPHIOKEHHE:

Anernwraszap 0,3 mg mpwioxenue 3a 7 nun; GeHodudbpar 67 mg 7 OHH NPWIOKEHUE TPH IETH HA
neH; Onyxonazon 200 mg 11 anu npunoxkeHue BeAHbXK AHEeBHO; Do3amnpenasup 700 mg/pUToHaBHp
100 mg 8 nuu npunoxxeHne aAsa bTH Ha AeH, Kerokonazon 200 mg 7 AHM npUiIoXKeHHe ABa ITHTH Ha
aeH; Pudamnun 450 mg 7 aun npwioxeHne BeaHbxK AHeBHO; CunuMapud 140 mg 5 AHH NMpWIOKEHHE
TPH ITHTH HA ACH.

EdexT Ha po3YBACTATHH BHPXY €THOBPEMEHHO NPHEMAHH JIEKAPCTBEHH NPOAYKTH

Axmazonucmu na sumamunr K: ITogobHo Ha apyrn uHxubutopn Ha HMG-CoA penykrasara,
3aM0YBAHETO Ha JISYEHHE C PO3YBACTATHH WIH THTPHPAHETO Ha 103a4Ta MY MPH NALUEHTH, TIPHEMALIHY
AHTAroOHMCTH Ha BuTaMHH K (Hanp. BapdapuH wiH Apyr1 KyMapHHOBH AHTHKOAIyJIAHTH), MOXeE Ia
nosexne no noeumeHne Ha International Normalised Ratio (INR). [IpexbcBaHeTO Ha JIeYEHHETO WIH
HaMansaBaHe Ha J03aTa Ha pO3yBacTAaTHH MOXe fia foseae A0 HamaneHHe Ha INR. [lpu nonobuu
CHUTYAUHMH C€ Npenopbea MOHUTOpHpaHe Ha INR.

Iepopannu xonmpayenmusw/xopmono-3amecmsawya mepanus (X31): EAHOBPEMEHHHUST NPHEM Ha
pO3YBACTATHH H NEPOPAIHM KOHTPALIENTHRH € A0BeN A0 nopuiiasaHe Ha AUC Ha eTHHHIECTPaaHOI U
HoprecTpe, ChoTBETHO ¢ 26% u 34%. Te3n noBHINEHH NIa3MEHU KOHLGHTpaLuK Tpabsa 1a ce
B3€MAT IOA BHUMAHHE, KOTaTO C€ OTNpeacs A03UPOBKATa Ha NMEepopaHUTE KOHTpauenTHBH. Hama
¢apMaKOKMHETUYHH NaHHH 33 MAMCHTH, KOUTO NMPUEMAT eAHOBpeMEHHO po3yBacTaTHH H X3T. Eto
331110, B3aMMOACHCTBHETO ONKUCHAO No-rope He TpAbGBa aa 0bae M3KITIOYEHO KATO BEPOSTHOCT.
Bonpexu ToRa, Ta3n koMOHHALMA € OiIa IIHPOKO NMPWIaraHa ot )KEHH B KITHHUYHH U3MHTBAHHA U €
bwia Tonepupasa aobpe.

Lpyau nexapcmeenu npodyxmu _
Huzoxcun: B3 0CHOBA Ha JaHHHTE OT cneLMpUUHH MPOYUBAHHUA 34 H3CTIeABAHE Ha nexapc;mﬁ;t w
B3aUMONEeHCTBHA, HE CE OYAKBA KIMHUYHO 3HAYMMO B3aHMOIEHCTBHE ¢ JHIMOKCHH. ’
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MexaHu3MET Ha TOBa B3aUMOAeHcTBHE (He3aBHCHMO anH € OT (papMaKOAHHAMHYEH HIH
dapmMakoKKHETHYECH THIT WIH OT JIBaTA THINA) 3acera € HenspecTeH. MiMa cxobuienns 3a pabaomuonusa
(BKJIIOYMTETHO HAKOH cliyyau ¢ daTtaneH Kpaii) Npyd NaLKeHTH, FOJy4HaBany Ta3u KOMOMHaLus.

Axo e HeoOx0aUMO NeveHre ¢ Py3HZOBA KHCEIHHA, JICUEHHETO ¢ po3yBacTaTHH TpsadBa ja 6bae
CMPAHO 3a LieJIUA NEePHOJ HAa TepanuaTta ¢ ¢py3unoBa KincenvHa, Bikre chmo | Touka 4.4.

[lenquaTpyuHa nomynaums
[IpoyuBanus 3a B3aUMOACHCTBHA ca IMPOBEKIAHH CaMO MPH BLE3PACTHH. CTENEHTa Ha

B3aKMOeHCTBHUATA B neaaTrpy4yHarTa roIryjlania HE € U3BECCTHA.

4.6 DepraaHTET, OPpEMEHBOCT H KhpPpMEHe

Po3yBacTaTHH € MPOTHBONOKA3aH MO BpeMe Ha DPEMEHHOCT M KbPMEHE.
Xenu B 1erepoaHa Bbp3pacT TpaOBa aa Npuiarat MOAXOAALIH KOHTPALENITHBHH MEPKH.

bpemenHocT

XonecTeposTkT M APYTrH MPOAYKTH HA OMOCHHTE3aTa Ha XOJIECTEPO)1 Ca BAXKHH 33 PA3BUTHETO Ha
nnoaa. ETo 3aimo noreHUMaNHUAT puck oT uHxubupaHe Ha HMG-CoA penykrasara e no-rojisim B
CpaBHEeHHE ¢ MOJ3aTa OT NeYEHHETO MO BpeMe Ha HpeMenHoct. M3cneapanuaTa BbpXy XKHBOTHH
OCHI'YPABAT OIPAHHYEHM JaHHH 33 penpoAyKTHBHA TOKCHYHOCT (BkK. TOYKa 5.3). AKO NalLIHCHTKA
3abpeMeHee MO BPEME Ha JICUMEHHE C TOBA JIEKAPCTBO, MPHEMBT TpabBa na 6bae HeszabasHO
NpeyCTAHOBEH.

Kspmene

OrpanuieHd JaHHH OT MyONIHKYBaHH KOKJIaIM MOKA3BAT, Y€ pO3YBACTATHH NPHCBHCTRA B YOBELUKATA
KbpMa. Po3yBAacCTaTHH ce OTaeNA B MIAKOTO Ha rurbXoBe. [lopaau MexaHn3Ma Ha AEHCTBUE HA
3apaHTa, CHILECTBYBa NOTEHLHAIEH PHCK OT HEXEJIAHH peakU MK NP KbpMEHe. 3apaHTa €
NMPOTUBOIIOKA3AH IO BPEME HA KEPMCHE.

DepTHIHTET
HsMma n3BecTHH edekTu BbpXy deprrnurera cien ynorpedara Ha po3yBacTaTHH.

4.7 EdexT Bbpxy cnocofHOCTTA 38 MOPpHpane H paboTa ¢ MAIIAEH

He ca npoBexaaHKX Npoy4BaHUs 3a YCTAHOBABAHE HA BIMSHHETO HA PO3YBACTATHH BHPXY
cnocoOHoCTTA 3a odHpaHe U paboTta ¢ MalIMHKH. B3 0cHOBA Ha (hapMakOAHHAMHYHHTE CBOHCTRA, HE
ce OYaKBa pO3YBACTATHH A NOBIMAE HeONAronpuATHO Te3u criocoOHOCTH. [Ipean mogupane Win
paGota ¢ MatiHHY TpA0Ba Ja ce uMa NMPEABH, Y€ 110 BpeMe Ha JIeMeHHETO MOXKe Ja ce Habmopasa
CBETOBBPTEXK.

4.8 Hexenann JeKapCTBSHHE PEAKIIHA

HexenaHure nexapcTBEHH peakiiiH, HabmoaaBaHu MpH ynorpedara Ha pO3YBAaCTATHH Ca JIEKH H
npexoAHH. [Ipy KOHTPONUPAHHY KIMHUYHHU U3NKTBAHUA NTOA 4% OT NALUEHTUTE, JICKYBaHH C
pPO3YBACTATHH Ca MPEKBCHAM JIUSHHETO NOpaJH HEXEJTaHH PEaKLUH.

TabauueH CIHCHK HA HEXENAHUTE PEAKLINH
basupaHa Ha JAHHH OT KJIMHWYHH NPOYYBAHHA H 001IKPEH MOCTMAPKETHHIOB OITHT, CIICAHATA
Tabnuia npeacTaBa NPoWIBLT Ha PpO3YBACTATHH MO OTHOLICHHME HA HEXCIIAHH JICKAPCTBEHH PEaKIIUH.
Hexenauure peakuyu, H30poeHH no-goy ca KiacHpHUHPaHH NO YECTOTa U CHCTEMO-OpraHeH Kiac
(COK).

YecToTaTa Ha HEXEJIAaHHUTE peakliuM ce KnacupuLuupa CbriacHo clieaHata KOHBeHUu: He
1o <1/10); Heuectu (>1/1000 no <1/100), Peaxu (=1/10 000 no <1/1000); Muoro peaxu
C Hen3BecTHA YeCTOTA (OT HAIMYHUTE JaHHH He MOXe 1a Ob/ie HanpaBeHa OLIEHKA).



Tabanna 2. HexkeIaHH JeKAPCTBEHHA peaknHaH 6a3apaHH HA NaHHH OT KJIHHEYHH NPOYYBRHHA H
NOCTMAPKETHHIOB ONHT

Cucremo-opranes |Yectn Heuectn Penxn MHuoro C
KJac PeAKRH HeH3BeCcTHA
| | 9ecToTa
Hapyuwenua na TpomboumTo-
xpeema u neHus
aumgnama cucmema
Hapywenus na Peaxiuu Ha AHadunakTv
UMYHHAMA Clcmema CBPBXYYB- YHA peaKkuus
CTBHTEIHOCT
BKJIIOMHTENHO
AHTHOEJIEM
Hapywenun na JaxapeH
EHOOKpUNHamMa nuabet’
cucmema
Hewcuunu Jenpecus
HApYWweHuR
Hapywenus na I naBobGonue [Tonunespo- |I[lepudepna
HepsHama cucmema | 3amanpaHe naTUs HEBPONATHA
3aryba Ha Hapyuenns
naMmer HA CbHA
(BKIIOUMTEN
HO HHCOMHHA
H KOLLIMapH)
MuacTeHHs
rpaB1c
Hapywenun na Ouna
oyume MHACTEHHSA
Pecnupamopnu, Kamnuna
2PYOHU U HucrnHes
MEOUACMUKATHU
HAPYUCHUR . |
Cmomawno-upesnu | 3anex ITankpeatur Hunapus
HApYWierus I'aneHe
AGaoMuHxan-
| Ha 6oska
Xenamobunuapnu Ilopumenun | ACbnTeHHLA
HapYUWERUR yepHoapobHu | XenaTur
TpaHCaMHHa-
3H
Hapywenus ua [Ipypuryc CHHApPOM Ha
xodcama u OGpue Stevens-
HOOKONCHAMA MbKAH YpTHKapus Johnson
JlekapcTeeHa
peaKkLms C
€O3HHODHINS
H CHCTEMHH
CHMITTOMH
[(DRESSY -
Hapywenua na Muanrus Muonarus Aprpairus | Hag %Le Y
MYCKYAHO- (BKITFOUHTE- S8y
ckexremnama HO MHO3HT) (%0
cucmema u Pa6aomuonu- i)
CLeOURUMENHama 3a 375
MbKaH PaskncRaHe or, ~




Ha MYCKYJIHTe pasKbCBaHe
Jlynmyco- HmyHomeauu
nogobex paHa
CHHAPOM HEKPOTH3HpA-
| LIa MHOMATHSA

Hapywenua na XemaTtypus

b6vOpeyume u

RUKOYHUME Remuya )

Hapywienua na I 'HHexoMac-

penpooykmuenama THS

cucmema u 2vpoama

Obwu napyuienua u | ACreHus Enem

ehexmu na

MACMOmMO Ha

npwioXcexHue

! YecroTara mie 3aBHCH OT HAIMYHETO WIH OTCHCTBHETO Ha PHCKOBH (hakTopH (ITIOKO3a Ha rNalHo > 5,6
mmol/l, U”TM >30 kg/m?, nosHmeHH CTOMHOCTH Ha TPUITIHLIEPHANTE, aHAMHE3a 38 XHIICPTOHHS).

Kaxro npu apyru maxuburopn Ha HMG-CoA peayxrasara, 4eCcToTaTa Ha HEXKEIAHHTE JICKAPCTBEHH
pEeaKkLMH 3aBHCH OT JO34TA Ha JIEKapCTBOTO.

Edhexmu evpxy 6v6peyume: [Ipy nauveHTH, IEKYBaHH C PO3YBACTATHH € HAOIO1aBaAHA IIPOTEHHYPHA,
YCTAHOBEHA MPH H3CNEABAHE C TECT-IEHTHYKH H KOATO € C [MPSAWMHO TYOYAeH ImMpOH3XOoA.

B onpeneneHn MOMEHTH OT JiedeHHeTo pH <1% oT naumenTuTe, npuemaiy 10 u 20 mg 4 npu
npubnusurenHo 3% ot naumeHTHTE, NeKyBaHM ¢ 40 mg ca HaburoaaBaHK NPOMEHHU B KOJIHYECTBOTO
NPOTEHH B ypHHAaTAa (MOJYKOIHYSCTBEHO ONPEACNIAHE) OT OTPHIIATENEH PE3YNTaT WIH cliean 10 ++.
He3naunTeTHO OTKIOHSHHE B IMTOCOKA OT OTPHLIATENICH Pe3YNTAT WK CNEAH KBbM + e HaOmoaasaHo
nmpu Ao3a ot 20 mg. B nopeyeTo ciiyyan NpoTeMHYPHATa HAMANIBA WIH W34Ye3Ba CIIOHTAHHO B NpoLeca
Ha JieueHueTo. OT nperieaa Ha JaHHUTE NPH KIMHUYHUTE H3TTHTBAHUA U NMOCTMAPKETHHIOBHTE
[POYYBaHHUA A0 Cel'a He € HAeHTU(pHLMpaHa MPUYHHHO-CIECTBEHA BPb3Ka MEXAY MPOTCHHYPHATA H
OCTpO WiH nmporpecusHO ObpOpeuHo 3abonssane.

[Ipu naumeHTH, TeKyBaHU C PO3YBAaCTAaTHH € HaOMIOAABAHA XEMaTypHA, HO JAHHUTE OT KNHHUYHHKTE
M3NMHUTBAHHUA COMAT, YE YECTOTA U € HUCKA.

Egbexmu evpxy cxenemnama mycxyramypa: BuaneHcTBus BbpXY CKENIETHATA MYCKY1aTYpa, KaTo
MHAITHA, MHONATHA (BKJI.MHO3HT) H PAAKO, pabaomMuonuza ¢uc U 6e3 octpa 610peyHa
HEJOCTATEYHOCT, ca ChOOILIABAaHM NMPH NALIMEHTH, JIEKYBAHH ¢ PO3YBACTATHH, 3a BCHUKH A03U, H

ocobeHo ¢ go3u >20 mg.

Yeenuuenne Ha HnBoTo Ha CK BC/IeICTBUE Ha YBETHUCHHE HA 103aTa € HabmonasaHo NpH MamThbK
OpoH nauMeHTH, NpHeMallH pO3yBACTATHH; IOBEYETO OT CAYHAHTE Ca JIEKH, ACUMIITOMaTUYHHU U
npexonHu. Ako HHBOTO Ha CK ce noBum (>5 NbTH Haj ropHara pedepeHTHa rpaHHLIA), JICUEHHETO
TpsabBa BpemMeHHo aa 6bae npeycraHoBeHO (BXK. To4Ka 4.4)

Eghexmu evpxy uepnus Opob: Kakto npu npyru uHxuburopu Ha HMG-CoA peaykrasara, yBeJHYEHUE
Ha TPaHCAMMHA3HTE, CBBP3aHO ¢ NO3HPOBKATA, € HabmoaaBaHo NpH MabK Opoil NaLKEHTH,
npHeMalld pO3yBAaCTATHH; MOBEYETO OT CAYYAHTE Ca JIEKH, ACHMITTOMATHYHH H ITPEXOAHH.

CJ'[GI[HHTE HEXKCTIaHH PCAKIIMHA Ca JOKJAaJIBAHH IIPH HAKOH CTATHHHA.

- Cexcyanna quchyHKums
- Hzonupanu ciyuaM Ha WHTepcTHUManHa OenoapobHa Gonecr, ocobeno npu nponmmma

Tepanui (BX. Touka 4.4). --:’:-':/ v f?:)
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[ToBumaraHe Ha kpeaTHHKHHa3aTa> 1 0XULN # MyCKyJIHH CHMITTOMH Clefl YIIPAXKHEHHS WIH
$u3HyecKa aKTHBHOCT ¢a HabnoaAaBaHH NMO-4YeCTO B €AHO S2-CeAMHYHO KITMHWYHO NPOYyYBaHE Ha Jelia
H FOHOLLIH B CPABHEHHE C Bb3pacTHHTE (BXK. TouKa 4.4). B apyr acnekr, npoduwreT Ha 6€30NacHOCT HA
PO3YBACTATHH € CXOAEH IMPH Jela M IOHOIIH B CPABHEHHE ¢ BH3PACTHHTE.

CpofiuaBane Ha NOJ03MPAHH HEXKEIAHHW DEAKLIMH
Cro0LuaBaHeTo Ha MOAO3UPAHH HEXXEJJAHH PeaKilMM cliell pa3pellaBaHe 3a ynorpeda Ha leKkapcTBeHHUs

MPOAYKT € BaXKHO. TOBa NO3BONABE Aa MPOABLIDKH HAOMIOACHHETO HA CHOTHOLICHHETO MOJ3a/PHCK 32
JIEKAPCTBEHUA NMPOAYKT. OT MEAHLIMHCKHTE CITCLIMATHCTH CE€ M3KCKBA fa ChOOHIABAT BCAKA
MOAO3MpaHa HEXENIaHa peakius upe3 M3mbaHuTeNHa areHiMs no nekapersara yi. ,,Jiamss ['pyes” Ne
8, 1303 Codusa, Ten.: +35 928903417, yebcaiiT: www.bda.bg.

4.9 Ilpexosnpane

Hama cneupduuHo neyeHMe B ciryyait Ha npeao3upase. [Ipy npeaosupane nauMeHTHT TpabBa Aa ce
JIEKYBa CHMIITTOMATH4YHO H A C€ 3alOYHAT NOATBPXKALUM MEPKH CTIOpea Hyxaara. UepHoapobHara
byHkuus ¥ Husata Ha CK TpsaOra na ce cneasar. Manko e BeposTHO xemoauann3arta ga 0bae oT nosasa.

5. GOAPMAKOJOI'MYHH CBOHUCTBA

5.1 @apMaxkoiHRAMHYHE cBOHCTBA

dapmakorepaneBTH4YHa rpyna: MHXuburopu Ha HMG-CoA peaykrasara, ATC koa: C10AAQ7

MexaHU3bM Ha JeHCTBUE

PosyBacTaTHH € CeIEKTHBEH U KOHKYpeHTeH unxuburop Ha HMG-CoA peaykrazara, CKOpOCT-
OrpaHMYABAIIUAT €H3UM, KOWTO NpeBpbila 3-XHAPOKCH-3-METHITTTYTapHII KOCH3UM A B MCBAJIOHAT,
npeKypcop Ha xonecreposna. OCHOBHOTO MACTO Ha ASHCTBHE Ha pO3yBacTaTHHA € YepHUA Apod,
MPHLIEHHAT OpraH 3a HaMaJIsBaHe HUBOTO Ha XOJIECTEpOIl.

PosyBactaTiH yBennuyasa Opost Ha yepHoapoOuure LDL peuernrops BspXy KieThYHATA NOBLPXHOCT,
KaTo 3acWiBa 3anaBsiHeTo H karabonnama Ha LDL » naxubupa yuepnoapobnara cuiresa Ha VLDL,
KATO 110 TO3M HauvH HaManara oOwus 6poii Ha VLDL u LDL vacTuiu.

®apMakoIHHAMUYHH e@m

PosysacraTHH HaManABa nopuiiedus xonecrepoa 8 LDL (LDL-C), obmua xonecrepon (TC) n
tpuravuepuavre (TG) 1 nosuiasa xonecrepona 8 HDL (HDL-C). To# cbino nonwxasa ApoB,
xonectepot H3BbH HDL, xonectepona 8 VLDL, Tpurnuuepuaure BB VLDL U ypennuasa ApoA-I
(Bipicre Tabnuua 3). Po3ypacTaTH NOHMXKABA U CHOTHOWIEHHETO xoecTepon B LDL/ xonecrepon B
HDL, o6 xonecrepoa / xonecrepoa B HDL u xonecrepon w3ssH HDL (non HDL-C)/ xonecrepon B
HDL u ApoB/ApoA-l.

OrroBop Ha no3aTa NpH NaUMEHTH C ITbpBHYHA XHniepxonecteponeMus (Tur Ila u 1Ib) (xopurupan
CpeAeH NPOLEHT Ha MPOMAHA CIPAMO H3XOJHOTO HHBO):

Tabaana 3. OTrosop HA J03ATA NPH NANHEHTHE ¢ TLPBHYHA XHOepxoaecTepoaemus (Tun Ila u
IIb) (xopErHpas ¢cpeaen DPONEHT HA NIPOMAHA HA H3XOAHOTO HHBO)

To3a N [LDL-C|O6m-C|HDL-C| TG | meHDL-C | ApoB | ApoA-I
IInayebo | 13 7 | 5 ] 3 -3 -7 -3 0

Jmg 17 -435 -33 13 -35 -44 -38

10mg | 17 | -52 | -36 14 | -10 48 42

20mg | 17 | -55 -40 8 -23 -51 -46

40 mg 18 -63 -46 10 -28 -6 -54




TepaneBTHUHHAT edeKT ce 3abena3pa B paMKuTe Ha | ceAMHLIA OT HAYAJTIOTO Ha eueHHETo U 90% or
MAKCHMAJIHHSA OTTOBOP C€ MOCTHIa A0 2 ceaAMUl. MakcUManHHUAT OTTOBOP OOHKHOBEHO Cé NMOCTHTa
KM 4-Ta CeAMMIIA H C€ NMOAOBpKa CIc/A TOBA.

Knunnyna edukacHocT H He3onacHocT
Po3yBacTaTHH € eeKTHBEH MPH Bb3PACTHH JIHLA CTPaJallH OT XHNEPXONECTEPOJIEMHUA ChC WIH Ge3
XMIEPTPHIITHLCPUIEMHA HE3ABHCHMO OT PACOBA NPHHAISHHOCT, 101 WM Bb3pacT H MPH CleLHalTHA
rpyny KaTo AMabeTHUX WM MALMEHTH ¢ PaMUIHA XHIIEPXOJIECTePONIEMHS.

O6o0menyTe JaHHK OT KITMHWYHUTE Mpoy4BaHus ot ¢a3a 11l nokaspar, ye po3yBacTaTHH €
eeKTHBEH TPH JIeYEHHE Ha roJsiMa 4act ot nayueHTH ¢ TUN lla u ITb xunepxonecreponeMus (cpeata
u3xoana croiiHocT Ha Xonecrepon B VLDL okono 4,8 mmol/L) cniopea onpenenenute o1
Esponeiickata O6mpocT no Arepockineposa npuuensu croiinoctd (EAS; 1998); okono 80% ot
nauveHTUTe Ha 10 mg ca JOCTHrHANM XenaHuTe cTolHHOCTH Ha xopectepon B VLDL (<3 mmol/L)
cnopen EAS.

B enno Maia®bHo npoyuBaHe ¢ (popcupaHO THTPHpaHe Ha 103aTa 435 nauMeHTH ¢ dpaMUTHa
XETEePO3UIrOTHA XHNEpXoyecTepoeMus ca Jekysanu ¢ 20 mg no 80 mg. BcHyYKH AO3MPOBKY NOKA3BAT
NOJIOXKHTENEH eEeKT BBPXY JMNHIHUTE MOKA3ATEH M ROCTHTAHE AC NMPHLIEITHHTE LICNTH Ha JICUCHHETO.
Cnen nocTurase Ha qHeBHa Ao3a ot 40 mg (12 ceamMuuHO NeueHue), xopectepon B LDL Hamangsa ¢
53%. Tpugecer u Tpu npoueHTa (33%) OT maUMEHTUTE JOCTHIAT NPENOPBYBAHUTE B PHKOBOJICTBATA
Ha EAS crottnocTi Ha xopectepon B LDL (<3 mmol/L).

B eaHo oTBOpeHoO nmpoyuBaHe ¢ GOpCHPaHO THTPHPAHE Ha A03aTa MpH 42 nauHeHTa (BK/IOYBaLo 8
neaaTpHYHH NAlMEHTH) C XOMO3HIOTHA (PaMILUTHA XHNEPXOJIECTEPOJIEMHSA Ca OTYETCHH PE3YITTATHTE
ot ripuemaHe Ha 20 - 40 mg posyBactatui. KaTo 110 B rpynara CpeaHOTO NOHWKEHHUE Ha
xonectrepon B LDL e 22%.

[Ipy KNMHUYHHK H3NHTBAHUA ¢ orpaHUM4eH Opolt maleHTH po3yBacTaTHH MOKA3Ba AfHTHBHA
e(DMKACHOCT NPH HAMAIIABAHE Ha TPHUTIHLEPHANTE, KOraTo € npuemaH B KoMOHHauus ¢ peHopuOpat U
YBeIHYEHHE HAa HUBOTO Ha xoJiecteposi B HDL B komOuHalua ¢ HuanmH (Bx. Touka 4.4).

B eqHO MHOMOLIEHTPOBO, ABOMHOCHATIO, Iauedo-konTponupaHo npoy4ysave (METEOR), 984
namueHTa Mexay 45 1 70 roguHM ¢ HUCBK PHUCK 33 HCXEMUYHE 60J1eCT Ha ChpLETO (AePHHHPAHO KaTO
Framingham puck <10% 3a 10 rogunn), ¢se cpeaen xonecrepon B LDL 4,0 mmol/L (154,5 mg/dL),
HO Cb¢ CYOKIIMHMYHA aTepOCKIEpO3a YCTAHOBEHA Upe3 u3MepBaHe AcbenuHaTa Ha KapOTHAHATA
uHTHMa Meami (Carotid Intima Media Thickness) Osixa pavaomusupanu Ha 40 mg po3yBacTaTHH
BeHBX AHEBHO WiH 1w1auebo 3a 2 rogunu. PozyBacraTiH 3HaYMTENnHO 3a6aBU nporpecusaTa 1o
makcumanHaTa cToiHOCT Ha CIMT Ha BcHukH 12 MeCTa Ha KAPOTHAHHTE APTEPHH B CPABHEHHE C
naunebo -0,0145 mm/roauna [95% nosepurenen unrepsan -0,0196, -0,0093; p<0,0001]. ITpomsaHaTa
CHPAMO HM3XOIHHMTE CTOMHOCTH 3a rpynaTta Ha po3yBacTaTHH € -0,0014 mm/roauna (-0,12%/roauna
[HecuruudrkasTHO]) B cCpaBHEeHME ¢ rpynara Ha runauebo ¢ nporpecus ot +0,0131 mm/roauna
(1,12%/roguna [p<0,0001]). He ¢ neMOHCTpHpaHa AUPEKTHA B3aUMOBPDB3Ka MEXIY NMOHHKEHHETO Ha
CIMT M noHWKEHH PHCK OT ChpAeHHOCHAOBH crOuTHa. [Tonmynammsara B npoyusaHero METEOR e c
HUCBK PMCK OT HCXEMHYHA 0oNlecT Ha ChpLIETO M HE € MPEACTABHTEIIHA 38 TAPreTHATA MOy AL Ha
po3ysacTaTyH 40 mg. Jloza ot 40 mg TpaOBa na ce mpeaAnKcBaT camMo NPH NAaLMEHTH ¢ TEXKKa
XHIIEPXOJIECTEPOIEMHUA ¢ BUCOK CEPASYHOCHIAOB PUCK (BXK. TOUKA 4.2).

[Mpoyusane JUPITER (Justification for the Use of Statins in Primary Prevention: An Intervention Trial
Evaluating Rosuvastatin) u3caeapa edexra Ha po3yBacTaTHH BbpPXY NOSBATE HA MOJIEMH
ATePOCKIIEPOTHYHM ChPACHHO-CHAOBH ChOHTHA npH 17 802 Mbxke (=50 roquHH) U XKeHH

(>60 roguHn).

Y4acTHHIUTE B APOYYBAHETO Ca paHAOMM3HUpaHu Ha rnaueto (n=8901) unu pozysacratud 20 mg
BeIHEX gHEeBHO (n=8901) u ca nmpocneaeHu 3a cpeacH NEPHUO OT 2 FOAUHH,

Konuenrpauuure Ha LDL-xonecrepona ce nonwxkasar ¢ 45% (p<0,001) B rpynara Ha po3yBacTaTHH B
cpaBHeHHe ¢ ranedo rpynara.

[Ipu post-hoc anan3 Ha BHCOKO-PHCKOBA Ipyna ot JiMua ¢ 6a3udeH puck no Opamunram >20%




ChPACUHO-CHAOBA CMBPT, HHCYAT U MuoKapaeH uudapkT (p=0,0003) npu neueHnero ¢ po3yBacTaTHH
cripamo miane6o. AGCOMIOTHATA peAyKLIMA Ha pUcKa B HUBOTO Ha ceOHTUATA € 5,1 3a 1000 nauuenTo-
roguHy. O0IDATa CMBPTHOCT € HEMPOMEHEHA B Ta3H BHCOKO-pUcKoBa rpyna (p=0,076).

B npoyusanero JUPITER 6,6% ot nunara ¢ po3yBactaTvH H 6,2% oT siHliaTa ¢ ruauedo ca
NpEKpPaTWIH NPHEMa Ha H3CNICABAHOTO JIEKAPCTBO NOpagy HexenaHo cvdutue. Hali-uecture
HexelaHH CHOMTHA, KOMTO ca IOBEH A0 [IpeKpaTsBaHe Ha nedeHuero ca: muanrds (0,3%
posysactaTH, 0,2% mnaue6o), kopemHa 6onka (0,03 posysacraTus, 0,02% raue6o) u 06pue (0,02%
posysactaTHH, 0,03% nnaue6o). Haii-yectnre HexenaHd CbOMTHA ¢ HUBO MO-TOMIMO H PABHO Ha
mianebo ca HH(eKUHHY Ha TMKOYHUTE IMhTHLLA (8,7 podyBacTathH, 8,6% nnanedo), Ha30(papHHTUT
(7,6% po3ysacTaThH, 7,2% miaueto), 6onka B rspda (7,6% posysactarhH, 6,6% nnauebdo).

[lenuaTpuyHa OOMyalus
B enHo ABOiHO-CINIATIO, pAHAOMH3HPAHO, MYJITH-LIEHTPORO, INaLebo-koOHTporupaHo, 12-cegMHYHO

npoy4BaHe (n=176, 97 or MBxxKH noN ¥ 79 OT XeHCKH non), nocneasaHo ot 40-ceamuuno (n=173, 96
OT MBXKKH 1O ¥ 77 OT )KEHCKHU NOfT), OTKPHUTO, (hasa TUTpPHPpAHE HA JO34TA HA PO3YBACTATHH,
nauHeHTH Ha Bp3pacT 10-17 roannu (craguii I1-IV no Tanner, MoMHueTaTa nose 1 roguxa cnen
HAYAJIOTO Ha MEHCTPYALIMATA) C XETEPO3HIrOTHa (PaMIITHA XMIIEPXONECTEPOIEMHS MOTYUaBAT
posysacTaTiH 5, 10 wim 20 mg win nnanebo aHeBHO 3a 12 ceAMHULM H c/IeA TOBA BCHYKH MOJTy4aBaT
pO3yBacTaTHH AHEBHO 34 40 cenmMuuu. B Havanoro Ha npoyuBaHeTo npubausnrenHo 30% or
nauueHTrTe ca 10-13 roguuiru v npubnusurento 17%, 18%, 40% u 25% ca croTBeTHO B cTraauH I,

II1, IV »n V no Tanner.

LDL-xonecrepomsT € noHmwxeH 38,3%, 44,6% u 50,0% choTBeTHO OT po3yBacTaTHH 3, 10 1 20 mg, B
cpaBHeHue ¢ 0,7% 3a nnauedo.

B xpas Ha 40-ceAMMMHOTO, OTKPHTO, LIEJIAIR0 THTPYBAHE NpoyyBaHe, J03UpaHe A0 MakCHMYM 20 mg
BeOHbK aHeBHO, 70 ot 173 maumenTu (40,5%) ca nocturaanu uenra 3a LDL-xonecrepon 0T mo-Manko
ot 2,8 mmol/L.

Cnen 52 ceAMHULIA Ha H3CJIEIBAHOTO NIEYEHHE, HE € YCTAHOBEH HHKAKBB €(EKT BBPXY pacTeka,
ternoro, UYTM win nonoBoro crapasase (BX. Touka 4.4). Toea npoyuBane (n=176) He e
NpeaHa3HaueHO 3a CpaBHABAHE HA PeKH HEXXENaHH JIEKAPCTBEHH PEaKLIMH.

Po3yBacTaTHH € nNpOy4BaH ChLIC B €4HO 2-MOAHINHO OTKPHTO KIUHHYHO NPOYYBAHE C THTPUpaHE Ha
N03aTa JI0 XKeJaHaTa 1032 NpH 198 neua U IOHOIIM ¢ XETEPO3UrOTHA PaMUJTHA XUTIEPXOJIECTEPOIEMUA

Ha BB3pacT 6 no 17 ronuau (88 momuera u 110 MmoMHuera, cranuii no Tanep <II-V). HauanHara no3a
NMPH BCHYKH NALHEHTH € 5 mg po3yBacTaTHH BeAHbXK AHEeBHO. [Ipu naumeHTHTE Ha BB3pacT 6 10

9 roauHu (n=64) no3aTa MOXe A4 ¢€ THTPHpA A0 MakKCHMaiHa J03a 10 mg BeAHBX AHEBHO, a MPH
nauyeHTH Ha Bb3pacT 10 10 17 roaunu (n=134) no MakcumanHa ao3a 20 mg BeAHBK JHEBHO.

Cnen 24 mecelia Ha Je4EHHE ¢ pO3yBACTaTHH, LS Ha cpeaHus npoueHT Ha Hamanenue Ha LDL-C
cIpaMoO H3xoaHaTa cTodHocT e -43% (u3xoaHo HuBO: 236 mg/dL, Mecer; 24: 133 mg/dL). 3a Bcaka
Bb3PACTOBA IPyna, LS Ha cpeauus npoleHT Ha HaManeHHe Ha LDL-C cnpsamo u3xoaHara CTOHHOCT €
-43% (u3x0HO HUBO: 234 mg/d}, mecen 24: 124 mg/dl), -45% (u3xoaHo HHBO: 234 mg/d]l, meceny 24:
124 mg/dl), n -35% (u3xogHo HuBo: 241 mg/dl, mecer; 24: 153 mg/dl) bR BBE3pacTOBHTE rpynH 6 00
<10, 10 no <14 4 14 no <18 ¢cHOTBETHO.

PozysactatuH 5 mg, 10 mg ¥ 20 mg OOCTHraT ChUIO CTATHCTHUYECKH 3HAYMMH CpeHH IIPOMEHH
CIIPAMO M3XOAHO HMBO 38 CIEJHHWTE BTOPHYHH MOKA3ATEeNH Ha numuaure ¥ nunonporeusure: HDL-C,
TC, ne-HDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, ve HDL C/HDL-C, ApoB, ApoB/ApoA-1.
Bceska 0T Te3H NpOMEHH € B [TOCOKA Ha Nogo0peH THNUIECH OTIOBOP M CE NOANLPXKA B npo,umeﬂng
Ha 2 FOAUHH. AL 4 ?G

He ce ycraHoBaBa edekT BbpXYy pacTexa, Ternoro, HTM wnu nonosoro cuapsasaHe cnen 4% 415& :..
JedeHue (BK ToUKa 4.4). [ 3 ’ﬁ



PozypacTaTHH € npoy4eH B paHIOMH3UPAHO, ABOHHOCIANO, I1aueb0-KOHTPOIHPaHO, MHOTOLIEHTPOBO,
KPBCTOCAHO MPOYUBaHe, ¢ Ao3a 20 mg BeaAHBK AHEBHO cnipsMo nauebo npu 14 zeua u oHowM (Ha
Bb3pacT oT 6 no 17 roguHH) ¢ XoMO3UroTHa paMunHa xunepxonecreponemus. [Ipoyyeanero BKIIOYBa
aKTMBHa 4-CeIMHUYHA BCTBLIIMTENHA ()a3a Ha AHETa, MO BPEME Ha KOATO NaliHEHTHUTE ¢a JIEKYBaHH C
posysactratiH 10 mg, enna kpecTocaHa $a3a, KOATO BKIIOYBA NEPHOJ OT 6-CEAMUYHO JIEHEHHE C
po3yBacTaTHH 20 mg, npealiecTBaHA WA NOCEABAHA OT 6-CEAMHYHO JieueHHe C ianefo u
noaabpkatla 12-ceaMuyuHa ¢asa, mpe3 KOATO BCHYKH NMALMEHTH Ca JIeKyBaHH ¢ po3yBacTaTiH 20 mg.
ITaneHTUTE, KOUTO MOCTHIBAT B MPOYYBAHETO HA TEpANus C €3eTHMHO MU adepe3a, NPOOL/DKABAT
JICUCHHMETO CH IIPe3 LIJIMA IIEPHO Ha NPOYYBaHeToO.

Craructrudecks 3Haunmo (p=0,005) nonwxkararne Ha LDL-C (22,3%, 85,4 mg/dl unu 2,2 mmol/l) e
Ha0mogaeaHo cieln 6 ceAMULIM Ha JIeYeHHe ¢ po3yBacTaTHH 20 mg B cpaBHeHHe ¢ ruaneso.
CraTHCTHYECKH 3HAYHMO NoHWkaBaHe Ha obm-C (20,1%, p=0,003), ne-HDL-C (22,9%, p=0,003), u
ApoB (17,1%, p=0,024) ¢ Habmonapano. Habaonasaro e ¢biio noHHxkasaue Ha TG, LDL-C/HDL-C,
obum-C/HDL-C, He-HDL-C/HDL-C n ApoB/ApoA-1 cnen 6 cenmMuLii Ha NeYeHHE C PO3YBACTATHH

20 mg B cpaBHeHHe ¢ rauebo. [TonxasaHero Ha LDL-C cnea 6 ceaMHLIM Ha Jie4YeHHE C
po3ysactatvH 20 mg, nmocneasaHo oT 6 ceIMHULM Ha Ne4eHHE ¢ Iauebo, ce 3ana3sa B paMKHTE Ha 12-
CeIMHYHO HEIPEKBCHATO JISYEHHE NPH JCLIa U IOHOLLH ¢ XOMO3HIOTHA (haMIiUTHA
xunepxonecreponemus. Cnen 6 ceamuuu Ha tevenue ¢ 40 mg cnen THTpyBaHe eaMH NALMEHT HMA To-
HaTaThirHO noHwxasaHe Ha LDL-C (8.0%), 06m-C (6.7%) u He-HDL-C (7.4%). I1o BpeMe Ha
NPOXB/DKHTEIHO OTBOPEHO JIeueHHe ¢ pocyBacTaTHH 20 mg B mpoAB/DKeHHe Ha 10 90 ceamuiiy npu O
OT Te3H NalMEHTH, NOHIkeHHEeTO Ha LDL-C ce noaanpxa B uHTEpBana ot -12,1% a0 -21,3%.

IIpu 7™ ouendaBaHu feta ¥ I0HOLH (Ha BB3pacT oT 8 4o 17 roauHH) ¢ XoMO3HroTHa paMHUIHa
XHIIEPXOIECTEPOTIEMHS OT OTBOPEHOTO NMpOoy4BaHe ¢ GOpCHpaHO THTPHpaHe (BXK. NO-rope),
nmpoLieHTHOTO NoHmwxkeHue Ha LDL-C (21,0%), obi-C (19,2%) u ve-HDL-C (21,0%) ot u3xoaHoTo
HHBO cnes 6 ceiMULIM Ha JleyeHHe ¢ po3yBacTaTHH 20 mg e B ChOTBETCTBHE C Te3H, HabMIOnaBaHH B
MOCOYEHOTO MO-rope Mpoy4BaHe IMPH AeLAa U IOHOIUH ¢ XOMO3HIOTHA (DaMIITHA
XHIIEPXOJIECTEPOIEMHA.

EBponeickaTa areHLHS 110 JIEKAPCTBATa OCBO00XKIaBa OT 3aABJDKCHHETO 38 NMPEAOCTABIHE Ha
Pe3yJITATUTE OT MPOYUBAHHATA C pePEPESHTHHA JIEKAPCTBEH HPOAYKT, ChABDPKALL PO3YyBaCTATHH NPH
BCHYKH MNOArPyIH OT NEAHATPHYHATA MOITyNalusg 3a JieUYeHHe Ha XOMO3HroTHa daMHuiIHa
XHIIEPXOJICCTEPOIEMMS, MHPBHYHO KOMOHHHpaHa (CMeceHa) JUCTMITHIEMHS U 3a PO HIAKTHKA Ha
CHPACYHO-CHAOBHTE CHOMTHA (BiK. Touka 4.2 3a MH(OpMALIH OTHOCHO yNoTpeba B neAHaTpUATA).

5.2 DapMaKoKHHETHIHH CBOHcTRA

Abcopbiius
MakcuManHHy 1a3MeHH HHUBa C€ AOCTHTAT NPHONH3IMTENHO 5 Haca Cnel nepopanHo MpUEMaHe.

AbcomoTHaTa 6uoHATUYMHOCT € npubnusuTenHo 20%.

PasnpenencHue
Po3yBacTaTiH ce noeMa OCHOBHO OT YepHHA Apo0, KOATO € OCHOBHOTO MACTO Ha CHHTE3UPAHE Ha

Xonecrepona U ouMcTBaHe Ha xopectepona B LDL. O6embT Ha paznpeneneHue Ha po3yBACTaTHH €
npubnusurenyo 134 L. PosyBactaTuH € CBbP3aH ¢ IJ1a3MEHUTE NPOTEHHH, ITPeAUMHO abyMHHa,
npubnausurento B 90%.

by OpM
MeTtaboau3MBT HA PO3yRacTATHH € orpaHuueH (npubnusnrenno 10%). In vitro npoyusaHus Ha
MeTaboMH3Ma C M3MONM3BAHE HA YOBCLIKH XENaTOUMTH NMOKA3BAT, Y€ PO3YBACTATHH € HEMOAXOANL] _

cybctpar 3a nuroxpoM P450 o6ycnoBen MeTaboian3bM. CYP2C9 € 0OCHOBHHMAT H30€H3HM, KOFEO» ‘L"H ‘i ' l \
y4acTBa B MeTabonusMa Ha posyBactaTtii, a 2C19, 3A4 u 2D6 yyacTsar B o-Majika cre & ,f” ;;_, ﬁz:
OcHoeHuTe MeTabonuTH ca N-ae3meTwt H nakToH. N-fesMeTin € okono 50% no-manko AN

CPaBHEHHE C PO3YBACTATHH, JOKATO JIAKTOHA C€ CYHTA 3a KIMHHYHO HeaKTHBeH. Po3ysa
npeacrasisnea nosede oT 90% or akruBHOCTTa HA HHPKYJIMpamHa HHxuburop Ha HMG
peayKTasara.




EnuMuuHpaHe

[Tpubmuzurenno 90% oT po3yBacTATHH Ce ETHMHHMPAT KATO HEMIPOMEHEHO JIEKAPCTBO ¢ (heKATHHTE
(cperoamo ce ot abcopbupaHo H HeabcopOMpaHO AKTHBHO BEIIECTBO), KATO OCTAHANATA YACT Ce
€KCKpeTHpa ¢ ypHHaTa. OKoNo 5% ce eKCKpeTHpa HEMPOMEHEH B YpHHaTa. [Lia3sMeHHAT moy>KHBOT €
okoJ10 19 yaca. BpeMeTo Ha NOY>KHUBOT HE CE YBEJIMMABA ITPH MO-BUCOKH A03H. CpeTHMAT IUTa3MEH
KITMPBHC € npubiausurenHo 50 nurpa/uac (koeduiumedT Ha Bapuabunxoct 21,7%). Kakro npu apyru
HHxXHOnTOpH Ha HMG-CoA penykrazara, uepHOAPOOHOTO NoeMaHe Ha PO3yBACTATHH BKIIOYBA
mMemOpanHua npeHocHTesn OATP-C. To3u npeHocHTen € BaXeH 3a YepHOAPOOHOTO ENTMMHHHPEHE HA
pPO3YBACTaTHH.

JIuHeltHoCT
CHcTeMHaTa eKCNO3HIHA HA PO3YBACTATHH C€ YBEIIHYABA IIPOMOPLMOHAIIHO HA ITPHEMaHAaTa 1034,
Hsama npomsHa BbB (apMAKOKMHETHYHHTE NAapaMeTPH APH MHOTOKPATHO ZI03HpaHe.

Cneyuannu epynu nayuenmu

Buv3pacm u non: Bp3pacTra WIH N0J1a HAMAT KITHHHYHO 3HAYHM e(dekT BbpXy dpapMakOKHHETHKATA Ha
pPO3yBACTATHH NMPH Bh3PaCTHH. EKCNO3MIMATA IIPH J€1ia H IOHOLLH ¢ XeTEpPO3UroTHa gpaMuiiHa
XHIEPXONECTEPONICMHUS U3MIIEKIA CPABHMMA WIH MO-HHUCKA OT Ta3u NMPH BbL3PACTHH MALMEHTH ¢
aacnunuaeMus (Bx. “TlequaTpuyHa nonyaalus’™ no-gouy).

Paca: DapMaKOKHHETHYHHTE NPOYYBaHUA MOKA3BaT, Y€ NPH HHAUBHAH OT a3HATCKaTa paca (AMOHIIH,
KATEULH, (PUITHIIMHLK, BUETHAMLM H KOpeHLH), ce HabnrogaBa 2-KpaTHO NMOBUINABAHE HA CpeJHATa
AUC u Cprex, OTKONKOTO NPH HHANBHAN OT KABKA3KaTa paca; NpH HHIAHUIH € HATMUE NOBHILABAHE Ha
cpeanara AUC n Cpax 1,3 meTH. IonmynanuoHuus ¢papMakOKHHETHHEH aHAIM3 NMOKA3B4a, Y€ MEXKAY
HHAUBHMIMTE OT KABKA3KAaTA M YepHaTa paca HAMA KJIMHHYHO 3HAUHMH pa3IHYHA.

buvbpeuno yspexcoane: I1o BpeMe Ha KITHHHYHO MPOYYBAHE NPH JIHLA C PA3THYHA CTEINEH HA
yBpexaaHe Ha 6v0peyHaTa PyHKuMA, TEKOTO A0 YMEPEHO YBPEXKIaHe HE € MOBIHAIO IIa3MEHHTE
KOHLICHTpALIUH HA PO3YBACTATHH WIH Ha HeroBua N-aeamerw Metabonut. JIKia ¢ TeXKO YBpexIaHe
Ha 6x0peuHaTa ¢yHxuma obadve (CrCl <30 mL/min) ca uManu 3-KpaTHO yBEIHUYCHNE Ha TUIA3MEHATA
KOHIIEHTpALIMA B CPaBHEHHE CHC 3ApaBH JOOPOBOILM H 9 IBTH MO-BUCOKA KOHLICHTpALKA Ha N-
nesmeTii1 MeTabonuTa. PaBHOBECHUTE IU1a3MEHU KOHLIGHTPALIMM HA PO3YBACTATHH TIPU MNALHEHTH HA
xeMoauanu3a ca npudmmsurentHo S0% no-BUCOKH B CPABHEHHE ChHC 3JpaBH NOOPOBOJIIH.

Heproopobro yspescoare: B KIIHHUYHO NPOYYBAHE TPH JIMLIA C PA3IUYHA CTENEH Ha YepPHOAPOOHO
YBpEXKAaHEe HE ca NOJYUYEeHH JaHHH 3a [TOBULIEHA eKCITO3HLIMA Ha pO3yBacTaTHH NMpPH NaLKWEeHTH ¢
pesyarar no Child-Pugh 7 unu no-uuceKk. Beripeku ToBa, npu ABaMa naumeHTH ¢ pesyarar no Child-
Pugh 8 u 9 ciucremuara ekcriosuius € 6wia ysenuueHa Hali-Manko 2 IMeTH B CpaBHEHHE C JIHIA ¢ M0~
HUCBK pesyarar no Child-Pugh. Hama nannu 3a naumenTn ¢ peayarar no Child-Pugh nan 9.

T'enemuven nomumopguzem: Jucnosuimsra Ha HMG-CoA peRyKTa3HHTEe HHXHOMTOPH, BKIIOUHTEIHO
pO3YBaTCTATHH, BKOYBa TpaHcnoprepHuTe npotedHd OATP1B1 s BCRP, koaupanu ot SLCO1BI
red (OATP1B1) u ABCG2 ren (BCRP). Hakou papuaHT Ha Te3u rend, kato SLCO1BI1 ¢.521TT unu
ABCG2 ¢.421CC, ca cBbp3aHu ¢ npubausuTenyo 1,6 meTH no-sHcoka excno3nuusg (AUC) Ha
po3yBacTaTHH WIH 2,4 ITbTH MO-BUCOKA €KCMO3HLIHA, CBOTBETHO, B PABHEHHE ¢ N'€HOTHIIOBETE
SLCOI1BI1 ¢.521TT unu ABCG2 ¢.421CC. [Ipn nauueHTH, 38 KOHTO € W3BECTHO, Y€ UMAT TAKHBA
reHorunioBe (SLCOIBI1 ¢.521TT win ABCG2 ¢.421CC), , ce npenoprusa 1o-HACKa JHEBHA 034

PO3YBACTATHH.

m A= m

Ileouampuuna nonynayua: ABe hapMakOKUHETHYHH MPOYYBAHHS C PO3YBACTATHH (IPHIATSHTION, 1::
¢dopmara Ha TaGnerkH) MpU NEAHATPHYHH MALMEHTH C XETEPO3UTOTHA aMHIHA y 73 R
xunepxonecreposiemMus Ha Bu3pacT 10-17 unn 6-17 rogunu (06mo 214 naupeHTH) noxp’nﬁ?f;ﬁg_ﬁf,&i
EKCMO3HIIUATA NPH NEAUATPUYHHTE NALMEHTH U3TJISXKAAa CPAaBHHMA WM NO-HUCKA OT THSH OpH: 5y
BB3PACTHHTE MalMEHTH. ExcnosuiuaTa Ha po3yBacTaTHH € O1na npeABUAKMMA 1O omaipﬁnue Ha ;
H03aTa H BPEMETO B NMPOIbL/DKEHHE HA 2-rOAMLLICH NEPHO.




5.3 [HpeaxInERuHE JTAHHH 32 §€30HMACHOCT

[IpeaxnMMHUYHATE J2HHH HE A MOKA3QTH CNELMAIEH PHCK MPH XOpa Bb3 OCHOBA HA CTAHJAPTHHTE
MpOyH4BaHHUA 348 6€30MacHOCT, FeHOTOKCHYHOCT M KaHLieporeHeH noreHuuan. He ca nposexaanu
cneuMpHYHU H3CNeABaHHA, olleHABalIH edekTuTe BbpXY hERG. Hexxenanure pexanmn, KOMTO He ca
Ha0moaaBaHH B KTHHHYHH NMPOYYBAHHA, HO ca HaONMIOJaBaHH MPH YXMBOTHH NPH HUBA HA €KCTIO3HLIUA
OJTU3KM DO KIHHHYHHTE ca CIICAHHTE: B H3MHTBAHHA 38 TOKCHUYHOCT Clie[l MHOTOKPATHO MPHIOKEHHE
ce HaOmoAaBaT XUCTOMATONIOTHYHH YEPHOAPOOHHU U3MEHEHMA B CIICACTBHE Ha (HapMaKONOTHYHOTO
Ae#icTBHE Ha pO3YBaCTaTUH ITPY MHLIKH, TUTBXOBE H B M10-HHUCKA CTENEH B AKITHUHHA MEXYP NPH
Ky4eTa, HO He U NpU MaiMyHM. B nombnaeHue ce HabnoaaBa TOKCHYHOCT MO OTHOIICHHE Ha
TECTHCHTE IMPH MaliMyHH H Ky4eTa [IPH NO-BUCOKH A034. PenpoaykTHBHA TOKCUYHOCT MPH IUTbXOBE,
33 KOATO Cce ChAH MO HAMAJICHWTE rONIEMHUHA, TErNO M MPEeKUBAEMOCT Ha MaJIKUTE ce Habnoaapa npu
MATEPHOTOKCHYHH 1034 Ha CUCTEMHA €KCMIO3HLIMA HAKOJIKO ITbTH Hajl HHBOTO HA TepaneBTHYHA
eKCTO3HULIMA.

6. ®APMAIEBTAMHHM JAHHHA

6.1 Coechk HA IOMOIHATE BEIIECTBA

Cepyesuna na mabsemxama.
MarsesHes cTeapar

MHUKpOKpHCTANHA Uenyno3a (Tun 12)
Marnesnep XHIpOKCHI
KpocnoBuzgoH (tun A)

JlakT03a MOHOXHAPAT

Ioxpumue na mabaemxama.
Twuranos auokcun (E171)

Makporon 3350

Tanx

ITonuBHMHIWIOB ANTKOXON

6.2 HechbBMEeCTEMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoCT

3apanTa 5 mg, 10 mg ¥ 20 mg punmupanu TabneTku: 3 roaguHH.

6.4 CoenrEannu ycnoBHS HA ChXPAHCHHE

Ha ce cexpaHABA B OPHTMHAJIHATA ONAKOBKA, 34 Ja C€ Npeanasy OT CBET/IHHA.
To3u nexkapcTBeH MPOAYKT HE H3HCKBA CNICLIHAITHM TEMITEPATYPHH YCIOBHA 34 ChbXPaHEHHE.

6.5 1annn 3a onaKoBKAaTA

3apaHTa 5 mg drwimupanu TabneTku
Tabnerxure ca onakopanu B 6nucrep (PA/AlWPVC//Alu), cuabpxkain 28, 30 unu 56 chnMHpaHH B

TabneTku, B €HA CrbBaeMa KapTOHEHA KYTHA.

3apanTta 10 mg punMupany Tabnerku, 3apanra 20 mg puaMupanu Tadaerku
tabaerkure ca onakoBanu B OiHcTep (PA/AIWPVC/Alu), chabpxain 28, 30 unu 90
TabseTky, B eHA CIrbBacMa KAPTOHEHA KYTHA.




He Bcuuxs BHAOBE ONMAKOBKH MOrar aa 6s1aT MyCHaTH B npojaxoa.
6.6 Crpenmaasn npeANa3HH MEPKH OPH HIXBLPJIAHE

Hsama cnienMaiHH H3UCKBAHHA,

7. NPHTEXATEJ HA PAZPEIIIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

1103 Budapest,

Gydmrdi ut 19-21.

YHrapus

8. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA

5 mg: 20100155

10 mg: 20100156
20 mg: 20100157

9. JATA HA ITHPBO PA3PEINIABAHE/TIOTHOBSIBAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

10.03.2010/ 09.09.2015

HATA HA AKTYAININPAHE HA TEKCTA

27.08.2026
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