ex 29

o the Procedure for expert evaluation of
egistration materials for medicinal products
led for state registration (re-regi stration) as
ell as for expert evaluation of materials on
ending registration materials during
egistration certificate validity term

Clause 4, Section IV)

PRECLINICAL STUDY REPORT

1. Name of the medicinal product ?LolkzIAX® Duo 200 mg\500 mg film-coated
(registration certificate number, if any): able

1) medicinal product type by which the Generic

registration was made or is anticipated

2} studies conducted No. According to the requirements for generic

applications laid out in the “Ministry Of Health Of
Ukraine Order 26.08.2005 Ne 426”, for generic
products, no results of own toxicological or
pharmacological studies or clinical trials are
required, hence none are provided. The remainder
sections of Annex 29 are not applicable for this

generic product.
2. Pharmacology:
: . n/a
1) primary pharmacodynamics
. n/a
2) secondary pharmacodynamics
3) safety pharmacology n/a
. - . n/a
4) pharmacodynamic interactions

3. Pharmacokinetics:




.
1) analytical methods and reports on their 5
validation
: n/a
2) absorption
Fa T, n/
3) distribution 2
: n/a
4) metabolism
W n/
5) elimination .
By e ; n/a
6) pharmacokinetic interactions
(preclinical)
et ] n/a
7) other pharmacokinetic studies
4. Toxicology:
. = n/a
1) single-dose toxicity
oo n/a
2) repeated dose toxicity
iy s n/a
3) genotoxicity:
in vitro
e oy et g ok serfida s Lo LA
in vivo (including additional toxicokinetics
assessment)
; e n/a
4) carcinogenicity:
; n/a
long-term studies
; n/a
short-term studies
or medium duration studies
additional studies i
; " ; n/a
5) reproductive toxicity and toxic effects
on offspring development:




impact oh fertility and early embryonic
development

5. Preclinical study conclusions.

embryotoxicity 0/a
; . n/a

prenatal and postnatal toxicity

e . - _ n/a

studies under which the medicinal product

is administered to offspring (non-mature

animals) and/or evaluated for long-term

effects

6) local tolerance wa
s . . . n/a.

7) additional toxicity studies:

C . : n/a
antigenicity (antibody formation)
immunotoxicity w/a
mechanisti of action studies /a
drug dependability wa
metabolite toxicity /a
toxicity of admixtures o/a
other o/a

n/a
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Jlonarok 29

a0 Tlopsanky MpoBeACHHA €KCNEPTHOT OLIHKH
peecTpauiiHuX MaTepialiB 11 JiKapchKHX
3aco0iB, MOJaHUX JUIA Iep:KABHOI peecTpallii
(mepepeecTpallii), a TAKOXK U1 EKCIIEPTHOT
OL[IHKHM MaTepialliB 111010 BHECEHHA 3MiH 10
peecTpalliiiHuX MaTepialiB POTAroM CTPOKY
Iii peecTpaliifHOro NOCBiI4eHHS

(. 4 po3niny IV)

3BIT IIPO JOKJITHIYHI JOCIIZKEHHSA

1. Hazga nikapcskoro 3acody (Homep

€):

[peeCTpaliiiHOTO MOCBITYEHHS, AKIIO TaKHi

brokMAKC Jlyo 200 mr + 500 mr tabneTku BKpUTI
[UTIBKOBOKO 000IOHKOIO

1) Tun nikapcekoro 3aco0y, 3a skuM 0yI10

3aiiicHeHo abo nepeabavaeTbes peecTpaLis

["enepuuaHH

2) npoBeaeH] JOCTIKEHHA

Hi. Y BiAMOBIAHOCTI 3 BUMOraMH /10 3aCTOCYBaHHS
reHepHYHHX Npenaparis, BuKnajgenux y «Hakasi
MinicTepcTBa oxopoHH 310poB s Ykpainu Bijx 26.08.2005
Ne 426», 1715 TEHEPHYHUX TIPEIapaTis KOIHUX
pe3y/bTATIB BIACHUX TOKCHKOJIOTTYHUX UM
(hapMakoIOriYHUX JOCIIIKEHb YH KIIHIYHHX JI0C/IDKEHb
He 1oTpibHO, TOMY BOHH He HaBoAsAThCs. PeTa po3ainis
Jlonatky 29 He 3aCTOCOBYIOTBCA [0 LLOI0 [CHEPHUHOTO
npernapary.

2. dapMakoIoris:

1) nepBuHHa (hapMakogHHAMIKA

HE 3aCTOCOBYETLCA

2) BTOpHHHA (hapMaKoAMHaMIKa

HE 3aCTOCOBYETBLCS

3) papmakosoris Oe3nexkH

HE 3aCTOCOBYETBHCA

4) papMaxoaMHAMIYHI B3aeMOii

HE 34CTOCOBYETLCH

3. MapMaKOKIHETHKA:

1) aHQTITHYHI METOJHM Ta 3BITH NpO iX
BaJI1IALIIIO

HC 3aCTOCOBYETBCH

2) abcopbutis

HE 3aCTOCOBYETBCHA

3) posnofin

HE 3aCTOCOBYETBCA

4) meTabomnizm

HE 3aCTOCOBYETBCA

5) emiMiHamisn

HE 3aCTOCOBYETHCS

6) hapmMakoKiHETHUHI B3aeMOI]
(MOKIIHIYHI)

HC 3aCTOCOBYETBCA

7) il hapMaKoOKiHeTHYHI JOCTIDKEHHS

HE 3aCTOCOBYETHLCA

4. TOKCHKOJIOT 1S

1) 01HO1030Ba TOKCHYHICTH

|He 3aCTOCOBYETBCA




2) TOKCHYHICTB IIpH IOBTOPHHUX A038X

|HE 3aCTOCOBYETHCA

3) FeHOTOKCHYHICTS: in vitro

HE 3aCTOCOBYETBCA

in vivo (BKIIOYAIOUH HOIATKOBY OLUIHKY
TOKCRKOKIHETHKH)

HE 3aCTOCOBYETBCA

4) KaHIEPOTeHHICTh:

HE 3aCTOCOBYETLCA

TpHBAJL JOCHIJKEHHN

HE 3aCTOCOBYETBCA

KOPOTKOTEPMIHOB] JOCHIIKEHHsA
a0 JOCTiIKeHHsa CepeIHb0l TPHBATOCTL

HC 3aCTOCOBYETLCA

MomaTKOBL JOCHIHKCHHA

HE 3aCTOCOBYEThCA

5} penpoayYKTHBHA TOKCHYHICTE Ta
TOKCHYHHH BINTHB HA PO3BHTOK MOTOMCTBA:

HE 3aCTOCOBYETBCH

BILTHB Ha (epTHIBHICTE Ta paHHii
eMOpIOHANBHIH PO3RUTOK

HE 3aCTOCOBYETBCA

eMOpIOTOKCHYHICTE He 3aCTOCOBYETHCS
NpeHaTaabHa Ta MOCTHATANbHA HE 32CTOCOBYETHCA
TOKCHYHICTD

OCTiKEHHSA, B paMKax AKX JIKapchKuii
3acib BBOOATH MOTOMCTBY (HE A03pinHM
TBapHHaM) Ta/ab0 OLIHIOIOTH Ha
IOBrOTpHBAN] HACIigKH

HC 3aCTOCOBYETBCA

6) MicIleBa IEPEHOCHMICTD

HE 3aCTOCOBYETHCA

7) MOJATKOBL JOCHITKEHHA TOKCHUHOCTI:

HE 3aCTOCOBYCETLCH

AHTHI€HHICTE (YTBOpEHHS aHTHTLIL)

HC 3aCTOCOBYETHCA

IMYHOTOKCHYHICTh

HE 3aCTOCOBYETECA

nocinimxeHHa Mexanizmy Iii

HEC 3aCTOCOBYETBCA

3aneXxHicTs Bin JikapceKoro 3acoly

HC 3aCTOCOBYETLCH

MeTaboIiuHa TOKCHUHICTE

HE 32CTOCOBYETLCS

TOKCHYHICTE AOMIIIOK

HE 32CTOCOBYETBCA

iHILIE

HC 32CTOCOBYETHCH

5. BUCHOBKH JOXIIIHIYHOrO JOCTIKEHHA

HE 3aCTOCOBYETECA

3a4BHUK (BIACHUK

7 /

PEECTPALifHOTO MOCBiAYEHH) (ninnnc)(-y'/
XBacra M.B.

IIpeJCTABHUK 3a7BHHKA
aTBKOBI, IIPi3BHIIE)

(iMa, 106




Annex 30

to the Procedure for expert evaluation of
registration materials for medicinal products
filed for state registration (re-registration) as
well as for expert evaluation of materials on
amending registration materials during
registration certificate validity term

(Clause 4, Section IV)

CLINICAL TRIAL REPORT

1. Name of the medicinal product
(registration certificate number, if any):

BlokMAX® Duo 200 mg\500 mg film-coated tablets

2. Applicant

ALKALOID AD Skopje
Boulevard Aleksandar Makedonski 12,
Skopje, 1000, Republic of North Macedonia

3. Manufacturer

ALKALOID AD Skopje
Boulevard Aleksandar Makedonski 12,
Skopje, 1000, Republic of North Macedonia

4. Studies conducted: Yes

yes no if 'no', substantiate

1) medicinal product type by which the
registration was made or is anticipated

Generic

5. Clinical trial full name, coded clinical
trial number

Randomized, Single Dose, 2-Way Crossover
Bioequivalence Study of Ibuprofen/Paracetamol 200
mg/500 mg Film-Coated Tablets in Healthy Male
Volunteers / Fed State

Sponsor Project Number: b2-18-IPt

6. Clinical trial phase

Phase I (Bioequivalence [BE])

7. Clinical trial time frame

From 24-07-2018 to 05-08-2018




8. Countries where the clinical trial was
conducted

Republic of North Macedonia

9. Number of persons under study

Planned: 48
Actual: 48

10. Clinical trial purpose and secondary
objectives

The objective of this study was to determine the
bioequivalence of two different formulations of
ibuprofen/paracetamol 200 mg/500 mg film-coated
tablets after a single oral dose administration under
fed conditions.

11. Clinical trial design

The study was a single center, randomized, single
dose, laboratory-blinded, 2-treatment, 2-period, 2-
sequence, crossover design.

12. Main inclusion criteria

Subjects were eligible to enter the study if they
fulfilled the following entry criteria:

« Provision of signed and dated ICF.

* Healthy male adult subjects aged between 18-55
years, Caucasian race.

* Volunteer with a body mass index within 18.5
kg/m2 to 30.0 kg/m2, inclusively.

* Non- or ex-smoker; an ex-smoker was defined as
someone who completely stopped using nicotine
products for at least 180 days prior to the first study
drug administration.

» Stated willingness to comply with all study
procedures and availability for the duration of the
study.

13. Medicinal product under study,
administration route, efficiency

[buprofen 200 mg / Paracetamo! 500 mg film-coated
tablet

Manufacturer: ALKALOID AD Skopje, Blvd.
Aleksandar Makedonski 12, 1000 Skopje, Republic
of North Macedonia

Mode of administration: Oral




14. Comparison medicinal product,
dosage, administration route, efficiency

Nurofen® Ultima (ibuprofen / paracetamol) 200 mg /
500 mg film-coated tablet

Manufacturer; Reckitt Benckiser Healthcare
International Ltd. Thane Road, Nottingham,
Nottinghamshire NG90 2DB, United Kingdom

Marketing ‘Authorization Holder: Reckitt Benckiser
(Poland) S.A., str. Okunin 1, 05-100 Nowy Dwor
Mazowiecki

Mode of administration: Oral

15. Concomitant therapy

No concomitant drug therapy was allowed during the
study.

No concomitant medication intake was reported
during the study.

16. Efficacy assessment criteria

Statistical inference of ibuprofen (S) and paracetamol
was to be based on a bioequivalence approach using
the following standards:

* The ratio of geometric LSmeans with corresponding
90% CI calculated from the exponential of the
difference between the Test and Reference for the In-
transformed parameters Cmax and AUCO-T were all
to be within the 80.00% to 125.00% bioequivalence
range. The same criteria was to be applied for
ibuprofen (R) and the results were to be presented as
supportive evidence of bioequivalence.

17. Safety assessment criteria

Safety was assessed by qualified study staff by
evaluating the following: physical examination,
reported AEs, clinical laboratory test results, 12-lead
ECG and vital signs measurements.

18. Statistical methods

Statistical analysis of Tmax will be based on a non-
parametric approach. Statistical analysis of all other
pharmacokinetic parameters will be based on an
ANOVA model.

Two-sided 90% confidence interval of the ratio of
geometric LSmeans obtained from the In-transformed
pharmacokinetic parameters will be calculated.




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

Healthy male adult subjects aged between 18-55
years, Caucasian race.

20. Efficacy results

|conditions.

The PK results demonstrate that the geometric
L.Smean ratios of Cmax and AUCO-T were 95.64%
and 98.37%, respectively for ibuprofen (S), 94.70%
and 98.88%, respectively for ibuprofen (R) and
102.26% and 101.11%, respectively for paracetamol.

For all parameters, the corresponding 90% Cls were
included within the range of 80.00% to 125.00%.

The results of this study indicate that bicequivalence
criteria were met when the Test formulation and the
Reference product were administered under fed

21. Safety results

Based on the results in this study, the following safety
conclusions can be made:

* Administration of the Test and Reference products
to healthy subjects in this study was safe and well
tolerated.

* No AEs, deaths or SAEs occurred in the study.
Also, no subject was withdrawn by the investigator
due to an AE (safety reasons).

* In general, the subjects showed clinical laboratory
values marginally higher or lower than their reference
ranges and none were considered CS by the
investigator. Furthermore, there were no CS vital
signs reported in this study.

22. Conclusion (opinion)

The results presented herein show that the criteria
used to assess bioequivalence between the Test and
Reference formulations were all fulfilled. The Test to
Reference ratio of geometric LSmeans and
corresponding 90% CI for Cmax and AUCO-T were
within the acceptance range of 80.00 to 125.00%.

Therefore, the Test formulation (Ibuprofen 200 mg/
Paracetamol 500 mg film-coated tablet, Alkaloid AD
Skopje, Republic of Macedonia) is judged to be
bioequivalent to the Reference formulation
(Nurofen® Ultima [Ibuprofen/Paracetamol] 200

mg/500 mg film-coated tablet, Reckitt Benckiser




Healthcare Intemati-onal Ltd., United Kingdom) under,

fed conditions,

Overall, the drugs tested wer ’gcngalljfb*s e and well

tolerated by the subjects yﬂélgd%?: Tii”s@s’tb
i ff%mis vy 1

Applicant (registration
certificate holder)
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Zlatica Bo;adzwska M-r Pharm
Head of Clinical Unit,
Research and Development
ALKALOID AD Skopje




Jonatok 30

J1o MMopanky npoBeaeHns eXcepTHOL OLIHKH
peecTpaLifHHX MaTepianiB Ansa AiKapchKHX
3aco0iB, TIOAAHMX JUIS AEPKABHOT peccTpallil
(rrepepeecTpartil), a TAKOX LS eKCTIepTHOT
OLIHKKH MaTepianik U|0J0 BHECEHHS 3MiH 10
peecTpalliiHuX Matepianie NpOTATOM CTPOKY
NiT peecTpauiiiHoro NOCBIZYEHHs

(11. 4 posniny 1IV)

3BIT ITPO KJITHIYHE JOCTIAXKEHHS

1. Ha3ga nikapcbkoro
3acol0y {HoMep
peecTpauiiiHoro
MOCBIAUEHHS, SKLIO
TaKyit €):

BnokMAKC Jyo 200 mr/500 mr tabneTxn BKpUTI MNIBKOBOIO 0GONOHKOIO

2. 3agpuuK AJIKAJION AJ Cxor’e / ALKALOID AD Skopje
bynbBap OnexcaHnpa Makenoscskoro, 12, Ckon’e, 1000, PecnyGnika
[lisriuna Makegonis /
Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North
Macedonia

3. Bupobuuxk AJIKAJIONT ANl Cxon’e / ALKALOID AD Skopje
byneeap Onexcanyipa MaxeaoHcskoro, 12, Ckon’e, 1000, Pecny6biika
[lisniyna Maxkenonis /
Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North
Macedonia

4. Ilposeneni nocnimkenns: Tak Tak/Hi AKLO "Hi", obrpyHTyiiTe

1) Tun nikapcbkoro
3acoly, 3a aKuM 6yo
3nilicHeHo abo
nependavacTbes
peecTpatlis

["enepuunuii

5. Ilopna Haspa
KIIHMMHOTO JOCAiMKeH S,
KOAOBAHMHA HOMED
KNIHIYHOrO AOCHiKEeHH

PangomMizoBaHe, 0JIHO/IO30BE, JBOCTOPOHHE NEPEXpecHE NOCIIIPKEHHS
bioexeiranentHocTi 16ynpoden + INapaneramon 200 mr/500 mr TabneTkn
BKPHTI NNIiBKOBOIO 0DOJIOHKOIO Y 3A0POBHX A0BpOBONLLIB / B cTaHi
CHTOCTI

CrnoHcop npoekty No: b2-18-IPt

6. Maza xnikiyHOrO
nocaiKeHHs

Kniniuna daza [ (Bioexsisanentnicts [BE])

7. UacoBi pamku
KJIIHIYHOTO AOCTiIKEHHS

3 24-07-2018 no 05-08-2018

8. Kpainm, ne
[POBOJIMIOCA KIiHIYHE

OCTIKEHHS

Pecnybnika [Nisnivga Makenouis




0. Kinwxicts
noctiuKyBaHuX ocib

3anjlanoBalo: 48 ¢yt exris
tpakrruno: 48 cyb'exris

10. MeTa knisiutHoro
nocHifzeHusa Ta
BTOPHHHI 1ini

3aBJaHHAM LLOTO JOCAIKEHHA OyIo BU3HAUMTH BiOCKBiBAICHTHICTD
nBOX pizHHUX npenapatie iGynpodeny / napaueramony 200 mr/ 500 mr,
BKPHTHX NJIIBKOROIO ODOJIOHKOIO, MicHsA NMpHHOMY 0IHOPa3oBol
nepopanbLHOT ZIO3H B CTaHI CHTOCTI.

11. uzaite kniniyHoro
HOCHTIKeHHs

OnHoueHTpoBe, paHAcMizoBaHe, OAHOMO30Be, JabopaToHo-clline, 2-
o30Be, 2-Mepio/iHe, ABOCTOPOHHE NEPEXPECHE JIOCTJUKEHHS
DioeKBIBANIEHTHOCTL.

12, OcHoBHi KpHTEpil
BKJIIOUEHHS

[1lo6 MaTy MomnuBicT, OpaTH yuacTh y AOCHiMKeHR], Cy8'eKTH NOBUHHI
OyAH BIANORIZATH BCIM HACTYIIHUM KpHTEpiaM:

¢ Haparu nignucany Ta gatoeany indopmorany zrony (ICF).

* 310poBi fopoci YoNoBIKHK Yy Bini Big 18 10 55 pokis, kaBkazsKoi
pacu

o [unexc macH Tina (ara/spict?) B Mexax Bin 18,5 mo 30,0 kr/m?
BKMIOYHO.

®  Ocobu, AKi He KypATh, a00 KONHWHI Kyplli, TPH LLOMY KOIKUIHIA
KypeLb BH3Ha4YaeTbeA AK 0co0a, AKa He BXKMBaa
HIKOTHH/TIOTIOHOBMICHI MPOAYKTH MPOTAroM ocTaHHix 180 aHis
JI0 NepLIoTo NpUiioMy AOCNIIHOrO Mpenapary.

® 3asBJIeHa FOTOBHICTh JOTPHMYRATHCS BCIX NPONENYP
JOCJIKEHHS Ta JOCTYITHICTE NMPOTATOM YChOTO Hacy
JOCHUIKEHHA.

[3. JHocnimxyranui
nikapcrkHit 3acif, cnocid
BBEMIEHHSI, e(pEKTHBHICTB

[Bympoder 200 mr / [Tapaueramon 500 mMr TabneTky BXPHUTI TUIBKOBOIO
0B0NOHKOIO

Bupo6uuk: AJIKAJIONIE AJ] Ckom’e / ALKALOID AD Skopje
Bynbsap Onexcanapa Makenoncekoro, 12, Ckon’e, 1000, Pecnybnika
[liniyna Maxegnonis / )
Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North
Macedonia

LLInax BEREIEHHA: NEpOPANLHO

14. TlopigHsaHHS
niKapceKoro zacoby,
uto3H, criocib BRegEHHS,
e(eKTHRHICT

Hypogen® Ynvruma (I6ynpoden/Tlapauetamon) 200 mr/ 500 mr
TabneTkn, BKPUTI MIIIBKOROIO 0OOJIOHKOIO

Bupobuuk: Reckitt Benckiser Healthcare International Ltd. Thane Road,
Horrinrenm, Horrinremwuup NG90 2DB, BenuxobpuTanis

3aseHuk: Reckitt Benckiser (TTonsma) S.A., str. OxyHin 1, 05-100 Hornii
JIrop Mazorenbxuit

[1Insx BEeAEHHS: TIEPOPATILHO

15. CynyTns Tepanis

[Tix vac mocmimKeHHs He Byiia 103BONIEHA IKOIHA CYNYTHS
MeAMKaMEHTO3HA Tepais.

[1ix wac nocaimKelHg He NOBiIOMILUTOCA Npo OAHOYACHUH Npuiiom NiKie.

16. Kpurepii ouinku
e eKTHBHOCTI

CratncTHuHHii BUCHOBOK TIpo ibynpodien (S) Ta napalieTaMon NOBHHEH
BasyBaTuCst HA ILAXOJI J1o Bi0eKBIBATEHTHOCT] 3 BHKOPHCTAHHAM TAKHX
CTaHRAPTIB:




A
R

» CriBRIHOLIEHHA reoMeTPHYNMX CepelHix sHaueHk LS 3 BinnoBizARME

"[90% CI, pospaxoBane 3 KCNOHCHNIANLIOT Pi3HUNI MK BUNpOGYBaHHAM

Ta eTaNoHOM ana In-nepeTeopeHux napametpis Cmax Ta AUCO-T,
MOBHHHO 3HAXOMUTHCE Y Mexax 80,00% mo 125,00% 6GioeKriRaleHTHOCTI.
11 cami kpuTepIl Masy 3acrocoByBaTHEL s iGynpodeny (R), a
pesynbTaTi Many 6yTH NpeJcTasieHi SK NinTRepKYIOUHH Jokas
610EKBIBANICHTHOCTI.

17. Kputepii ouinkn
be3nexu

besneka ouiHoBanach xeanidixoBaHUM JOCHIIHULIbKHM NEPCOHAIOM,
ouiHIOluM HacTynHE: (piskyHe ofcrexenns, norigoMucHns tpo TP
(noGiuHi peakuif), pe3yneTaTi KAiHiMHEX 1aGOPATOPHHUX JIOCTIIKEHD,
suMiptorants EKI™ na 12 zigsesieHs Ta sMTTEBUX MOKA3ZHUKIEB,

18. CraTucTiydi METOLH

CraticTuunmi avanis Tmax 6asyBaTUMeTLCA Ha HENapaMeTpHYHOMY
nigxoi. CTaTHCTHYHMI aHadi3 yeix inwmux hapMaKOKiHETHYHHX
napameTpik GasyraTUMeThes Ha Mogeni ANQVA.

Bynie pospaxosano ABoCTOpoHHIE 90% n0Bipunil iHTepRran BinHOWEHHS
reOMETPUYHUX 3HaueHs LS, oTpumannx 3 In-rpancdopmosanux
hapmaxoxiHeTHUHUX napaMeTpik.

19. Hemorpadiuni
MOKA3HHKH MONyJiAuii,
U0 AOCTIBKYETECHA
(cTatb, BiK, paca TOIID)

3n0poki fopoceni wonoBiky y Biui Bix 18 g0 55 poxis, karkasbKoi pacH.

20. PeayartaTit
eeKTHBHOCTI

Pesynsratn PK 1eMoHCTPYIOTE, 1O reoMeTputHi koedinienTn LS
cepeanboro sHauenna Cmax ta AUCO-T cranosunu 95,64% 1a 98,37%
BiRMOBITHO s iBynpodeny (S), 94,70% ta 98,88% pinnorinHo mis
iGynpodeny (R) Ta 102,26% Ta 101,11% signosigHo ans napaieramony.
/{na Beix mapamertpis Bignosinui 90% CI Gynu BkmoyeHi B AianasoH Bin
80,00% mo 125,00%.

PezynnTaTi ILOTO AOCHIIKEHHS BKA3YIOTE Ra Te, [0 KPUTEpIl
GioexeiranenTHocTi Oy/IM JOTPHUMAaHI, KONK npenapat Ana BUIpo6yBaHHS
T4 ETAJIOHHRI] TPENApaT BBOJMIIH B YMORAX IFOYBAHHS.

21. PesyneTaTtn
nocninikensa Gesnexu

Ha 0cHOBI pe3ynbTaTiB 1EOr0 HOC/IIKEHHS MOSKHA 3pOOHTH HACTYNIHI
BHCHORKH I0JI0 OE3IMEKH:

* Beenennsa Tecrorux Ta PedepenTHHX Npenapartie 310poBuM cyb'exTam
Y UbOMY JocnijpKeHHI Oyno BesnedHuM i nobpe nepeHoCHIIOC.

* ¥ nocnimpxenni He cioctepiranocs [obiunux Peakniii (IIP), cmepreit
abo CepniiosHix [Todiunux Peakuiii. Kpim Toro, sxofen cy6'cxr He OyB
3uATHit focnigHukamu uepes [P (npuuunn Gesnexn).

* 3aranoM, y AoCHiIAyBaHUX cy6'eKTiB KIHIYRI TaOopaTOpHi NOKASHUKH
Oynu HE3HAaUHO BULMMH alo HIKMMMH, HiK iX pedepenThi aianasonmy, i
DKOJIEH 13 HUX JIOCHIAHHKOM He BBakasca CS. Kpim Toro, ¥ 1soMy
DoCniKEHH] He 6YJT0 NOBIZOMIIEHO TIPO KUTTEBO BAKITHE NOKA3HHKH
CS.

22. BacHOBROK (nymKa)

PesyanTaTH, OTPHMaHi B X0 AaHOTO AOCHIIMKEHHA, MOKA3YIOTh, 110 BC
KPHTEPII, 110 BHKOPHCTOBYBAHCS A1 OLiHKK GioeKBiBaNeHTHOCT MiX
TCCTOBUM Ta pedepeHTHHM CKIaJ0M JiKapchKHX 3acobie, Byu
motpuMani. Ak ana ibynpodeny, Tak i gis napaueraMony
CMiBBIAHOUIEHHSA BUNPOBYBaHb N0 ETANOHY 'eOMETPUYHUX 3Ha4eHs LS Ta
ignosigauii 90% moipuwnii intepean ans Cmax ta AUCO-T

3HAXOMHIHCE Y Mekax npuiiHaTHocTi Big 80,00 oo 125,00%.




Omxke, TecTopuii cxkiay (16ynpogen Mapaueramos 200 mr + 500 mr
rab/IeTKu, BKPUTI TTIBKOROKO 0B0IIOHKOIO,

AJIKAJIOIT AJ] Ckon’e / ALKALOID AD Skopje, Pecny6nika
Ilieniuna Makenonis / Republic of North Macedonia) BsaxaeTncs
GioekBIBAIICHTOM )10 eTasionHoT peuentypu (Hypoden® Yibruma
[16ynipoden/Tlapaeramoit} 200 mr + 500 mr TabiieTku, BKpHTI |
000J0HKO),

Reckitt Benckiser Healthcare International Ltd., BeaukoSputanis,
BeankobpuTanif) B YMORAX CHTOCTI.

MEPEHOCHIIUCH CYD eKTAMHU, BKJIHOYEHUMH B 1€ JIOCIJDKEHHS,

3assBHHMK (BJACHMK
eecTpalliifHoro &
e XBac

- Ta M.B.
MOCBIIYEHHS )

NpEACTAaBHHUK 3asiBHHKA

|
i |
3arasioM, BUnpoOyBani npenapary, Oyau 3aranom GesnedHuMH Ta 1obpe
(im'a, no GaTbKOBI, Npi3BMiLLe)



Annex 30

to the Procedure for expert evaluation of
registration materials for medicinal products
filed for state registration (re-registration) as
well as for expert evaluation of materials on
amending registration materials during
registration certificate validity term

(Clause 4, Section IV)

CLINICAL TRIAL REPORT

1. Name of the medicinal product
(registration certificate number, if any):

BlokMAX® Duo 200 mg\500 mg film-coated tablets

2. Applicant

ALKALOID AD Skopje
Roulevard Aleksandar Makedonski 12,
Skopje, 1000, Republic of North Macedonia

3. Manufacturer

ALKALOID AD Skopje
Boulevard Aleksandar Makedonski 12,
Skopje, 1000, Republic of North Macedonia

4. Studies conducted: Yes

yes no if 'no’, substantiate

1) medicinal product type by which the
registration was made or is anticipated

Generic

5. Clinical trial full name, coded clinical
trial number

Randomized, Single Dose, 2-Way Crossover
Bioequivalence Study of Ibuprofen + Paracetamol
200 mg + 500 mg Film-Coated Tablets in Healthy
Male Volunteers under Fasting Conditions

Sponsor Project Number: b6-18-IPt

6. Clinical trial phase

Phase I (Bioequivalence [BE])

7. Clinical trial time frame

From 16-01-2019 to 31-01-2019

8. Countries Wherc the clinical trial was
conducted

Republic of North Macedonia




0. Number of persons under study

Planned: 48
Actual: 47

10. Clinicai trial purpose and secondary
objectives

The objective of this study is to determine the
bioequivalence of two different formulations of
ibuprofen + paracetamol 200 mg + 500 mg film
coated tablets after a single oral dose administration
under fasting conditions.

11. Clinical trial design

Single center, randomized, single dose, laboratory-
blinded, 2-period, 2-sequence, 2-treatment, Crossover
design.

12. Main inclusion criteria

Subjects were eligible G enter the study if they
fulfilled the following entry criteria:

« Provision of signed and dated informed consent
form (ICF). :

» Adult volunteers aged between 18-35 years,
Caucasian race, )

» Volunteer with 2 body mass index (BMI) within
18.5 kg/m2 to 30.0 kg/m2, inclusively.

o Non- or ex-smoker; an ex-smoker is defined as
someone who completely stopped using nicotine
products for at least 180 days prior to the first
study drug administration.

« Stated willingness to comply with alf study
procedures and availability for the duration of the
study. - "

13. Medicinal product under study,
administration route, efficiency

Ibuprofen + Paracetamol 200 mg + 500 mg film-
coated tablets

Manufacturer: ALKALOID AD Skopje, Bivd.
Aleksandar Makedonski 12, 1000 Skopje, Republic
of North Macedonia

ode of administration: Oral

14. Comparison medicinal product,
dosage, administration route, efficiency

Nurofen® Ultima 200 mg + 500 mg film-coated
tablets




L

Manufaciurer: Reckitt Benckiser Healthcare
International Ltd. Thane Road, Nottingham,
Nottinghamshire NG90 2DB, United Kingdom

Marketing Authorization Holder: Reckitt Benckiser
(Poland) S.A., str. Okunin 1, 05-100 Nowy Dwor
Mazowiecki

Mode of administration:.Oral

15. Concomitant therapy

No concomitant drug therapy was allowed during the
study except one(s) required for the medical
management of an AE.

16. Efficacy assessment criteria

Statistical inference of ibuprofen and paracetamol
were based on a bioequivalence approach using the
following standards:

« The ratio of geometric LSmeans with corresponding
90% confidence interval calculated from the
exponential of the difference between the Test and
Reference for the In-transformed parameters Cmax
and AUCO-T were all to be within the 80.00 to
125.00% bicequivalence range.

17. Safety asgessment criteria

Safety was assessed by qualified study staff by
evaluating the following: physical examination,
reported AEs, clinical laboratory test results, 12-lead
ECG and vital signs measurements.

18. Statistical methods

Statistical a‘nalysirs of Tmax will be based on a non-
parametric approach. Statistical analysis of all other
PK parameters will be based on an ANOVA model.

Two-sided 90% confidence interval of the ratio of
geometric LSmeans obtained from the In transformed
PK parameters will be calculated.

under study (gender, age, race, etc.)

19. Demographic indicators of population

Healthy adult volunteers aged between 18-55 years,
Caucasian race.

20. Efficacy results

The PK results demonstrate that the geometric

1 Smean ratios of Cmax and AUCO-T were 109.65%
and 101.10%, respectively for ibuprofen and
113.90% and 102.56%, respectively for paracetamol.




o
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For all parameters, the corresponding 90% Cls were
included within the range of 80.00% to 125.00%.

The results of this study indicate that bioequivalence
criteria were met when the Test formulation

and the Reference product were administered under
fasted conditions.

21. Safety results

Based on the results in this study, the following
safety conclusions can be made:

« Administration of the Test and Reference products
to healthy subjects in this study was safe and well
tolerated.

« No deaths or SAEs occurred in the study. One
subject (2%) was withdrawn from the study due to an
AE (pyrexia).

« A total of one AE was experienced by 1 of the 48
subjects (2%) who participated in this study. The AE.
(pyrexia) occurred approximately 7 days after
administration of the Test and was not considered
drug-related. The AE was considered mild in
intensity and was resolved at the end of the study. No
AE was reported following administration of the
Reference.

- In general, the subjects showed clinical laboratory
values marginally higher or lower than their reference
ranges and none were considered CS by the
investigator. Furthermore, 1 subject presented high
body temperature values that were reported as an AE

(pyrexia).

22. Conclusion (opinion)

The results presented herein show that the criteria
used to assess bioequivalence between the Test and
Reference formulations were all fulfilled. For both
libuprofen and paracetamal, the Test to Reference
ratio of geometric LSmeans and corresponding 0%
confidence interval for Cmax and AUCO-T were all
within the acceptance range of 80.00 to 125.00%.

Therefore, the Test formulation (Ibuprofen
Paracetamol 200 mg + 500 mg film-coated tablets,
ALKALOID AD Skopje, Republic of North

Macedonia) is judged to be bioequivalent to the




Reference formuiation (Nurofen® Ultima 200 mg +
500 mg film-coated tablets, Reckitt Benckiser
Healthcare International Ltd., United Kingdom)
under fasting conditions.

WMJMV

Overall, the drugs tested \yc:e Generzhy fe and well
tolerated by the subjects’l ?clud d‘m 1s’study

) ey

Applicant (registration
certificate holder)

m;\ weSrmad]]

SHONIE

(510 ture 9\"‘" 2""

Zliatica Bu]adzwskn, M-r Pharm
Head of Clinical Unit,
Research and Development
ALKALOID AD Skopje



_Honatok 30

' 1o [Topaaky nporeAeHAS eKeniepTHOT OLIHKH
peecTpaliiuuX MaTepianiB A NiKapceKNX
3acO0IR, MOAHMX S IepKaBHOT peecTpallil
(nepepeectpauii), a TAKOK ONs €KCIEPTHOT
OLLIHKW MATEPIaJIiB OO BHECEHHS 3MIH A0
peecTpalifHKX MaTepialiB MPOTATOM CTPOKY
Nl peectpauifinoro noceigyednHs
(m. 4 posniny 1V)

3BIT [TPCO KJINHIYHE JOCALTKEHHA

1. Haspa nikapchkoro
2aco0y (HoMep
peecTpauiitHoro
MOCBIJHEHHA, AKLIO
TaKuH €):

BnokMAKC Jlyo 200 mr + 500 Mr Tabnerky BKpUTI NAiBKOBOIO
obonoHKo0

2. 3aaBHUK AJIKAJIOII ALl Crom’e / ALKALQID AD Skopje
bynseap Onexcannpa MakepoHchkoro, 12, Cron’e, 1000, Pecriybnika
[Tieniuna MakenoHis /
Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North
Macedonia

3. BupobHuk AJIKAJIONT AJl Cron’e / ALKALOID AD Skopje
Byneeap Onexcansipa MakegoncbKoro, 12, Ckon’e, 1000, Pecriy6mika
[Tisniuna Maxenonis /

! Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North

Macedonia

4. T1poeepeHi gocnimxenns: Tak TaK/Hi akmo "Hi", o6rpyHTYiiTE

1) Tvn nikapceKoro
3acoly, 3a sikumM Gyiio
stificnenc abo
nependayvacThes
peecTpallis

[enepuunmit

5. IloBHa Hasea
KIIHIYHOTO JOCTiIKEeHHS,
KOMOBaHH HOMED
KJIIHI{YHOro JOCHIKEeHH

PanpomizoBaHe, 0IHOZO30RE, IBOCTOPOHHE MEPEXPECHE JAOCII/DKEHHS
BioekpiranenTHoCTI I6ynpoden + [Tapauneramon 200 mr + 500 mr
TaONETKH BKPHUTI NJIIBKOBOIO 0OONOHKOIO ¥ 340pOBUX A0OPOBOALLIE 38
yMOR "HaTIECEpIIE"

CrioHcop npoexty Ne: b6-18-1Pt

6. dasa xiiHiyHOTO
nocnimxeHHs

Kniniuna taza 1l (Bioexpiraneutaicts [BE])

7. Uacoei pamMu
KIHIMHOro JOCHigeHHs

3 16-01-2019 no 31-01-2019

8. Kpainmn, ne
IPOBOAMIOCH KIiHIYHE

NOCIIIIKETHS

Pecny6umika [TipHituHa MakegoHis
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9. Kinexicts
oCcHiAYRaHUX 0cib

sannanoBanc: 48 cyb'exrin
thaktHuHo: 47 cyb'exTin”

10. Meta knigiudoro
MOoCTimKeHHS Ta
BTOPHHHI LiTi

3apauHAM LEOTO HOCNIDKEHHS € BUSHAYEHHs B10eKBiBaNEHTHOCTI ABOX
pisHUX npenapartie i6ynpodeny + napamneramony 200 Mr + 500 mMr
TaGIEeTOK, BKPHTHX TLIIBKOBOX 0B0NOHKOIO, NiCAs OAHOPA30BOTO
[EPOPANILHOrO BEELEHHS B YMOBAX «HATIIECEPLICY.

11. Hu3aiin knidisHoro
OCTiPKeHHY

OnHOLEHTPOERE, pan/iOMi30BaHe, OJHONO30BE, NaboPaTOPHO-CIile,

|ABOMEPiO/IHE, ABOMOCHIIORHE, 3 HBOMA CXeMaMB NIKYBaHHA TOCIiKeH S

DioekBiRaANEHTHOCTI,

12. OcHOBHI KpHTEpil
BEKJIIOHECHHSA

U106 matu MoxcnuBicTs BpaTti yuacTh y AOCTIEKeHHI, cy0'eKTH NOBMHUI
OyJIH BINOBIAATH BCIM HACTYITHHM KPHTEPIaM:

» Haparua nignucany ta natosay indopmosany sroay (ICF).

o 3j0poei fopocii 4oMoBiKM Y Billi Bin 18 10 55 pokis, KaRKa3pKoT

~ pacH

e [npexc macu Tina (rara/3pict?) B Mexxax Bin 18,5 no 30,0 xr/m?

E BKJTIOMHO. .‘

e  Qcobu, 9K1 He KypATh, ab0 KONMUWIHI KYpILi, TPH LEOMY KOJIMIIHIf
KYypPellb BU3HAYAETLCA K 0cofa, AKa He BIKUBana
HIKOTHH/TIOTIOHOBMICHI IMPOAYKTH IPOTAroM ocTarHix 180 quis
J10 TIEPIIOTO NPHUIHOMY JTOCIANOr® Npenapary.

e 3adpNieHa TOTOBHICTh IOTPUMYBATHCH BCIX NpOUERYD
JIOCIIDKERHS Ta AOCTYIHICTh MPOTATOM YEBOTO Hacy
NOCHIMKeHH.

13. Hocnimxyranuii
nikapchKHi 3acif, cnocid
RBEJCHH, e(heKTHRHICTE

-

BroxMAKC® Jlyo 200 mr + 500 Mr TabiaeTky BKpUTI 1UTiBKOBOIO
0D0NOHKOIO

Bupobnmic: AIKATIOIIT ALl Cxon’e / ALKALOID AD Skopje
EByaweap Onexcanapa Maxkenoneexoro, 12, Cxkon’e, 1000, Pecnytnixa
[Mizniuna Maxkeznonia /

Boulevard Aleksandar Makedouski 12, SkopJe 1000, Republic of North
Macedonia

[1Insx BBEMEHHA: NEPOPATLHO

14. TNopisnsaHA
iKapcbhKoro zacedy,
03, crioci® BReAeHHS,
eheKTHBHICTD

Hypoden® Yarrtuma 200 mMr + 500 mr tabierky, BKpHTI IHBKOBOIO
0O0NOHKOIC

Bupobuuk: Reckitt Benckiser Healthcare International Ltd. Thane Road,
Horrinrem, Hortinremump NG90 2DB, BenukoGpuranis

SassHuk: Reckitt Benckiser ([Tonsima) S.A., str. Oxydin 1, 05-100 Hoewii
JIrop Masopelbkuii

[1Inax BBEIEHHA: NEPOPANLHO

15. CynyTHs Tepanig

[1ig uac gociipkenHs He Oyna JO3BONEHA JKOTHA CYITYTHS
MeIMKaMEeHTO3Ha Tepanis, oxpiM Teparnii Heo6xu1H01 ania nikyeanrss [1P
(nobiuHMX peakiiiif).

16. Kputepii oninku
edeKTHRHOCTI

CraTrcTnynnid BucHoBoK npo iGynpothen Ta napaneraMon GazysaBcs Ha
miaxoAi 1o 6i0eKBIRANEHTHOCT] 3 BHKOPHCTAHHAM TAKKX CTAHNAPTIB:
» ClliBRiNHOLIEHHS FeOMETPUUHUX cepennix 3HaueHb LS 3 BiANOBIAHUM

Q0% H0BipUNM IHTEPBAIOM, PO3PAXOBAHE 33 eKCIIOHEHLIE0 PI3HHLI MK

2
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BUNpo0yBaHHAM Ta eTanOHOM Ang In- -TIEpPETBOPEHUX napamerpis Cmax ta
AUCO-T, noBunno 6yn0 SHaxXouMTHCh ¥ Mexkax iz 80,00 no 125,00%
GioekeiBaneHTHOCT,

17. Kpurepil ouingu
Besnexu

beanexa ouiHoOBaNach :cnanubmosaﬂuu AOCHITHULIEKAM NMEPCOHATIOM,
oLiHIOYK HacTynHe: ¢iisHuHe o6cTeKenks, nosigomMienns npo ITP
(roGiuni peakuii), pe3ynsTaTd KiliHiYHEX JA00PATOPHUX JOCIKEHD,
BHMipIOBaHHﬂ EKI sa 12 pinpefieHs Ta JKUTTEBHX MOKa3HMKIB.

18. CratncTHuHi MeTOIH

CraTucTHuHMHA ananiz Tmax 6a3yBaTHMETHCA Ha HENApaMeTPHUHOMY
mizxodi. CratHeruunnii araniz yeix iHwux mapamerpis TTK Gyne
OasypaTucs na moueni ANOVA.,

Byne pospaxoBaHo gBocTopoHHIH 90% gosipumii iHTepean BigHOLIEHHS
reoOMETPUYHUX 3HaueHs LS, oTpiManux 3 In mepeTeopeHux napaMeTpis
K.

19. Hemorpadiuni
HOKA3HHUKA MOy ALY,
[0 JOCTIHDKYETECS
(cTars, BiK, paca ToIID)

310poBi Iopocai HoAoBiKK Y Biui Big 18 g0 55 pokie, karkashKoT pacH,

20. Pesyneratu
edeKTHEHOCTI

c

PesynpTati [1K nemoHcTpyroTs, o reoMerpruHi koeditientu LS
cepenHBbOro 3HaueHds Cmax ta AUCO-T cranosuu 109,65%

ra 101,10% Bignoeiano nus iGynpedeny ta 113,90% ta 102,56%
Bi/IIOBIHO I/ MapaleTaMony.

Jins Beix mapameTpis BignoeigHi 90% Cls Oysu skiodeni B gianasoH Bin
80,00% mo 125,00%.

Pe3y/ibTaTH LbOro AOCHIIKEHHS BKa3ylOTD 11a Te, U0 KpHTepil
OioexpiBanenTHOCTI Bynu JoTpUMaHi Mix yac BUNpoOyBaHHA perenTypH
i eTaNOHHNUIT Npenapat BBOJHAN B YMOBAX «HATINECEPLIEN.

21. PeaynbTaTtu
ToCniKeHAs De3eKH

Ha ocHOBI pe3yabTaTiB ILOTO JOCHIIKEHHA MOKHA 3pOBUTH HACTYIHI
BUCHOBKH LUOJO Be3nexu:

* 3actocyBanHsa TecToBux Ta PedepeHTHNX npernapaTis 300pOBHM
cy0'ekTaM y LboMYy pociijpkenHi 6yno SeanedHum i nobpe nepeHoCKIock.
* ¥ nocnijpkenti He cnoctepiranoca emepTHocTi Ta CepliozHux [1obiunux
Peaialiii. OmuH cyb'ext (2%) 6ys SHATHI 3 l)],OCJ'li)DKeHHH yepes [lobiuny
Peaxuiro (mipekcis).

* Beboro opna TP Bununina y 1 iz 48 cy6’exrir (2%), sxi Opanu yuacTs y
ubomy pocruijkenHi. [TP (nipexcisn) Hactyrinna npubnuzto yepes 7 HIB
[iC/sl BBEACHHA TECTY | He BRANKANACA TTOB'A3AHOIO 3 JHKAPCEKUMH
zacoGamu, T1P spaxcanu cnabkoro 3a cTyneHem iHTEHCHBHOCTI i peakiiis
MUHYJIa 0 KiHla pocnimpxenns. [Ticng epegeHHn pedepeHTHOrO
NpenapaTy He NORifgoMIanocy 1po eunagky IP.

* 3aranoM, y yYacHHKIB JOCTIIKCHHS KiiHiuHI TabopaTopHi NOKa3sHUKH
Oynu He3HAYHO BHLIMMHU ab0 HIKYHMH BiA 1X pedepeHTHHX Hiana3zoHis, i
HoJeH i3 HuX He RRakarcs CS mocnimnukon. Kpim toro, 1 cy6'exr
NOKa3aB BUCOKI 3HAUCHHS TEMMEPATYPH TiNa, saxi Oynu nosigomneni s
11P {nipexcis).

22. BucHoBOK {TyMKa)

PesynbTaT, oTpUMaHi B XO/i AAHOTO HOCHIAKEHHS, MOKA3YKOTh, IO BCi

KpUTEPIT, IO BUHKOPHCTOBYIOTECA IS OUiHKU GiOSKRIRBANEHTHOCTI MiX
TecroruM Ta PediepeHTHHM cKnafioM JikapehKUX 3acobiB, OyIH

P



jlorpumani. Sk anas ibynpodeny, Tak i 115 napaueraMmosty
cnisriHOUICHNA BUNPOBYBANL 10 €TANOHY rCOMETPHUHKX 3HaueHb LS Ta
BINOBIAHUEA 90% noBipunii intepsan aias Cmax ta AUCO-T
BHAXOAMIIMCH Y Mexkax npuiiHaTHoceTi Bij 80,00 1o 125,00%.

Omike, TecToBmii crian (16ynpoden Mapaueramon 200 mr + 500 mr
1a0JIeTKH, BKPUTI MIIIBKOBOIO 0D0JIOHKOIO,

AJIKAJIOI AJl Cxon’e / ALKALOID AD Skopje, Pecnybinika
[Tignitna Makeonis / Republic of North Macedonia) praxaeTncs
DioekpiBaneHTOM eranonioi peuentypu (Hypoden® Vasruma 200 mr +
500 mr Tabnetkn, BKpUTI 000J10HKOIO,

Reckitt Benckiser Healthcare International Ltd., BesinkoGputanis,
BeaukoOpuranis) B ymoeax "Hartuiecepie".

3aranom, BunpobyBaHi npenapath, 6yau Buiiomy Gesneunumu ta 1obpe
EPEHOCHINCE CYD’ eKTaMH, BKIIOYEHUMHU B (1€ A0CHIIDKEHHS.
/
e o

3asiBHUK (BJAACHHUK

= i,
peecTpatiiHoro X
: pacta M.B.
MOCBIIYEHHS)

MpeACTABHUK 3asgBHUKA
(im's, o 6aTLKORI, NMPI3BUIIE)



