Homarok 30

no Ilopsaky npoBeaeHHS €KCIIEPTH3H
peecTpaniitHux MaTepiaiiB Ha JiKapchKi
3ac00H, 110 MONAIOTHCS Ha JIEPKABHY
peecTpallito (epepeecTpaniio), a TAaKoxK
EKCIIEPTU3H MaTepialliB Mpo BHECEHHs
3MiH JI0 peecTpaliifHuX Marepiaiis
MPOTATOM Jii peecTpauiiHoro
MOCBIAYCHHS

(myHKT 4 po3niny [V)

3BIT
Npo KJiHiYHe BUNPOOYyBaHHS

1. Ha3Ba
JIKapCchLKOro 3aco0y
(3a HasBHOCTI -

Jlexenop®, TabiieTKH, BKPHTI IUTIBKOBOX 000IOHKOIO, TI0 25 MT

HOMED
peecTpaliitHoro

IOCBITYCHHS )

2. 3asBHUK KPKA, n.1., Hoso mecTo

s, BapaGize Bupo6uuureo “in bulk” rorosoro JI3, nepeuHHA Ta BTOPHHHA YNAKOBKA, KOHTPOJIb

cepii rorosoro JI3, Bunyck cepii rorosoro JI3

KPKA, n.1., Hoo mecto, IlImap’emxka necra 6, 8501 Hoso mecto, CroBeHis

4. Ilposeneni
TOCTIDKEHHSA

I Tak O Hi SKINO Hi, O0IPYHTYBATH

1) Tin miKapcHKOro
3aco0y, 3a IKUM
IIPOBOIMIIACS ab0
IUIaHYEThCS
peecTpartis

| enepuunumii Tikapcekmit 3aci0; 3mina, mo notpebGye HOBOT peecTpaii

5. IloBHa Ha3Ba
KJIIHIYHOTO
BHIIPOOYBaHHS,
KOJOBaHHH HOMEp
KJIIHIYHOTO
BUITPOOYBaHHS

Hassa jgocaizkenns: OIHOI030Be, IEpEXPECHE MOPIBHSIBHE JOCIIKEHHS
GiomocTynHoCT nexckeTonpodery 25 Mr, TabIeToK, BKPUTHX ILTIBKOBOO 0G0IOHKOIO,
Y 3/10pPOBHX YOJIOBIKIB 1 )KIHOK-100POBOJIBLIB Y CTaHi HATINE

Ko nocmijokenns Ne: 17-561

6. ®aza KIHIYHOTO
BUIIPOOYBaHHS

[ (mocniukeHHs 3 610eKBIBAIEHTHOCTI )

7. Iepion
[IPOBEICHHS
KJIIHIYHOTO
BUNIPOOYBaHHS

17.02.2018 — 27.03.2018




8. Kpaiuu, e
[IPOBOTHIIOCS
KJIHIYHE
BUNIPOOYBaHHS

Kanama

9. KinbkicTs ocib,
[Ki Opayi yuacts y

3angaHoBaHO Ta BKIIOYEHO: 36
Kinekicts 0ci6, siki Opamu ywacts y dapMakokiHeTHUHHX BUIIPOOYBaHHIX
CTaTHCTHYHOMY aHami3i: 35

Ta

IOCTDKEHH] 2 . " :
YuacTh npuruHEIM: 1 cy6’eKT BHITyYEHO 3 JOCIIKEHHS Yepe3 O3UTHBHMIL CKPUHIHT Ha
KOTHHIH JI0 Iepiojy 2 103yBaHHs.
10. Meta Ta Mertoro uporo moctimkenns Gy10 OLIHATA Ta MOPIBHATH (bapmakokineTuky (OK) TPBOX
BT(') i e PIBHHX PELENTYp ACKCKeTOmpod)eHy Mic/s NepopalbHOro HPUHOMY OJHOPA30BOI 103H
P! [Iperapary Harlie.
KJIIHIYHOTO
BUIIPOOYBaHHS
11, Misatin OnHoneHTpOBE,  paHjOMi30BaHE,  OJHOJO30Be,  1aBOPATOPHO-CINE,  MepeXpecHe
I{HiHi‘{HOI‘O JIOCTTI/DKEHHS OPIBHATBHOT 6i0/10CTyIIHOCTI B 3 nepiosiax Ta 6 MOCITiI0BHOCTSIX, IPOBEIEHE
HaTIe. ¥ A0C/IiDKeHHI Opain yuacTs 36 310pOBHX YONIOBIKIB Ta JKiHOK.
BUIIPOOYBAHHS
14, Bistaiad Yonosik uu kiHka, Bikom He MeHIue 18 pokis, ae He cTapie 55 poki. OCHOBHAMH
e KPHUTEPISIMU BKJIFOYEHHS OYIIH:
KpHTEPI * mianucana gopma indopmosanoi sroau (®I3)
BKJTFOUCHHS

* 3/I0POBI 10pOCTi TOOPOBOJIBIII

* HEKYPsIIIi ab0 KOJHMIIHI KypIri

* ingexc Macu Tina (IMT) Bix 18,5 kr / M2 10 30,0 kr / M2

* JKO/IHOT KJIIHIYHO 3HAYyIO] naToIoril B eneKTpokapaiorpami 3 12 sixsenennamu (EKT),
IIPOBEIEHO] Ha MOYATKY JIOCIiDKEHHS, HE BHSBICHO

* HETaTHBHHUH TECT Ha BariTHICTD IS XKiHOK

* 3]I0POBI 3a JaHUMH icTOPii XBOpoOH, moBHE (iznuHe 06CcTeKEHHS (BKIIOYAIOYH KUTTEBO
BaXK/IUBI IOKA3HUKK) Ta 1a00paTopHi A0C/ipKeH s (3aranbHa 6ioxXiMis, reMaTosIoris Ta
aHasi3 cedi), BKIIOYAIOYH HETATHBHI TecTH Ha Bipyc imyHonedimuTy moaunu (BLI),
reniatutT B Ta renatut C, a TakoX HETATHBHHUIA CKPHHIHT HA AIKOr0JIb, KOTHHIH Ta
3JI0BXKHBAHHS HAPKOTHKAMH,

13. NocmimxyBaHuii
nTiKapchKui 3acid,
crocio
3aCTOCYBaHHS, CHJIA
it

Jocmimkysanuii ikapcekuit 3acié 1: JlexckeronpodeH, TabIeTKH, BKPHTI IMTiBKOBOK
000JIOHKOI0, 25 MT

Cnocib 3actocyBanus: [lepopaisro

Jlo3yBanus: 25 Mr

Cepist Noe R43134

Jlocnipkysanuii mikapeekuit 3aci® 2: JlexckerompodeH, TableTKH, BKPUTI IJIIBKOBOI
000JIOHKOIO, 25 MI'

Crnocib 3acrocyBanns: [TepopansHo

JlosyBaHHs: 25 Mr

Cepia Ne R43135

14. ITpenapar
MOPIBHSHHS, 71034,
crocio
3aCTOCYBaHHS, CHJIA
i

Pedepentnuii mikapcekuit 3aci6: Cumnan® (iexckeronpoden), TabJIeTKH, BKpPHTI
I1JIIBKOBOIO O0OJIOHKOIO, 25 MI

Crnoci6 3acrocyBauus: [lepopainbro

JlozyBaHH:: 25 Mr

Cepis Ne 71090
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15. Cynytus 3acTocyBaHHA CYNYTHBOI Teparii 3a00poHEHO (BKIHOYAOYH npuiiom Oe3penenTypHux
Teparris (OTC) npenapariB nporsirom 7 mHIB 10 MOYATKY IpUAOMY Iepuioi Jo3M Ta Iij yac
JIOCTTIDKEHHS, KOHTPAIENTHBM CHCTEMHOI il Ta 3aMicHa ropmMoHaibHa Ttepamiro HE
JI03BOJICHA [IJIsl BUKOPHUCTAHHS KIHKaM)

16. Kpurepii Ouinky 6iOeKBiBATEHTHOCTI MPOBOAMIM HLUIAXOM TMOPIBHAHHS (hapMAKOKIHETHIHHX
OIIIHKH NapaMeTpiB TPLOX PI3HUX PELEnTyp ACKCKeTOnpodeHy Micas mpuioMmy OJIHOPA30BOT
e(peKTHBHOCTI IIEPOPATIBHOT JI03K B YMOBAX HATIIIE.

Jlna xoxHoro nopisusuna (Jocmipkysanuit JI3-1 nporu Pedepentroro JI3 Ta
Jocnimkysanuii JI3-2 npotu Pedepentroro J13) cy6’exTu, sIKi HagaBaiy OmiHIORaH 1aHi
futst 000X BHJIIB TiKYBaHHSL, 110 PEICTABIIAIM iHTEpec, TOBHHH] Oynu 6yTH BKITFOUEHI 10
@K Ta CrarMCTHYHOTO aHamizy. Y [boMy BHIIPOOYBaHHI IPEJICTABIISLIIA  iHTEpeC
nopisusuEs Jlocmimkysanuit JI3-1 nporu Pedepentroro JI3 ta Hocnimxysanuii J13-2
npotu Pedepentroro JI3.

CriBBiZHOIIEHHS T€OMETPHUHHX CEpeNHiX 3HaueHb LS 3 Biamosizmum 90% JIOBIpYAM
IHTEPBATIOM, PO3PAaXOBaHE HA OCHOBI EKCIOHEHIHATBHOI pI3HALI MDK KOXKHOIO
penentypoto [locmimkysanoro JI3 Ta Pedepenrnoro JI3 s norapubmivao
nepeTropenux napamerpis Cmax ra AUCO-T 3HaxouIuch B MexKax MpHHHATHOCTI Bij
80,00 1o 125,00% miamazony 6i0eKBiBAIEHTHOCTI.

17. Kpurepii besmeky npenapary BU3HAYaIM HUISXOM OLiHKHM HeGaanux ssum (HS), cranmapramux
ouinku Oesnekn  [TaGOPaTOPHMX OLIHOK CEPOJIOTiYHMX TECTiB HA BAriTHICTH Ta MOKA3HHUKIB KHUTTEBO
BXTHBUX (DYHKITiM.

18. Cratuctiuni  |OCHOBHI napaMeTpy MOTTHHAHHS TA AWCIO3MIT Gy PO3PAaXOBaHi 3 BHKOPHCTAHHSM
METOIH HEKOMIIOHEHTHOI'O TIXOAY 3 TPHITYIIEHHSM JIOrapupMidHO-TiHiiiHOT KiHIeBol (asm.
lIpaBuiio Tpanenii 6y10 BHKOPHUCTAHO [UIS OLHKH LI I KpuBoo. OmiHKa KiHIIeBOT
(asu Gasypanacs ma Makcumizauii koedimienta nerepminanii. dapMaKoOKiHETHIHIME
napaMeTpaMy Iboro gociimkenHs Oymm Cmax, Tmax, AUCO-T, AUCO-o0, 3anumkosa
roma, Az ta T1/2.

Craructuynuii ananis GasyBaBcs Ha Mojesi MapaMeTPHYHOTO IMCIEPCHOrO aHaIi3y
(ANOVA) dapmakoxineTHdnux napamerpiB; ABocTopoHHIH 90% noBipumii inTepsan
Bi/JHOIIEHHS TeOMeTpUUHHX cepennix s Cmax, AUCO-T ta AUCO-o 6a3ysases Ha In-
TpaHc(opMOBaHHX JaHKX; napameTp Tmax GyB paHro-IepeTBOPEHHIA.

[cTopis XBOpoOH Mijl 4ac CKPUHIHTY BKIIIOYAA BCi 3alIMTAHHS MEJHYHOTO Ta KIIiHIIHOTO
MEPCOHAITY, MOB’A3aH1 13 CaMONOYYTTAM Cy0’€KTa Ta ICTOPIEH) BiANMOBIAHHX MHHYJIMX
MEJIMYHUX MOAIH/ mocBimy. Icropist xBopoOu BKIHOYana Bei gemorpadiumi gami (Bik,
CTaTh, paca, Bara Tila 3 ypaxyBaHHIM OJArY Ui puMimeHHs, 3pict ta IMT) ta 6a3osi
XapaKkTepUCTHKH. Takox Oy/M 3BHYKH MO0 MPHHOMY ITKOTOIIO Ta MaTiHHS.

19. lemorpadiuni
MMOKa3HUKH
JTOCJTI/KYBaHOT
MOMyJIAIil (CTaTh,
BiK, paca, ToII0)

20. Pesyssrary Hocaixxysanuii JI13-1 npomu Pedepentroro JI3
eeKTHBHOCTI PDapmakoKiHeTHYHI MapaMeTpH
JMexckeronpoden
ITAPAMETP Hocaimxysannii JI3-1 'Pefl)epeﬂﬁmﬁ J3 ! - W /4
(Cepina Ne R43134) (n=35)"
(n=35)"
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A

CEPE/IHE 3HAYEHHSA C.V.(%) | CEPEAHE 3HAYEHHA | C.V. (%)

Cmax (Hr/mma) 3570.9 (30.5) 3408.4 (33.0)

In (Cmax) 8.1285 (4.3) 8.0732 (4.6)
Tmax (roa)? 0.50 (0.25-1.50) 0.50 (0.25-2.50)
AUCO-T 4338.3 (22.9) 4393 .4 (21.9)

(Hr-rog/mn)

In (AUCO-T) 8.3517 (2.6) 8.3648 (2.6)
AUCO0-0 4456.7 AT 4539.0 (22.0)

(Hr-rop/min)

In (AUC0-0) 8.3790 (2.6) 8.3971 (2.6)
3anuiukosa 3.36 (22.8) 325 (25.9)
nutowa (%)

Az (rox™) 0.4666 (18.9) 0.4758 (22.9)
T1/2 (ron) 1.54 (22.1) 1.53 (22.5)

? [ipeJcTaBieHi MeliaHa Ta JAianasoH
®n =34 q1a AUCO-c0, 3anummkoBa miowa, Az i T1/2

Crarvcrayauii aHaxis

Heckeronpoden

IIAPAMETP | BHYTPI | TEOMETPHYHI CEPEAHI | BIJITHO 90 % AOBIPYI
IIHBOCYB' KBAAPATUYHI 3HAYEHHA® (IIEHHSI| THTEPBAJIU (%)

€KTHA | Hocaimkysa | Pedepent | (%) | HUOKYWUN | BULLIUI
BAPIA nui JI3-1 nuii JI3
BEJBHICTb | (Cepist Ne (n=35)
R43134)
(n=35)
Cmax (Hr/mi) 213 3378.8 3203.7 105.47 96.84 114.86
AUCO-T 7.0 4232.2 4290.5 08.64 95.88 101.48

* OOUHULEAMM € HI/mi 1jis Cmax Ta Hr-roa/ma wis AUCO-T

HNocaixxysannii JI3-2 npomu Pedepenrnoro JI3

DapMaKOKiHETHYHI NapaMeTpH

(Vo] //L /m)

Jexckeronpoden 1 , A
Toraedl0\7)
ITAPAMETP Jocaimxysanuii JI3-2 Pedepentamii JI3 [
(Cepia Ne R43135) (n=35) v
(n=35)




A )
A

CEPE/IHE 3HAYEHHSA C.V.(%) | CEPEXHE 3HAYEHHS | C.V. (%)

Cmax (Hr/mn) 3378.4 (30.8) 3408.4 (33.0)

In (Cmax) 8.0808 (3.7) 8.0732 (4.6)
Tmax (rog)? 0.50 (0.33-1.50) 0.50 (0.25-2.50)
AUCO-T 4317.6 (23.1) 4393 .4 (21.9)

(Hr-roa/mu)

In (AUCO-T) 8.3458 (2.7) 8.3648 (2.6)

AUC0-0 4461.1 (22.8) 4540.0 (21.7)

(Hr-rog/mmn)

In (AUC0-o0) 8.3792 (2.6) 8.3980 (2.6)
3anuiikoBa 3.28 (26.8) 3.26 (25.5)
miowa (%)

Az (rox™) 0.4773 (19.0) 0.4750 {22.7)
T1/2 (rom) 1.50 (19.0) 1.53 (22.2)
® mpeacTar/eHi Me/liaHa Ta Jiana3oH
CrarucTuvHHii aHANI3
Jeckeronpoden
ITAPAMETP | BHyYTPI | TEOMETPHYHI CEPEAHI | BITHO 90 % JOBIPYI
WHBOCYB' KBAJIPATHYHI 3HAYEHHA®* ([IIEHHS| IHTEPBAJIH (%)
€KTHA | locaimxyBa | Pedepent (%) HUW)XYUU | BULLIUA
BAPIA aui JI3-2 auii JI3
BEJILHICTL | (Cepis Ne (n=35)
R43135)
(n=35)
Cmax (Hr/mi) 255 3232.1 3195.6 101.14 91.36 111.98
AUCO-T 6.7 4208.3 4289.1 98.12 95.49 100.82

* OJIMHULSAMH € HI/mi ans Cmax ta °Hr-rog/ma wis AUCO-T

%/My



21. Pesyneratn
OLIIHKHK Oe3leKku

Y X0l Uporo JOCIIIKEHHS KOAHOTO BUIAIKY CMEpPTi abo CEpHO3HUX HeDaKaHWX SIBUIIN
(CHSI) me 3adikcopano. Joana ocoba, sika 6paia y4acTb y AOCHiKEHHI, He Oyna
BHK/IFOUEHa JIOCIIAHUKOM 3 MipKyBaHb Oe3neku. B minomy Gyso 3apeectpoano 3 HSI y3
(8,3%) 3 36 mauienTiB, sKi Gpanu yuacTs y (bOMy AOCTIIKEHH], 3-TIOMIsK [IUX ABHIL 2 Oyno
BHABJICHO ITC/Is IPUHOMY J0CIiIKYBaHOro JiKapehkoro 3aco0y 2, ta 1- micis npuiomy
pedepenTHoro mikapebkoro 3aco0y. ommoro HS me Oyji0 BHSIBICHO Micisl mpUifoMy
JLOCJIL/DKYBAHOIO Jlikapchkoro 3aco0y 1. Bimemicts HS me mor’saysamu i3 npuiioMoM
mikapceKux 3acobiB (2 HA; 67%), i BCi BOHM 3HMKIIH HAIPHKIHIN 10C/TLDKEHHS.

ITix 4ac npoBeaeHHs JOCIKSHHS He BUHUKAJIO JKOIHUX HOBHX MPOGIIeM, SIKi
CTOCYBalUCsl O MUTAHHS OE3EKH.

22. BucHoBok
(3aKTIOueHHS)

Jlocnimpkysanuit nikapeskuit 3aci6 1 (Jlexcketonmpoden, TabieTk, BKPHTI ILTIBKOBOIO
obomonkoro, 25 mr, Cepis Ne R43134, Kpka, 1.1., Horo mecro, Cnogenis, €C, BBaxaeTbCs
OiloekBiBaleHTHUM pedepeHTHOMY JiKapchkoMy 3acoby (Cumman®, TabieTku, BKPHTI
IIIBKOBOK 000I0HKOI, 25 Mr, Bracnuk Peectpamiiinoro mocsigueHss: JlaGoparopioc
Menapini C.A., Icnanisi, €C) B ymoBax npuitomy Harme.

JocuiokyBanuii nikapeekuit 3aci6 2 (JlexcketompodeH, TabneTKH, BKPHTI ILUHBKOBOIO
obononkoro, 25 mr, Cepist Ne R43135, Kpka, 1.1., Hoeo Mecto, Ciiosenis, €C. BBa)aeThCs
OioekBiBaleHTHUM pedepeHTHOMY JiKapchkomy 3acoby (Cumnan®, TabrerTku, BKPHTI
ILUTIBKOBOIO 000JI0HKOM0, 25 Mr, JlaGoparopioc Menapini C.A., Icmanis, €C) B ymoBax
[IPHAOMY HaTIIE.

ObuBa nocioKyBani JiikapehbKi 3aco0u Oyimu Br3HaHi GioeKBiBaeHTHIMY pedepeHTHOMY
nikapcekoMy 3aco0y. Ha ocHOBI zemo kpamnoi TeXHOTOri9HOCTI Ta XiMivHOT cTabiabHOCT
perenTypu R43135 (mocmimiysanuii nikapebkumii 3aci6 2), came Horo pementypa Oyia
MiITBEP/DKEHA K OCTATOYHHH CKJIAI IPenapary.

3asgBHUK (BIACHHK
peecTpaiiiHoro
MTOCBIAYEHHS )

(mianumc)

Sus Penens
(Il. . B)




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 [V)

1. Name of medicinal product (if available -  Dekenor® film-coated tablets 25 mg
number of registration certificate):

2. The applicant KRKA, d. d., Novo mesto

3. Manufacturer Manufacture of the bulk finished product, Primary
and secondary packaging, batch control of the finished
product and batch release of the finished product:

KRKA, d. d., Novo mesto
Smarjeska cesta 6
8501 Novo mesto

Slovenia

4. the undertaken study: % yes o no if not explain




1) the type of medicinal product for which the Generic application; line extension of marketing

registration was made or planned

5, Full name of clinical research, coded
number of ¢linical research

6. Phase of ¢linical research
7. Titne frame of clinjea research

8. Countries where the clinical research was
conducted

9. The number of persons under investigation:

- 10. Purpose and secondary objectives of the
clinical research

'171.. Clinical research design

12. Main inclusion criteria

authorisation

Title of Study: Single Dose Crossover Comparative
Bmavallablhty Study of Dexketoprofen 25 mg Film-coated
Tablets in Healthy Male and Female Volunteers / Fasting
State, study code 17-561

1 (bioequivalence)

from17th February 2018 until 27th March 2018

Canada

Planned and included: 36 _
Considered in the pharmacokinetic and statistical analysis:
35

Participation discontinued: 1 subject withdrawn from the
study due to positive screening of cotinine prior period 2

_dosing.

The objective of this study was to evaluate and compare the
pharmacokinetics (PK) of three

different formulations of dexketoprofen after a single oral
dose administration under fasting conditions.

A single center, randomized, single dose, laboratory-

blinded, 3-period, 6-sequence, crossover comparative

bioavailability study conducted under fasting conditions on
36 healthy male and female subjects..

Male or female, at least 18 years of age but not older than

55 years. The main inclusion criteria were:

* signed informed consent form (ICF)

» healthy adult volunteers

* non- or ex-smokers

+ body mass-index (BMI) within 18.5 kg/m2.to 30.0 kg/m2
» 10 clinically significant abnormality found in the 12-lead
electrocardiogram (ECG) performed at study entry

» negative pregnancy test for female subjects

» healthy according to medical history, complete physical
examination (including vital signs) and laboratory tests
(general biochemistry, hematology and urinalysis),

including negative Human Immunodeficiency Virus
(HIV), Hepatitis B and Hepatitis C.tests as well as negative
screening of alcohol, cotxmne and drugs of abuse.

./ G Gl
_. % (,;(/-[ 78 /Lé (’L/




13. Test medicinal product, method of
administration, strength

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

15. Concomitant therapy

16. Efficacy evaluation criteria

- 17. Safety assessment criteria

18. Statistical methods

Thalf
y : //L/MK &//ﬁ" ¥ k)

Test 1: Dexketoprofen 25 mg film-coated tablet
Method of administration: Oral

“Strength: 25 mg

Batch no.: R43134

Test 2: Dexketoprofen 25 mg film-coated tablet

Method of administration: Oral

Strength: 25 mg

. Batch no.: R43135

Refererice Product: Sympal® 25 mg film-coated tablet

(dexketoprofen)
Method of administration: Oral
Strength: 25 mg

“Batch no.: 71090

No. concomitant: therapy allowed (including over-the-

_counter (OTC) products for 7 days prior to the first dosing -
- and during the study, systemic contraceptives and hormone
- teplacement therapy NOT permitted for female subjects)

Assessment of bioequivalence was done by comparing

.pharmacokinetic parameters of the  three different
- formulations of dexketoprofen after a single oral dose
- administration under fasting conditions.

For each comparison (Test-1 vs Reference and Test-2 vs

“Reference), subjects who provided evaluable data for both -
“treatments of interest were to be included in the PK and
statistical analysis.In this trial, the comparisons of interest
“were Test-1 versus Reference and Test-2 versus Reference.
- The ratio of geometric LSmeans with corresponding 90%
- confidence interval calculated from the exponential of the
-difference between ecach Test formulation and the

Reference formulation for the In-transformed parameters -

 Cmax and AUCo.7 were all to be within the 80.00 to-125.00%
bmeqmvalence Tange.

Safety was evaluated through assessment of adverse events -

(AEs), standard laboratory evaluations Serum Pregnancy

Tests, and vital signs.

“The main absorption and disposition parameters were

calculated using a non-compartmental approach with a log-

linear terminal phase assumption. The trapezoidal rule was

used to estimate area under the curve. The terminal phase
estimation was based on maximizing the coefficient of
determination. The pharmacokinetic parameters of this trial
were Cmay, Tmax, AUC(’}-T, AUCDm ‘residual area, AZ and

{/51/




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

The statistical analysis was based on a parametric analysis
of variance (ANOVA) model of the pharmacokinetic
parameters: the two-sided 90% confidence interval of the
ratio of geometric means for the Cmax, AUCy.1 and

AUCh.«

was based on In-transformed data: the Tmax

parameter was rank-transformed.

The medical history at screening included all queries by the
medical and clinical staff related to the subject’s well-being
and history of relevant past medical events/experiences.
Medical history included all demographic data (age.
gender. race. body weight adjusted for indoor

clothing, height, and BMI) and baseline characteristics.
Alcohol and smoking habits were also recorded.

20. Test-1 versus Reference
EfﬁCienCy Pharmacokinetic Parameters
results Dexketoprofen
TEST-1 (Batch no.: R43134) REFERENCE
PARAMETER (n=35)" (u=35)"
MEAN C.V. (%) MEAN | CV.(%)
Cuax (ng'mL) 35709 (30.5) 34084 l (33.0)
In (Cany) 8.1285 (4.3) 8.0732 (4.6}
Tuax (hours) 0.50 (0.25-1.50) 0.50 (0.25-2.50)
AUCqr (ng-hymL) 43383 (22.9) 43934 (21.9)
In (AUCqs1) 8.3517 (2.6) 8.3648 (2.6)
AUCox (ng h/mL) 44567 (22.7) 4539.0 (22.0)
In (AUC,..) £.3790 (2.6) 8.3971 (2.6)
Residual area (%o) 3.36 (22.8) 325 (25.9)
Az (hours™) 0.4666 (18.9) 04758 (22.9)
Ty (hours) 1.54 (22.1) 1.53 (22.3)

* Median and range are presented
® n=34 for AUC.,,. residual area, iz and Ty.y

Statistical Analysis

Dexketoprofen
‘ |
| : i 90% CONFIDENCE
“ i GEOMETRIC LSMEANS | LIMITS (%)
PARAMETER | SUBJECT | TEST.1 (Batch| ] R‘fio l
C.V. (%) i REFERENCE | ” }
no.: R43134) | LOWER | UPPER
. | (n=35) .
(n=35) \ |
i A L
o 21.3 3378.8 32037 105,47 96.84 114.86
AUCq1 7.0 42322 4200 5 98 64 95 .88 101,48

* units are ng/mk for Cpyy and ng h'ml for AUCy 1




Test-2 versus Reference

Pharmacokinetic Parameters

Dexketoprofen
TEST-2 (Batch no.: R43135) : REFERENCE
PARAMETER (n=35) 1 (u=35)
| MEAN CV.(%) | MEAN i C.V. (%)
Cynx (ng/mL ) ; 33784 (30.8) 3408 4 (33.0)
In (Conx) I §.0808 (3.7) 8.0732 (4.6)
Tanx (hours)* ' 0.50 (0.33-1.50) 0.50 (0.25-2.50)
AUCor(ng-hvmL) | 43176 (23.1) 43934 (21.9)
In (AUCq 1) ' 8.3458 2.7 $.3648 (2.6)
AUCpq (ng-hyml) ! 4461.1 (22.8) 45400 (21.7)
In (AUCq..) 8.3792 (2.6) 8.3980 (2.6)
Residual area (%0) 3.28 (26.8) 3.26 (25.5)
Az (llom's'l) 0.4773 (19.0) 0.4750 (22.7)
Tiee (hours) 1.50 (19.0) 1.53 (22.2)
* Median and range are presented
Statistical Analysis
Dexketoprofen
E .
_— GEOMETRIC LSMEANS® . e ;;FSI'(’,E?CE
PARAMETER | SUBJECT | TEST.2 (Batch ) %)
CV. (%) | no.:R43135) | PEFERENCE LOWER | UPPER
(1=35) (r=3%)
Cunx 255 32321 31956 101.14 91.36 111.98
AUCqt 6.7 4208.3 4289.1 98.12 9549 100.82

* units are ng'mL for Cp,, and ng-h'mL for AUC, ¢

21. Safety results

No serious adverse events (SAE) and no deaths were
reported for any of the subjects enrolled in this study. No
subject was withdrawn by the investigator for safety
reasons. A total of 3 AEs were reported in 3 of the 36
subjects (8.3%) who participated in this study. Of these
events, 2 occurred after administration of Test-2 and 1 after
administration of the Reference. No AEs were reported by
subjects administered Test-1. Most of the AEs were
considered not related to drug administration (2 AEs; 67%)
and all of them were resolved at the end of the study.




22. Conclusion (evaluation)

Applicant
(holder of
registration
certificate)

No new safety concerns were raised during the conduct of
the study.

Test-1 formulation (Dexketoprofen 25 mg film-coated
tablets, Batch no.: R43134, Krka, d. d., Novo mesto,
Slovenia, EU) is judged to be bioequivalent to the
Reference formulation (Sympal® 25 mg film-coated
tablets, MAH: Laboratorios Menarini S.A., Spain, EU)
under fasting conditions.

Test-2 formulation (Dexketoprofen 25 mg film-coated
tablets, Batch no.: R43135, Krka, d. d., Novo mesto,
Slovenia, EU) is judged to be bioequivalent to the
Reference formulation (Sympal® 25 mg film-coated
tablets, Laboratorios Menarini S.A., Spain, EU) under
fasting conditions.

Both test formulations were confirmed as bioequivalent to
the reference product. Based on slightly better
processability and chemical stability of formulation
R43135 (Test 2) was confirmed as final formulation.

(signature)

Janja Recelj” _ (name)




Annex 29

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 (if available =  Dekenor" film-coated tablets 25 mg
number of registration certificate):

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

2) the undertaken study: 0 yes X no ifnotexplain

Pharmacodynamic.
pharmacokinetic and
toxicological properties of
dexketoprofen are well
known.

As dexketoprofen is a
widely used, well-known
active substance,
additional studies and
further studies are not
required.

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) abébrpﬁon

3) distribution

4) metabolism

5) excretion

.6) pharmacokiﬁéﬁc interactions (pfeclinical)
‘7)_ other phémacbkiﬁetic-stddiéé |

4. Toxicdlogj:

1y si‘n'gle-dosé fox;i‘sity

2) foxicity"iﬁ casé ‘of repeatéd injections
3) genotoxicit;ll :

“in vifro

in vivo (including additional toxicokinetic
assessment)

4)carc1nogemc1ty N

foﬁg%éﬁﬁ s;tuc‘l.i;s_‘

shoﬁ—féﬁn or ﬁlé&iﬁm—'téﬂ‘l‘l stﬁdicé
ﬁddiﬁonal' rcséarch

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

impact on fertility and early embryonic
development

embryotoxicity




prenatal and postnatal toxicity

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 (antibodyz-fonnaﬁtimj
E immunotoxiciﬁy |

.study of mechanisms. of action
drug dependance
metabolite toxicity

- toxicity ;ﬁ;impuriﬁes

other

5. Conclusions on preclinical study

Appiicant'(holde'r of é{u\/

Pharmacodynamic, pharmacokinetic and
toxicological properties of dexketoprofen are well

_known. No further non-clinical studies are required.

Abr.idged applications avoid the need for repetitive
tests on animals. The non-clinical overview is
therefore based on a review of data available in

several scientific databases or published in relation

to the active ingredient.

registration (signature) )
: certificate) Janja Recelj
(Name)

/
/,é:@z.w[ 2D Y20




Honatok 29

10 ITopsaxky npoBeIeHHS eKCIEPTH3H
peecTpalifHIX MaTepianiB Ha JTiKapebKi
3aco0H, 1110 MO/IAI0ThCS Ha JICPKABHY
peecTpalliio (nepepeecTpaitio), a TaKox
EKCHEPTH3H MaTepiajliB PO BHECCHHS
3MIH JI0 peecTpaliifHuX Marepiaiis
IPOTATOM [i1 peecTpariiHoro
MOCBITUYEHHS

(myHKT 4 po3ainy [V)

3BIT
PO AOKJIHIYHI JOCTIIKEeHHS
1. Ha3ga nikapcskoro 3aco0y (3a Jlexkenop®, TabneTkH, BKPUTI ILTIBKOBOIO 000IOHKOIO, 110 25 Mr
HasiBHOCTI - HOMEp peecTpaliifHoro
[IOCB1IYEHHS ):

1) Tun nikapepkoro 3acody, 3a akuM  ['eHepuuHHit ikapebkuii 3acid
NpoBO/HIACS aDO0 MIaHYEThCS
peecTpatlis

2) mpoBeNeHi TOCITiHKEHHS orak ui  Papmaxomunamiuni, dapmaxoxinernuni Ta
TOKCHKOJIOTiIUHI BIaCTUBOCTI JIEKCKETOMPO(EHY
no0pe BioMmi.

OCKiTBKH JEKCKETOIIPOGDEH € IMHPOKO
BHKOPHCTOBYBAHOIO, /I00PE BiZIOMOIO aKTHUBHOIO
PEUYOBHMHOIO, JOJATKOBI JOCTIKEHHS Ta M0IaIbIIi
JOCIIDKEHHS HE BUMAraloThCsl.

2. dapmakomoris:

1) nepeuHHa (papMakoMHAMIKA /
2) BropuHHA (papMakoMHaMiKa /
3) dapmakosoris Oe3neku /
4) papmakojuHaMiyHi B3aemonii  /
3. dapMaKkoKiHEeTHKa:

1) aHaNiTHYHI METOJUKH Ta 3BITH/
I0/10 TX BasTiamil

2) BCMOKTYBaHHS /

b 21
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3) posnomin

4) metabouniszm

5) BUBEICHHS

6) bapmakokineTH4Hi B3aeMo1ii
(JOKITiHIYHi)

7) inmi papmakokineTHuni
JOCTI/DKEHHS

4. Tokcukomoris:

1) TokcHuHicTS Yy pasi
OJIHOPA30BOT'0 BBE/IEHHS

2) TOKCHYHICTh y pa3i MOBTOPHUX
BBEJIeHb

3) reHOTOKCHYHICTE:
in vitro

in vivo (BKJIIOYAIOUH JI0JJATKOBY
OLIHKY 3 TOKCHKOKIHCTHKH)

4) KaHIIepOreHHICT:

JOBrOCTPOKOBI JIOCITiIPKEHHS

KOPOTKOCTPOKORI JJOCTi IXKEHHS
a0 TOCTiHKEHHS CepeHBOT
TPHUBATIOCTI

JIOIATKOBI IOCIIKEHHS

S) penpoayKTHBHA TOKCHYHICTD Ta
TOKCHYHHH BIUIMB Ha PO3BUTOK
[OTOMCTBA!

BILTMB Ha (DEepPTUIIBHICTE 1 paHHIi#
eMOpiOHAIBHUH PO3BUTOK

v, 2
\//e;\,cnzzcﬂ&j SO
j T



eMOpIOTOKCHUHICTh

IpeHaTaabHa i MOCTHATAIbHA
TOKCHYHICTH

JOCITIDKEHHS, TIPH SAKUX [Ipermapar
BBOJUTHCS TIOTOMCTBY
(HecTaTeBO3pLIMM TBapHUHAM )
Ta/ad0 OLIHIOETLCA BijtaneHa ais

6) MicIIeBa IEPEHOCUMICTh

7) 10J1aTKORI1 JOCIHKEHHS
TOKCHUYHOCTI:

AHTUTEHHICTH (YTBOPEHHS aHTHTLI)

IMYHOTOKCHYHICTH

JOCII/DKEHHS MEXaHI3MIB i1

JKapChKa 3aJIeXKHICTh

TOKCHYHICTH META0OIIITIB

TOKCHYHICTB JIOMIIIIOK

iHIIIE

5. BHCHOBKH 11010 JIOKJIIHIYHOTO
BHBYEHHS

3asBHUK (BJIACHUK
peecTpariifHoro noCBiT4eHHs)

®apmakoauHaMiuHi, (APMAKOKIHETHYHI Ta TOKCHKOJIOTIUHI
BJIACTUBOCTI  JeKkckeTonpopeny aodpe Bimomi. [lomansimi
TOKTiHIYHI JOCII/KEHHS HE BUMArarOThCs

Jlna tuny npouenypu 3miHa, mo nmorpedye HoBOI peecTpauii
HeMae HeoOXiIHOCTI 100 MOBTOPHUX BHIIPOOYBaHb HA TBAPHUHAX.
Otxe, TOKJIIHIYHUH 3BIT IPYHTYETHCS HA OIVISJII JIAHUX, HASBHHX
y JIEKUIBKOX HAayKOBHX 0azax jaHux abo omyOIiKOBaHHX IOI0
AKTHUBHOI'O IHI'PEJIIEHTA.

(mignuc)

Sng Penens
(IL1.B)



