Jonarok 29

10 TlopsaaKy pOBeIEHHS EKCIIEPTU3H
peecTpaliifHuX MaTepiaiiB Ha JIiKapChKi
3aco0u, 1110 OJAIOTHCS Ha JCPIKaBHY
peecTpalliio (epepeecTpariio), a TakoxK
EKCIIEPTU3U MaTepialliB PO BHECEHHS
3MiH JI0 PeECTpALiifHUX MaTepialiB

3BIT
PO JOKJIIHIYHI JOCTiAKEeHHA

HPOTAroM il peecTpaniiHoro

MOCBiUeHHS
(myuxT 4 poszainy [V)

1. Hasga nikapcekoro 3acoby  ATOPHC® IIJIIOC, TabaeTkn BKPHTI ILIIBKOBOI0 000/I0HK010,

(3a HAIBHOCTI - HOMEp 10 mr/10 mr

peectpaniiinoro nocsiguenns): ATOPUC® IIJIKOC, TabiaeTkn BKPHUTI ILTIBKOBOK 00010HKOK

10 mr/20 mr

ATOPUC® IIVIKOC, TadsieTkn BKPUTI ILTIBKOBOK 000/ 10HKO0

10 mr/40 mr

ATOPUC® TIJIKOC, Tab1eTKH BKPHTI IIIBKOBOI0 000/I0HKO0I0

10 mr/80 mr
1) Tun nikapcskoro 3acoly, 3a ['eHepUuHHI TiKapchKHit 3aci0
AKUM IIpoBouiacs abo
IUIaHY€TLCS peecTparis

2) nmpoBejieH1 JI0CIIDKEHHS O TaK . Hi

SIKIIO Hi, OOIPYHTYBaTH

®apmakouHamMiuHi (apMaKOKiHETHYHI Ta TOKCHKOJIOTi4HI
BJIACTUBOCTI IIFOYMX PEYOBHH e3eTHMI0 /aTopBacTaTtis 100pe
Bigomi. ToMy IOIATKORI JOCIIJKEHHS HE [TOTPiOHI.

2. ®apmakoJoris: /
1) nepBuHHa (papmMakoMHaMiKa /
2) BTOpHHHA hapMakouHaMika /

3) dapmakosoris Oe3mexu /
4) tbapmaxkoaMHAMIYHI /
B32EMOJIIT

3. dapMakoKiHeTHKa:

1) aHamiTHYHI METOAMKH Ta/
3BITH 110710 X Basigaiii
2) BCMOKTYBaHHS

3) po3noain

4) merabomizm

5) BUBEJIEHHS

6) hapMaKoKiHETHYHI
B3aeMOIiT (OKITiHIYHI)
7) iH1mi hapMakoKiHETHYHI /
JIOCTIJDKEHHS

4. Tokcukosorisi:

1) TOKCHYHICTD y pasi /
0/THOPa30BOTO BBEICHHS

2) TOKCHYHICTB y pasi /
TTOBTOPHHX BBE/IECHb

3) reHOTOKCHYHICTb: /
in vitro

in vivo (BKJIIOYAIOYH JT0AaTKOBY /
OLIIHKY 3 TOKCMKOKIHETHKH)

T T T Y




4) KAHUEPOTEHHICTb:

JIOBrOCTPOKOBI JOCTKeHHsT  /

KOPOTKOCTPOKOBI

JOCITIDKEHHS

abo JOCIIIDKSHHS CepeaHbOL

TPHBAJIOCTI

JI0JATKORBI JIOCII1JDKEHHSI /

5) penpoayKTHBHA TOKCHYHICT /

Ta TOKCMYHHH BILUIMB HA

PO3BHTOK ITOTOMCTBA:

BILTHB Ha (EePTHIBHICTE i /

panuiit eMOpioHANLHUH

PO3BUTOK

eMOpIOTOKCHYHICTE

IpeHaTalbHa i MocTHATATRHA  /

TOKCHYHICTD

JOCIIIJKEHHS, IPH SIKKX /

Ipenapar BBOIUTHCS

MOTOMCTBY (HECTATEBO3PLIUM

TBapHHaM) Ta/ab0 OLIHIOETHCS

Bignasiena mig

6) MiciieBa MepeHOCUMICTh

7) 1OaTKOR1 JIOCITiIKEeHHSI /

TOKCHYHOCTI:

AHTHTEHHICTB (yTBOPEHHS /

aHTHTIN)

IMYHOTOKCHYHICTh

TOCTIKEHHS MEXaHI3MiB il

JKapchKa 3a1eKHICTh

TOKCHYHICTH METabOIITIB

TOKCHYHICTB JOMIIIIOK

1HIIIE

5. BUCHOBKH 111010 ®dapmakonuHamiyHi,  (apMakOKiHETHYHI Ta  TOKCHKOJIOTi4Hi

JOKJTIHIYHOTO BUBYEHHS BJIACTHBOCTI MIEPHHIONPHITY Ta aMJIOAMITIHY J00pe Bixomi. [Togansmm
JNOKTIHIYHI MocTikeHHss He mnoTpiOHi. CKOpodYeHe 3acTOCyBaHHS
JIO3BOJIAE YHUKHYTH HEOOXiJIHOCTI IOBTOPHHMX TECTIB HA TBapHUHAX.
Takum 4YuHOM, JOKIIHIYHHUM orjsj Oa3yeThcs Ha OISl JaHHX,
HasBHUX y KUJIKOX HayKOBUX Oa3ax JaHuX abo omy01iKoBaHUX MO0
aKTUBHUX iHIPE/Ii€HTIB.

e e T

3asaBHUK (BJIACHUK
peecTpallifHOro MOCBiTYeHH)  (miamuc)

Susg Peuens
(IL. 1. B.)

‘{q Iramn: KPKA
KPKA
Tosapna 3apaein a.4. (KRKA
Tovarna zdravil, d.d.),
Hoso mecto, Cnoeesis (Novo
mesto, Slovenia)
2521




Jonatoxk 30
no [opsiky npoBeneHHs excrepTH3u
peecTpanifHuX MaTepiaiis Ha JiKapehbki
3ac00H, 110 NOJAITHCS HA JIEPIKABHY
peecTpaiiio (IIepepeecTpaiii), a TaKoxK
CKCIIEPTH3H MaTepialiB PO BHECEHHS
3MIH JI0 PeECTpalliiiHuX MaTepiais
IIPOTATOM Iii peecTpaniiHoro
TMIOCBITYEHHS
(myHKT 4 poszuiny IV)

3BIT

Npo KJiHiYHe BUNPOOYBaHHS

1. Ha3ga nikapcekoro
3aco0y (3a HasIBHOCTI -
HOMED peECTpalliitHoro

ATOPUC® IITIOC, TabieTku BKPHUTI IUIIBKOBOK 06010HKOK 10 Mr/10 Mr
ATOPUC® IIJIIOC, TabneTku BKpHTI [1iBKOBOK 06010HKOK 10 Mr/20 Mr
ATOPUC® IIJTKOC, tabneTkn BKPUTI ILUTiBKOBOXO 06010HKOK 10 Mr/40 Mr

IOCBITYEHHS) ATOPHUC® IITIOC, TabneTku BKpUTI ILU1IBKOBOIO 06010HKOK 10 Mr/80 Mr
2. 3agBHHK KPKA, 1.1. HoBo mecto IImap’emika necra 6, 8501 Hoeo mecto, Crioenis
3. BupoOHuK KPKA, s1.1. HoBo mecTo IImap’emxa necra 6, 8501 Hoso mecto, CrioBenis
4. [Tposeneni I Tak O Hi SIKIIO Hi, 0OTPYHTYBATH

TOCITi IKeHHS :

1) Tun nikapceKoro
3aco0y, 3a SKUM
npoBojuacs abo
IJIAHY €THCS PEECTpPALlis

['eHepuyHuUii J1iKapchKuii 3aci0

5. IToBHa Ha3Ba

KOI JOCIIJKEHHS KPKA: 23-751

KITiHIYHOTO Jlocmimkenns 61010CTyTHOCT] OIHOKPATHOTO NPHIHOMY JBOX IIpenaparis
BUIIPOOYBaHHS, e3eTuMi0 /aTopBactatir 10 mr/80 mr y Burisai TableTOK, BKDUTHX IUTIBKOBOIO
KOJOBaHUN HOMED 000JIOHKOIO, y 3/I0pPOBUX CY0'€KTIB HATILECEPLE

KIiHIYHOTO [Ipotokosn: 2023-5472, Bepcis 1.0, 01 yepsus 2023

BUIIPOOYBaHHS

6. @aza KIHIYHOTO AOCTIKeHHs 010€KBIBaJICHTHOCTI

BUIIPOOYBaHHS

7. Ilepion mpoBencHHS
KJTIHIYHOTO

17.06.2023 - 16.08.2023

TOCIIIKEHH]

BHIIPOOYBAHHS " B e

= JI TANU E N
8. KpalHH, e Ka.Ha,I[a E }: ;_' i l\ﬁ 1 B
[IPOBOIHIIOCS KITIHIYHE ' E’ l‘ C £1
BHIIPOOYBaHHS M KAPCLH IA ‘
9. KinbkicTh 0ci0, axi 3arniaHosano: 70 WepnosA N M ra )%
Opasiu y4acTs y @akTHYHA KIIbKICTh: 67 IE il ( / ¢

21 04 2028 " ©

10. Meta Ta BTOpHHHI
LTl KJTIHIYHOTO
BUIIPOOYBaHHS

OCHOBHOIO METOIO JOCIIIPKEHHS Oy1a olliHKa 010€KBiBaIEHTHOCTI 3arajlbHOTO
e3eTHMiOy Ta aropBacTaTHHY 3 JOCIipKyBaHoro npenapary (Jlikysanus A)
nopiBHsHO 3 pepepenTHrM npenaparom (JlikyBanHs B) micis o/lHOpa3oBoro
PUIAOMY 3/I0POBUMHM CYO'€KTaM HaTIIECEPIIE.

[HIIOKO METOK HBOro JOCHIKEHHS Oyj10 OWIHUTH Oe3neKy Ta MNEepeHOCHMICTh
TOCITI/DKYBAHUX METO/IIB JIIKYBaHHS.

11. Jluzaiin KIiHIYHOTO
BUMPOOYBaHHS

Lle Oy0 oHONEHTPOBE, PAHIOMI30BaHE, OJIHO/1030Be, BIIKPHTE, IBOCTOPOHHE
nepexpecHe JI0CiHKeHHs 0i0eKBIBAICHTHOCTI

12. OcuoBHi kpuTepii
BKJTIOUEHHSI

VuacHHKM IOCIIDKEHHs IOBHHHI OyTH 3/J0pOBMMH, 4oJioBidoi abo kiHOdYoOI crarti,
JOPOCTMMH, Ki He TalATh, Big >18 no <65 pokis; 3 inaekcom macu tia (IMT) >18,5
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ta <30,0 kr/m?> ta Macoro Tina >50,0 kr g8 gonoBikiB Ta >45,0 Kr s JKIHOK.
[Tpouenypu CKPHHIHTY BKJTFOYATH iHhopMOBaHY 3rojy, KpuTepii
BK/IIOUCHHS/BUK/IIOUCHHS, ICTOPiI0 XBOpoOM Ta mpuifoMy JiKiB, nemorpadiyni jaHi,
BUMIpH Tilla, BHMIDIOBAHHS JKHTTEBO BXUIUBHX IIOKA3HHKIB, |2-KaHaIbHY
enextpokapaiorpamy (EKI), disndne oOcTexenHHs, CKpUHIHIOM cedl HAa HAPKOTHKH,
TECTOM Ha BariTHICTh y ceui (KIHKH), TECTOM Ha KOTHHIH Y ce4i Ta KIIiHiYHHMH
nabopaTopHuMH aHamizamMu (0iOXiIMi€l0, TeMaTONOTIYHHMH, CEPOJIOTIYHHMH Tal
aHaTI30M cedl).

13. JocnimkyBanuit
nikapchbKuit 3aci0, crmocid
3aCTOCYBaHHS, CHJIA JIiT

ATtopuc [Tmoc 10 mr/80 Mr TaGneTky, BKPUTI IUTIBKOBOIO 000IOHKOIO
(Bupobnux: KPKA, n.1.Hoso mecto, Cnosenis, €C)

Jloza: 10 mr/80 mr (oj1Ha komOiHOBaHa TabieTKa)

Croci 3acTocyBaHHS: NEPOPATHHO HATHIECEPLE

14. Ilpenapar
MOPIBHSHHS, 1032, CIIOCiO
3aCTOCYBaHHS, CHIa i1

Atozer® 10 mr/80 mr (EserumiG/ArtopeacraruH) TabaeTKH, BKPHUTI IUIIBKOBOIO
000JIOHKOIO

Jloza: 10 mr/80 mr (o1Ha KoMOiHOBaHa TabJeTKa)

Crocib 3acTocyBaHHS: IIEPOPATBEHO HATIIECEPIE

15. CynyTHs Teparris

OOMeXeHHS 3aCTOCOBYBAIHMCA JIsi YHUKHEHHsSI MOXJIMBOTIO BIUTMBY Ha Mpemnapar.
VYacHHKH JOCTIKEHHsS Oyl 3J0pPOBHMH 1, OTXKe, HE INpPUMMaIH KOJHHX JIKIB
panimre. J[OCHiTHUK Mir 3alpOCHTH INPH3HAYEHHS CYIYTHHOI MEJHKAMEHTO3HO]
tepamii (CJIT) abo nememuxamentosnoi Tepamii (HMT) y Biamoige Ha moGiuni
edexTH.

Oxnomy (1) yuacuuky (1,4% y4acHHKIB, SKi OTPHMYBaJIH J103y) OyJI0 NPH3HAYEHO
CYNyTHIO MEIMKAMEHTO3HY Tepamiio (areraMiHodeH) s JiKyBaHHA M0GIYHOIO
epexty (romoBHoro Ooso). ITix wac Bamimanii GioaHamiTuuHOro MeTojy OyIiO
MOKa3aHo, 10 aneraMiHodeH He BIUIMBAE HA 4ac yTpHMyBaHHS aHamiTy. OTxe,
CYIyTHE 3aCTOCYBaHHs aneTamiHo(eHy He BIUIMHYJO Ha JOCTOBIPHICTH pe3y/IbTaTiB
aHaizy.

'16. Kpurtepii orinku
e(EeKTHBHOCTI

90% reoMeTpHUYHOrO JOBIPYOro iHTEpBAILy BiTHOCHO ceperHboro 3HaueHHs AUCT2
ta Cmax e3etumi0y Ta AUCt i Cmax aTopBacTaTHHY JOCIiKYyBaHOTO [Ipenapary o
pedepertHoro mpenapary mae Oytu Mixk 80,00 1 125,00%.

17. Kpurepil OlliHKH
Oe3mnexu

[To6iuni ebextu (I1E), BUMiproBaHHs KUTTEBO BAXKIMBHX MOKA3HUKIB, CTaHIapTHI
nabopaTopHi JOCITIKEHHS T4 TeCT cedi Ha BariTHICTb.

18. CraTUCTHYHI METO/IH

Jlucnepcifianmit ananis (ANOVA) (PROC GLM) mpoBoauinu Ha norapudMiduHo
TpanchopmoBaniii mwrasmi ezetumiOy AUC7, ta Cmax Ta atopsacratuny AUCt,
AUCinf i Cmax.

Ha ocHoBi norapupmiuno TtpancGopMOBaHMX HaHUX OylI0 PpO3paxoBaHO

CITiBBiHOIIEHHS TEOMETPUYHMX JaHWUX [UIs JiiKyBaHHs Ta Bimmosimai 90%
nosipunx inTepsaitis (JI[) AUCt, AUC7, AUCinfi Cmax Oysiu po3paxoBami.
19. Jlemorpadiuni V [oCTi/DKeHHI B3SUIM yuyacTh 37 4osoBikiB Ta 30 — KiHOK. 3a €THIYHOK
[MOKA3HHKH camoifenTH(ikanico 44 yuacHHKH Hanexanu a0 Oimoi pacu, 10 — 10 a3iMCBKOI,
JI0CJT1/KY BaHOT 11 — 1o TeMHOIIKipoi, a 2 — 10 MyJbTHpacoBoi rpymH. Bikosui niamasoH
momy i (CTaTh, BiK, __|y4acHUKIB CTAaHOBHB Bij 18 10 65 pokiB.
paca, TOIIO) Yuie fv

20 Peaynmam

_|mniBkoBoio obononkow (BupobHuK: Krka, d. d., Hoso-mecro, Cioenis, €C),
HPOJEMOHCTPYBAB eKBIBAJIEHTHY IIBHIKICTH Ta CTYIiHb abcopOlii MOpIBHAHO 3

TocnimkyBanuii npenapar, TabieTku e3eTuMiOy/aropsactatuny 10 mr/80 mr, BKpHTI

[1a { 3 ORUT 1HAR CPEHTHUM IIPETIapaToM, AtozeroM® 10 mr/80 mr (E3ETHM16/ATOpBaCTaTHH) y
MEHENMEP 8 E 151 jiytbo_pm TabneToK, BKPHTHX ILTIBKOBOK OOOJNOHKOK (BIACHHK —pEECTpalifHOro
PECCTPANLS Hocgiuenns: Organon Healthcare GmbH., Himeuuunna, €C), micns 01HOpas’oBoro
ﬁl |KAPChHEWX  JACOE |fepopansioro mpuifoMy 310pOBHM HOJNOBiKAM Ta JKiHKaM, sKi HE [MaiATh,
Hepwosa A M
Y.
21 04 2026 C :



Hariecepie. MoxHa 3poOHTH BUCHOBOK 10710 Oi0€KBiBAJIEHTHOCTI JOCIIKYBAHOTO
Ta peepeHTHOr0 MpenapaTis MO0 3araIbHOO €3eTHMIOY Ta aTOpBacTATHHY.

21. Pe3ynsTaTH OIliHKH
De3nexu

3arajioM mij 4ac bOro J0CIiDKEHHs 0yJ10 3apeecTpoBaHo 27 nobiuHuX e(eKTiB, o
BUHMKIH 1iJ dac Jdikysanus (TEAEs), mo Bpasunu 20 yuacuukis (28,6% y4acHHUKIB,
ki otpumyBam 103y). Cimuaausts (17) TEAES, mo Bpaswiu 13 yuacHukis
(18,6%), Oynu omiHeHi s noB's13aHi 3 MPENAPaTOM, MOXIIABO, 3 IOCIII[KYBAHAM
nikapcbkuM 3acobom (IMP). Vei TEAESs Gy nerkuMu 3a Tsxkictio. ITix uac
IIPOBEICHHS [[LOTO JOCII/UKEHHS HE OYJI0 3apecCcTPOBAHO HKO/IHUX CEPHO3HUX
noOiunux edekrie (SAEs).

22. BucuoBok
(3aKITFOUEHHS)

JlocnijpkyBanbHUH — mpemapar, TaONeTKH, BKPHTI  IUTIBKOBOIO  OOOJIOHKOIO,
Eserumi6/Atopsacrarun 10 mr/80 mr (KPKA a.1., HoBo mecro, Crosenis, €C),
[IPOJIEMOHCTPYBaB CKBIBJICHTHY INBHJKICTH T4 CTYMiHb aOcopOIil MOpiBHSHO 3
pedepentHuM mnpenaparoM, Atozer® 10 mr/80 wmr (Esermmi6b/Artopsactarun)
TaOJIeTKH, BKPHTI IIiBKOBOIO 000ioHKO0I0 (Opranon Xenckep I'mOI°, Himeuynna),
icisl OJJHOPAa30BOrO MEPOPATHLHOTO IMPUHOMY 3[0POBHM CYO’€KTaM, sKi He NaliTh
4OJIOBIYOI Ta XKIHOYOI cTaTi HaTmecepue. bioekBiBaneHTHICTH Oya miTBEpIKEHA SK
JUIs 3aranbHOro esetumiOy, Tak 1 aums aropBactaTuHy. OOuWaBa mnpernapard
XapaKTepU3yBATUCS HAISKHUM Ipodinem Oe3nekd Ta JOOPOIO MEPEeHOCHMICTIO; ITi/]
qac JOCIiKEHHS HOBHX Ipo0JeM i3 6e3MeKoIo He BUSBIICHO.

3asiBHUK (BJIACHUK
peecTparifHoro
MIOCBITYCHHS )

(mignuc)

Sna Penenp
(T.1.B.)

‘{q MIramn: KPKA
KPKA
Toeapna 3apagin a.1. (KRKA Tovarna
zdravil, d.d.),
Hogo Mecto, CnoeeHisa (Novo mesto,

Slovenia)
2521

NIKAPCBHHX ™ SACEE38-2).<7
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Annex 29

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration)

3

as well as expert review of material for changes to registration materials

1. Name of medicinal product (if
available — number of registration
certificate):

1) the type of medicinal product for
which the registration was made or
planned

2) the undertaken study:

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports
concerning their validation

2) absorption

during the validity of the registration certificate
(art. 4, section IV)

Ezetimibe/Atorvastatin 10 mg/10 mg film-coated tablets,
Ezetimibe/Atorvastatin 10 mg/20 mg film-coated tablets,
Ezetimibe/Atorvastatin 10 mg/40 mg film-coated tablets,
Ezetimibe/Atorvastatin 10 mg/80 mg film-coated tablets

Generic medicinal product

0 yes X no ifnotexplain

Pharmacodynamic,
pharmacokinetic and
toxicological properties of
active substances
ezetimibe/atorvastatin are
well known. Therefore,
additional studies are not
required.

Mepnosa N1 M
28 10 2025



3) distribution /

4) metabolism /
5) excretion /
6) pharmacokinetic interactions /
(preclinical)

7) other pharmacokinetic studies /

4. Toxicology:

1) single-dose toxicity /
2) toxicity in case of repeated injections /
3) genotoxicity: /
in vitro

in vivo (including additional /
toxicokinetic assessment)

4) carcinogenicity: /
long-term studies /
short-term or medium-term studies /
additional research /

5) reproductive toxicity and toxic effects /
on offspring development:

impact on fertility and early embryonic  /

development
embryotoxicity f
3l | A
" OAX
prenatal and postnatal toxicity / p
NKAPC

Hephosa NI M
28 10 2025



studies in which the medicine is
administered to offspring (non-mature
animals) and/or evaluated for long-term
effects

6) local tolerability

7) additional toxicity studies:
antigenicity (antibody formation)
immunotoxicity

study of mechanisms of action
drug dependance

metabolite toxicity

toxicity of impurities

other

5. Conclusions on preclinical study

Based on the available data of the individual compounds,
preclinical data on the ezetimibe/atorvastatin combination
and data from a comparable combination product there are
no causes for significant toxicological concern for
ezetimibe/atorvastatine combination.

Applicant (holder of Dﬂ/}(

registration (signature)

certificate) Junis Rocsl]
(Name)

7 | AHO 3 NERIALJ M“:ujyb(:
OAXIBEUD E’T{»Ml@f .xg°
PEECTP
NIKAPCBHUX UALOBIB
Hepuosa NI M

28 10 2025
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Annex 30

to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section I'V)

1. Name of medicinal product Atoris® Plus 10 mg/10 mg film-coated tablets,

(if available — number of Atoris® Plus 10 mg/20 mg film-coated tablets,

registration certificate): Atoris® Plus 10 mg/40 mg film-coated tablets,
Atoris® Plus 10 mg/80 mg film-coated tablets

2. The applicant Krka, d.d., Novo mesto Smarjeska cesta 6, 8501 Novo mesto
Slovenia

3. Manufacturer Krka, d.d., Novo mesto Smarjeska cesta 6, 8501 Novo mesto
Slovenia

4. the undertaken study: X yes 0 no if not explain

1) the type of medicinal Generic medicinal product

product for which the
registration was made or

planned

5. Full name of clinical KRKA's STUDY CODE; 23-751

research, coded number of A Single-Dose, Bioequivalence Study of Two Formulations of
clinical research Ezetimibe/Atorvastatin 10 mg/80 mg Film-Coated Tablets under

Fasting Conditions

Protocol: 2023-5472, version 1.0, June 01 2023

6. Phase of clinical research  bioequivalence study

7. Time frame of clinical 17.06.2023 — 16.08.2023

research

8. Countries where the Canada

clinical research was

conducted

9. The number of persons Planned: 70

under investigation: Completed: 67

10. Purpose and secondary The primary objective of this study is to evaluate the bioequivalence of
objectives of the clinical total ezetimibe and atorvastatin from the Test Product Treatm;gg&zéﬁ;;n
research versus the Reference Product (Treatment B) s y Da

after a single dose in healthy subjects under fasting condi ‘_’ﬁg. b ke
The secondary objective of this study is to evaluate the Sﬁf@t}p/énd
tolerability of the study treatments I(5 <[ Qo5

G = A0 i
f=ol T .
11. Clinical research design ~ open-label, single-dose, randomized, t&&l;&}&ﬁl :rx&-téﬁ’t%gnk,lt&mﬂ /
sequence, crossover, bioequivalence stu&‘}l#_’ HEAKEP Blﬁ..ﬂ i ”y 7

PEECTPARE Trecs/

NIKAPCbRUX 3ACEBB—"

y ; K

CONFIDENTIAL Kepwosa T M ///,/
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12. Main inclusion criteria

13. Test medicinal product,
method of administration,
strength

14. Reference substance,
dose, method of
administration, strength

15. Concomitant therapy

16. Efficacy evaluation
criteria

17. Safety assessment criteria

18. Statistical methods

19. Demographic indicators
of the population study
(gender, age, race, etc.)

[’

MODULE 1

VOL: 1;P:6/7

The study population included non-smoking, male, and female subjects,
18 to 65 years of age, with a body mass index >18.5 to <30 kg/m2 , who
were deemed healthy based upon a medical history, 12-lead
electrocardiogram (ECQ), laboratory evaluation (hematology,
biochemistry, serology, and urinalysis), physical examination, vital signs
measurements (blood pressure [BP], pulse rate [PR], respiration rate
[RR], and temperature). At screening, eligible subjects did not test
positive for urine cotinine or urine drugs of abuse, and female subjects
were not pregnant.

Atoris® Plus 10 mg/80 mg, film-coated tablets
(Manufacturer: Krka d. d., Novo mesto, Slovenia, EU)
Strength: 10 mg/80 mg (one combination tablet)
Mode of Administration: Oral under fasting conditions

Atozet® 10 mg/80 mg (Ezetimibe/Atorvastatin) film
coated tablets

Strength:10 mg/80 mg (one combination tablet)

Mode of Administration: Oral under fasting conditions

Restrictions applied in order to avoid possible effects on drug Subjects
enrolled in this study were healthy and, therefore, were not using any
prior medications. The investigator could request the administration of
concomitant drug therapy (DT) or non-drug therapy (NDT) in response to
AEs.

One (1) subject (1.4% of subjects dosed) was administered concomitant
drug therapy (acetaminophen) for the treatment of an AE (headache).
Acetaminophen was shown during validation of the bioanalytical method,
to exert no interference effects on analyte retention times. Consequently,
the concomitant use of acetaminophen had no impact on the integrity of
the assayed results.

The 90% Cls of the relative mean plasma total ezetimibe AUC72 and

Cmax and atorvastatin AUCt and Cmax of the Test to Reference Products
should be between 80.00 and 125.00%.

An assessment of safety was based primarily on the incidence, frequency,
and severity of adverse events (AEs).

Analysis of variance (ANOVA) (PROC GLM) was performed on log
transformed plasma total ezetimibe AUC72, and Cmax, and atorvastatin
AUCt, AUCinf, and Cmax. Based on log transformed

data, ratios of the geometric means for treatments and the corresponding
90% confidence intervals (CIs) were calculated for AUCt, AUC72,
AUCinf, and Cmax.

There were 37 males and 30 females. Of these 44 were White, 10 Asian,”
11 Black and 2 Multiracial. Participants were aged betweg 18 and 65
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20. Efficiency results

21. Safety results

22. Conclusion (evaluation)

Applicant EL/“

(holder of
registration
certificate)

Janja Recelj

z
-

MODULE 1
VOL: 1;P:7/7

The Test Product, Ezetimibe/Atorvastatin 10 mg/80 mg film-coated
tablets (Manufacturer: Krka, d. d., Novo mesto, Slovenia, EU), exhibited
equivalent rate and extent of absorption compared to the Reference
Product, Atozet® 10 mg/80 mg (Ezetimibe/Atorvastatin) film coated
tablets ( MAH: Organon Healthcare GmbH, Germany, EU), after a single,
oral dose in healthy, non-smoking, male and female subjects under fasting
conditions. Bioequivalence of the Test and Reference Products can be
concluded with respect to total ezetimibe and atorvastatin.

A total of 27 treatment-emergent adverse events (TEAEs) affecting 20
subjects (28.6% of subjects dosed) were reported during this study.
Seventeen (17) TEAESs, affecting 13 subjects (18.6%) were assessed as
being drug-related, possible relationship to the investigational medicinal
product (IMP). All TEAEs were mild in severity. No serious adverse
events (SAEs) were reported during the conduct of this study.

Ezetimibe/Atorvastatin 10 mg/80 mg film-coated tablets (Krka, d. d., Novo
mesto, Slovenia) demonstrated equivalent absorption rate and extent to the
Reference Product, Atozet® 10 mg/80 mg (Organon Healthcare GmbH,
Germany), following a single oral dose under fasting conditions.
Bioequivalence was confirmed for both total ezetimibe and atorvastatin.
Both treatments were safe and well tolerated, with no new safety concerns
identified during the study.
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