Honatok 29

1o Topsimky MpoBeAeHHS €KCIEPTHOT OL[iHKH
peecTpauiifHUX MarepianiB A JiKapChKUX
3aco0iB, MOJJaHUX IS IepXKaBHOI peecTpalii
(mepepeecTpallil), a TAKOX AJS1 EKCIIEPTHOT
OUiHKHM MaTepialiB 100 BHECEHHS 3MiH 0
peecTpalliiHuX MaTepiaiB IPOTArOM CTPOKY

i1 peecTpaliiHOTO MOCBiAYEHHSA
(1. 4 pozniny IV)

3BIT ITPO JOKJITHTIHI JOCIKEHHS

1. Hasga nikapcbkoro 3acofy (HoMep
peecTpaLliiHOro MOCBiTYEHHS, AKIIO TaKUH

€):

bnoxMAKC ®opre nms aiteit

1) Tan mikapchkoro 3acoby, 3a AKUM 0yJ10
3nificHeHO abo mepenbayaeThes peecTpaliis

["eHepuuHHA

2) npoBeeH] JOCHiIKEeRHS

Hi. ¥V BixnoBigHOCTI 3 BUMOramMu [0 3aCTOCYBAaHHs
reHepuyHUX Tpenapartis, BUuknaneHux y «Hakasi
MiHicrepcTBa 0XOpOHU 340p0oB’s Ykpainu Big 26.08.2005

Ne 426», nns reHepUUHUX MTpenaparip XOIHUX
Pe3yJIbTaTiB BIaCHUX TOKCUKOJIOTTYHUX Y1

bapMaKoJIOTIYHUX TOCTIIKEHb YU KIIHIYHUX AOCTIKEHb
He NoTpi6HO, TOMY BOHH HE HaBOJSThCS. Pelita po3ainiB
Jonatky 29 He 3aCTOCOBYIOTBCS JI0 IIbOTO T€HEPUIHOTO

npernapary.

2. ©apMaKoJIoTis:

1) mepBuHHa dapmMaKkoaUHaMiKa

HE 3aCTOCOBYETHCA

2) BTOpMHHA (hapMaKOIUHAMIKa

HE 3aCTOCOBYETLCS

3) dapmaxoJiorist 6e31eKn

HE 3aCTOCOBYETECA

4) dhapmakogMHAMIYHI B3aEMOIT

HE 3aCTOCOBYETLCSA

3. ®apMaKOKiHeTHKa:

1) aHamiTHYHI METO/IU Ta 3BITH MPO 1X
BAJIL JALIIFO

HE 3aCTOCOBYETBCA

2) abcopOuiis

HE 3aCTOCOBYETHCSA

3) po3noain

HE 3aCTOCOBYETLCA

4) meTaboizm

HE 3aCTOCOBYETLCA

5) enimiHallis

HE€ 3aCTOCOBYETHCA

6) bapmMakoxiHeTHYHi B3aeMoil
(moKTiHIUHI)

HE 3aCTOCOBY€THCHA

7) iami dbapMakoKiHETHYH] JOCIIIKEHHA

HE 3aCTOCOBYETLCA

4. TOKCUKOJIIOTIA:

1) oxHON030Ba TOKCHYHICTD

HE 3aCTOCOBYETLCA

2) TOKCHYHICTD MPHU MOBTOPHUX 034X

HE 3aCTOCOBYETHCA




3) reHOTOKCUYHICTE: in Vvitro

HE 3aCTOCOBYETHCA

in vivo (BKJIIOYaIOYHU TOJATKOBY OLIIHKY
TOKCHKOKIHETHUKH)

HE 3aCTOCOBYETHCA

4) KaHI[EpOTeHHICTh:

HE 3aCTOCOBYETLCA

TPHBAJL TOCHIHKEHHS

HE 3aCTOCOBYETHCA

KOPOTKOTEPMIHOBI OCTiIKEHHS
ab0 IMOCIIKEHHS CepeqHbOT TPUBAIOCTI

HE 3aCTOCOBYETECA

OIAaTKOBI JOCIIIKEHHS

HE 3aCTOCOBYETBLCA

5) penpoayKTUBHA TOKCHYHICTE Ta
TOKCWYHHUH BIUIUB HA PO3BUTOK IIOTOMCTBA:

HE 3aCTOCOBYETLCA

BILTMB Ha (QepTUIBHICTE Ta PaHHIN
eMOpioHaJIbHUI PO3BUTOK

HE 3aCTOCOBYETHCA

eMOpPiOTOKCUYHICTD

HE 3aCTOCOBYETHCA

peHATAJIbHA Ta MOCTHATAIbHA
TOKCUYHICTD

HC 34CTOCOBYETBCA

NOCITiJUKeHHS, B paMKaXx KX JIIKapChKUI
3aci0 BBOJSTH MOTOMCTBY (HE AO3PLIUM
TBapHHaM) Ta/ab0 OIiHIOIOTh Ha
JNOBrOTPUBaJIi HACHIIKH

HE 3aCTOCOBYETECA

6) MiclieBa NepeHOCUMICTD

HE 3aCTOCOBYETBCA

7) 1OOaTKOBI HOCTIIKEHHSI TOKCHYHOCTI:

HE 3aCTOCOBYETHCA

AQHTUT€HHICTh (YTBOPEHHS aHTHUTIN)

HE 3aCTOCOBYETHCA

IMYHOTOKCUYHICTB

HE 3aCTOCOBYETHCS

JOCIIIDKEHHS MEXaHI3My Aif

HE 3aCTOCOBYETBCA

3aJIe)KHICTH Bifl IIKapCBKOTO 3ac00y

HE 3aCTOCOBYETLCS

MeTaboTiuHa TOKCHYHICTE

HE 3aCTOCOBYETLCA

TOKCHYHICTh JOMIIIOK

HE 3aCTOCOBYETLCA

1HIIIEe

HE 3aCTOCOBYETHCA

5. BUCHOBKM JOKIIHIYHOTO JOCIIIKEHHS

HE 3aCTOCOBYETHCA

3asBHUK (BaCHUK
peecTpaliiHOro MOCBiAYeHHs) (TiAnuc)

XBacta M.B.

NpEeACTABHUK 3aBHUKA
(iM's, o 6aTHKOBI, TIPi3BUILIE)




Honartok 30

1o Tlopsaxy npoBeieHHS eKCIEPTHOT OLIIHKH
peecTpaniiiHuX MaTepianiB s JIKapChbKUX
3aco6iB, MOJAHUX JJIA iepKaBHOT peecTpaliii
(nepepeecTpallii), a TaKOX IJ1 €KCIIEPTHOI
OLIIHKH MaTepialiB I[0JJ0 BHECEHHS 3MiH J10
peeCTpaLifHUX MaTepiatiB IPOTATOM CTPOKY
Iil peecTpaliifHOro MoCBiI4eHHs

(. 4 pozainy 1V)

3BIT ITPO KVITHIYHE JOCJIIKEHHA

1. HazBa nikapchkoro
3aco0y (HoMmep

biokMAKC ®opte nins giteit

peecTpaLiifHoro

[OCBIAYEHHS, SKIIIO

TaKuii €):

2. 3asBHHK AJIKAJIOITT AJT Ckor’e / ALKALOID AD Skopje
Bynseap Onexcanapa MakenoHcekoro, 12, Ckor’e, 1000, Pecrry6iixa
[Tigniuna MakenoHis /
Boulevard Aleksandar Makedonski 12, Skopje, 1000, Republic of North
Macedonia

3. Bupo6Hux ALKALOID AD SKOPJE,

Blvd. Aleksandar Makedonski 12, 1000 Skopje, Republic of North
Macedonia

4. IlpoBeneni nocnimkeHHA: Tak
TaK Hi, Ko "Hi", o0IpyHTYy#TE

1) Tum nikapceKOro
3aco0y, 3a AKuM OyJI0
3ificHeHo abo

["enepuunmii

nependayacThCsa

peecTpalis

5. TloBHa Ha3Ba PanjtoMizoBaHe, 0JIHOJ030Be, IBOCTOPOHHE MepeXpecHe NOCTiKEHH
KJIIHIYHOTO 6ioexsiBanenTHOCTI [6ynpodeny 200 Mr/5 mit cycnieHsii y 310pOBUX
IOCTiIKEHHS, noOpOBONBILIB 32 YMOB "HariiecepLe"

konoeanwii Homep  (CrnoHcop npoekty Ne: b4-18-UBIs

KJIiHIYHOTO

TOCIiKEHHS

6. ®aza kiiniunoro [Kininiuna dasa I (bioekeiBanentHicts [BE])

TOCIIIKEHHS

7. YacoBi paMK# 3 __ 02-KOB-2018 no_ 17-)KOB-2018

KJIHI9HOTO

NOCTIIKEHHS

8. Kpainu, ne Pecny6aika IliBHiyHa MakenoHis

IpOBOAUIIOCH




KJIIHIUHE
NOCHIKEHHS

9. KinpKicTb
TOCIIiIKyBaHUX 0Ci0

3ariaHoBaHo: 28 cy6’exTiB
dakTUyHO: 28 Cy0'eKTiB

10. Meta KIiHiYHOIO
MOCIIIKEeHHS Ta
BTOPHHHI 1IN

MeToro IIOro JoCHiIKeHHs 0yI0 NOPIBHAHHA HIBUAKOCTI Ta CTYNEHS
abcopbuii i6ynpodeny 200 mr/5 mn nepopansHoi cycnensii (Tect) 3
Hypodenom Junior, cupon mpoTu quxomaHku Ta 6omo, 40 Mr/min
HepopasIbHOI CycleHsii 3 anelbcHHOBUM cMakoM (Etanon), mo BBOAUTECA Y
dopmi 1 x 5 mn [200 mr| nepopansHOi cycneH3il HaTuiecepLe.

11. Nuzaitn PannoMizoBaHe, 0JJHOJI030B€, BIAKPHUTE, JBOCTOPOHHE NEPEXpecHe
KJIIHIYHOTO NocIipKeHHs 610€KBIBAJEHTHOCTI.

OCIIIKEeHHA

12. OcuogHi xpurepii |U[06 MaTi MOXIHUBICTh OpaTH ydacTb Y AOCTIKEHHI, Cy0'€KTH ITOBUHHI
BKITFOYECHHS Oynu BiIMOBIATH BCIM HACTYIIHUM KPUTEPIAM:

1) 3nopoBi gopocii YoIoBiKK y Bili Bif > 18 10 <55 pokiB, KaBKa3bKol pacu
2) Tupexc macu Tina (Bara/3pict?) B mexax Big 18,5 no 30,0 xr/m

3) ocobw, sKi He KypsATh, a00 KOMHUIIHI Kyplli, IpX LOMY KOJUIIHIA Kypelb
BH3HAYAETHCA AK 0c00a, siKa He BXXMBaJIa HIKOTHH/TIOTIOHOBMICHI MMPOIYKTH
POTATOM OCTAHHIX IIECTH MICSIiB 10 CKPUHIHTY.

4) 3maTHICTE CHINKYBAaTHUCS Ta CITiBIPAIfOBATH 3 HOCIIIHUKOM Ta HOro
KOJIeTaMH.

5) 3paTHicTh mianucaty iHGOPMOBAHY 3roxy

13. HocnimxyBaHuH
TiKapchbKui 3acio,
criocio BBeIeHHS,
e(EeKTUBHICTD

[6ynipoden 200 mMr/5 mi1, nepopanbHa cycneHsis

Komnasnis, BignosinansHa 3a BUpoObHuTBO: Ankanoin AD Ckon'e,
Pecniy6utika ITiBnigHa MakegoHis

[IISIX BBEICHHS: [IEPOPATEHO

14. IlopiBHsIHHA
JNiKapcBKOro 3acoby,
103H, CIiocio
BBEJICHHS,
e(heKTUBHICTH

Hypoden Junior, cuporn npu nuxomanii ta 6oimo, 40 Mr/mi, nepopaibHa
CyCIEH3is 3 alnelnbCHHOBUM CMaKoM

Kommanis, BignosinansHa 3a BupobuuuTBo: Reckitt Benckiser Healthcare
(UK) Limited, Beauxo6puranis

UUISIX BBEJEHHS: IEpOpaIbHO

15. CynyTHs Teparis

[Tix gac mociimkeHHs He Oyna MO3BOJIEHA XKOIHA CYITyTHS MeIMKAMEHTO3Ha
Teparis.

16. Kpurepii ouinku
eeKTUBHOCTI

Kpurepii oniaku 6ioexBiBaneHTHOCTI
Jogipui inTepsanu 90% s BiIHOIIEHHS reOMeTpUYHMX cepenHixX (A/B) Ha

OCHOBI cepeqHiX 3HaYeHb HaiiMeHmuX KBaApatiB 3 ANOVA In-nepeTBopeHux

AUCO-t Ta Cmax nosunHi 6ytu B Mexkax Bia 80,00 % mo 125,00 %.
KpuTepii oninkn
dapmMaKoKiHeTHKA

e AUCO-t, AUCO-inf, Cmax, Sanummkosa mioma, Tmax, TV el, Ta Kel.

besnexa
o HebGaxani seuma (HS) Ta crangaptHi 1abopaTopHi JOCHTi IKEHHS.

CTaTHCTHYHI MeTOIH
dapMaKOKiHETHKA
o [lapamerpu ANOVA npu AUCO-t, AUCO-inf, Cmax, T" el Ta Kel;
reomeTpuyHi goBipui inTepeanu (C.1.) g AUCO-t, AUCO-inf, Cmax;
Ta HenapameTpuuHuii Tect (Wilcoxon) mns Tmax;




e ®aktopu y mozeri ANOVA: [TocnigoBHicTh, Tema B Mexax
[MTocninoBHocri, [Tepion Ta

e JlikyBaHHS

e Ln-tpancdopmosani nmapamerpu: AUCO-t, AUCO-inf, Cmax.

17. Kpurepii ouinku
Oe3neKu

Heb6axani sBuina (HA) Ta cranpapTHi 1abopaTopHi OLIHKK

18. Cratuctuuni
METO I

®dapmaKoKiHEeTHKA

« [Tapamerpuynuii ananizs ANOVA ana AUCO-t, AUCO-inf, Cmax, T”2 el Ta
Kel; reomerpuyni nosipui intepsanu (AI) nns AUCO-t, AUCO-inf ta Cmax; i
HemapameTpuuHuii TecT (Binkokcona) ans Tmax;

» ®axropu mozeni ANOVA: rocnifoBHICTB, Cy6'eKT y OCTIJOBHOCTI, TIEpiof
Ta JIIKYBaHHS;

* Ln-tpancthopmorani napamerpu: AUCO-t, AUCO-infi Cmax.

KpuTepii 6ioekBiBajseHTHOCTI 4151 i0ynpodeny:

* 90% reometpuunuii J{I cnieeigHomenHs (A/B) cepeIHbOKBaipaTUIHUX
cepennix 3HaueHb (LSM) 3 ANOVA In-tpancpopmoBanux AUCO-t i Cmax
noBrHeH 0yt B Mexax Bix 80,00% mo 125,00%.

19. lemorpadiyni
IOKa3HUKH
MOITYJIALIT, 1110
JOCITiIKY ETHCS
(ctats, BiK, paca
TOIIO)

3m0poBi JOpOCIi YONIOBIKY Y Billi Bij > 18 10 < 55 pokiB, KaBKa3bKOi pacH
[npexc Macu Tina (Bara/3pict?) B Mexax Bifn 18,5 mo 30,0 xr/m2.

20. Pesynbratu
e(peKTUBHOCTI

He 6y70 BUSBIEHO CTATHCTHYHO 3HAUYLIOT PI3HULI MIX JIKYBaHHSAMH 3a
noromororo ANOVA nns In-rpancdopmoBanoro AUCO-t, AUCO-inf Ta
Cmax abo mis HerpaHcdopmoBanux TYzel Ta Kel.

He 6yi0 BUsIBIIEHO CTATUCTUYHO 3HAYYINOT PiI3HMUII MiX JIKyBaHHAM
3acTOCOBYIOUM Tmax.

Tecr BinbkokxcoHa i 000X MOPIBHSHG.

CepeiHs 3aJMIIKOBA IUTOLIA CTaHOBMIIA MeH1e 20 % /715 BCiX JiKyBaHb, 110
BKa3y€ Ha Te, 10 14 i0ynpodeHy 6yso 10CTaTHRO BiAGOPY Mpod IpOTAroM
14 romuu. Buyrpimnuso-nocnimxeni CV qig AUCO-t, AUCO-inf ta Cmax
CTaHOBMIIH BifroBinHO 9,88 %, 9,94 % Ta 17,59 % nns i6ynpodeny.
BinnorigHo mo npotokoiy xochimkeHHs, rinoresa BE penentyp
npuiimaeTres, ko 90 % reomerpuunuit C.J. BigHomenHs LSM tecty no
€TalOHHOTO NMpoayKTy In-Tpancdopmosanoro AUCO-t Ta Cmax 3HaxonsTeCs
B MeXKax AomnycTumoro aianazony eix 80,00 % no 125,00 % ana i6ynpodeny.
e nocnimkenns Bignosigano kputepism BE, ockineku Bei 90 %

reomerpuuni C.I. 6yIu B Mexax JOIyCTUMOIO Aiana3oHy




Results
Pharmacokinetics

Table I: Descriptive Statistics Summary of Ibuprofen Pharmacokinetic Parameters

Test Reference
(a) (B)
Parameter {Unit)

N Mean 5D C\ % N Mean SD C\"%
AUC,, (h*og/mL) 28 5460323 1426042 2612 13 3571815 1161386 2084
AUCuu (b*pg'ml) 2§ 5575398 1478526  26.52 28 5681447 1215877 2140
28

Residual Area (%5) 1.98 0.84 42.23 28 1.84 0.78 42.34
C s (0gml) 28 1552418 352426 22.70 28 15873.24  3683.33 23.20
Tina® 28 234 0.37 15.95 28 2.35 032 13.73
K, (k) 28 0.3032 0.0502 16.5449 28 0.3008 0.0409 13.6077
Corelation 28 -0.9963 0.0029 -0.2874 a8 -0.9981 0.0018 -0.1834
Kettomer () 28 7.429 1.034 13917 28 7.571 0.836 11.038
Kot (B) 28 13.357 1.224 9.161 28 13.571 0.836 6.158
Parameter (Tnit) N Median Alin AMax N Median Min Max
T ®) 28 0.917 0.500 4.000 28 0.833 0.333 4.000

N: Number of obzervationz: SD: Standard Deviation: CV: Coefficient of variatior: Mir: Minimum: Max:
Maximum.

Test (A) = Alkaloid AD Skopje. Republic of Macedonia. Ibuprofen 200 mg'S mL oral suspersion.

Reference (B) = Reckirt Bernckizer Healthcare, UK. Nurofer Junior fever and pair syrup, orange 40 mz/ml oral
suspension.

Pharmacokinetics
Table IT: Ratios (A/B), 90% Geomerric Confidence Intervals, Iutra-Subjects CV" (%), Inter-Subjects CV (%) and p-values for Thuprofen
Geomemic LSM 0% Guomemc C1° p-values
Panmetes Treatmen; Rano'  Lowar Uppr  IlomeSubject Inter Subject
(Uain) Comparisons  Trevmeard  TreamwmtB (%) (%) (%) V() CV (%)  Sequence Penod Treamment
AVC, Treament A - 5377646 54568 38 9671 9247 10116 9.88 064 08710 02298 02163
(b'azml)  TreamsentB
AUCL,  Treamemtd- 5384294 55591.40 9685 9238 10133 oM 30 08724 02182 02386
('ngml)  TreymentB
(o Trament A - 15084.66 15435.80 0760 8013 10569 1730 1813 08231 05306 0.8070

(ngmb) Treatmant B

Calculated wsing least-squares means sccording to the formula; ™™ X 100

¢ 0(%: GeomeTic confidente interval uting lo-Tansformed data

LSM=Least squares mean.

Test (4) = Alkaloid AD Skopje. Republic of Macedonra, buprofen 200 me 5 mL ozl suspeasion

Reference (B) = Reckitt Beackiser Healtheare, UK. Nurofen Jumior faver and paid syTup, orange 40 me mb onal suspension.
Probabliy (p) values are desived from Type I sums of squares

p-value for the Sequeace effect s tested using the Subject(Sequence) effact as the error term

21. Pesynpraru
nocimKeHHs
Oesrnexku

[Tig yac uporo mpociimkeHHs He 3a(iKCOBaHO BUNAIKIB CMEPTi, CEpHO3HUX 4n
sHauymux HA

O6uBa npenapati 1o6pe MepeHOoCUINCs, He MaJld 3HAYHKX [TOOIYHUX
edeKTiB, IpU LFOMY KOJHUX 3HaYYIIMX BiMiHHOCTeH y npodinax 6e3nexku

MiX pernaparamMy He CIIOCTepiraii, 0COOIMBO 00 KINBKOCTI Ta Mpodinto
Hs1

22. BucHosok
(mymKka)

Buxojsuu 3 npeicTaBIeHuX pe3yabTaTiB, 90% noBipyl iHTepBanu
cruiBpinnoluenus "recr/eranon” g AUC 1 Cmax 3HaX0OATLCS B MeXax
nmianazony npuiHATTA Bix 80,00% no 125,00% 4 i6ynpodeny.

Buxoaguu 3 IUX pe3yNbTaTiB, MOXHa 3pOOUTH BUCHOBOK, LL{O
nocnimkyeanuit [6ynpoden 200 mr/S min, nepopaibHa CycrneH3is (JIiKyBaHH:
A), € 6ioekBiBaneHTHUM eTanoHHOMY HypodeH Junior, cupony npotu
NUXOMaHKu Ta 6010, 40 MIr/Mi, nepopaibHa CycleHsis 3 aneJlbCHHOBUM




cmakom (Jlikysanns B), micns 3actocyBanns go3u 1 x 5 ma [200 mr]
HaTIecepie.

3asBHUK (BIACHUK T >
€eecTpa gl‘z’IHoro (niamac) %
p pan XBacta M.B.

MIOCBiqYeHHS
A ) Npe/ICTABHUK 3asBHUKA

(im's, mo 6aTHKOBI, NPi3BHLIE)



Annex 29

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)

PRECLINICAL STUDY REPORT

1. Name of the medicinal product biio KC Popre anz aired/
(registration certificate number, if any): BlokMAX Forte for kids
Generic

1) medicinal product type by which the
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:

1) primary pharmacodynamics w/a
. n/a

2) secondary pharmacodynamics
3) safety pharmacology fia
e . n/a

4) pharmacodynamic interactions

3. Pharmacokinetics:

n/a

1) analytical methods and reports on their
validation




1) analytical methods and reports on their
validation

n/a

. n/a
2) absorption
b n/a
3) distribution
- n/a
4) metabolism
I n/a
5) elimination
L . n/a
6) pharmacokinetic interactions
(preclinical)
. . n/a
7) other pharmacokinetic studies
4. Toxicology:
. L. n/a
1) single-dose toxicity
. n/a
2) repeated dose toxicity
- n/a
3) genotoxicity:
in vitro
o . i . . .. In/a
in vivo (including additional toxicokinetics
assessment)
. .. n/a
4) carcinogenicity:
A n/a
long-term studies
. n/a
short-term studies
or medium duration studies
. . n/a
additional studies
n/a

5) reproductive toxicity and toxic effects
on offspring development:

R



impact on fertility and early embryonic
development

n/a

33 n/a
embryotoxicity
.. n/a
prenatal and postnatal toxicity
; . P n/a
studies under which the medicinal product
is administered to offspring (non-mature
animals) and/or evaluated for long-term
effects
n/a
6) local tolerance
- - . n/a -
7) additional toxicity studies:
Co A . n/a
antigenicity (antibody formation)
; o n/a
Immunotoxicity
. . . n/
mechanism of action studies :
o n/a
drug dependability
. - /a
metabolite toxicity f
- A n
toxicity of admixtures £
other i /o
- . n/ / V7 \
5. Preclinical study conclusions 4 “( ¥ (&
i.\\;'. x CKO /)‘ f : .'r
Applicant (registration ! et
certificate holder) (signature)

Jelena Lazova, pharm. spec
Head of Regulatory Affairs
ALKALOID AD Skopje
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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 1V)

CLINICAL TRIAL REPORT

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

LaokMAKC ®opre aas aiveit/ BlokMAX Forte for kids

2. Applicant

AJIKAJIONT Al Ckor’e / ALKALOID AD Skopje

Bynssap Onekcanjipa Makepoueskoro, 12, Cxon’e, 1000, Pecny6iika
[Tisuuiuna Maxenouis /

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

3. Manufacturer

ALKALOID AD SKOPJE,
Blvd. Aleksandar Makedonski 12
1000 Skopje,

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
200 mg/5 ml suspension In Healthy Volunteers under Fasting Conditions

Sponsor Project No.: b4-18-UBIs

6. Clinical trial phase

Clinical Phase 1 (Bioequivalence [BE])




7. Clinical trial time
frame

from __02-OCT-2018 __to_17-OCT-2018___

8. Countries where the
clinical trial was
conducted

Republic of North Macedonia

9. Number of persons
under study

planned: 28 subjects
actual: 28 subjects

10. Clinical trial
purpose and secondary
objectives

The objective of this study was to compare the rate and extent of absorption of
ibuprofen 200 mg/S mL oral suspension (Test) versus Nurofen Junior fever and
pain syrup, orange 40 mg/mL oral suspension (Reference), administered as 1 x 5
mL [200 mg] oral suspension under fasting conditions.

11. Clinical trial
design

Randomized, single-dose, open-label, 2-way crossover BE study.

12. Main inclusion
criteria

In order to be eligible for participation in the study, subjects had to meet all of
the following criteria;

1) Healthy male adult subjects aged between >18 and <55 years, Caucasian race.
2) Body Mass Index (weight/height®) in the range 18.5 to 30.0 kg/m?2.

3) Non-smokers or ex-smokers, where an ex-smoker is defined as someone who
did not use nicotine/tobacco-containing products in the last six months prior to
screening,

4) Able to communicate and co-operate with the Investigator and his staff.

5) Capable of consent

13. Medicinal product
under study,
administration route,
efficiency

[buprofen 200 mg/5 mL oral suspension

Company Responsible for Manufacturing: Alkaloid AD Skopje, Republic of
North Macedonia

administration route: oral

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

Nurofen Junior fever and pain syrup, orange 40 mg/mL oral suspension

Company Responsible for Manufacturing: Reckitt Benckiser Healthcare (UK)
Limited, United Kingdom

administration route:; oral




15. Concomitant
therapy

INo concomitant drug therapy was allowed during the study.

16. Efficacy
assessment criteria

Criteria for Average Bioequivalence

The 90% confidence intervals for the ratio of geometric means (A/B) based on
least-squares means from the ANOVA of the In-transformed AUCO-t and Cmax
must be within 80.00% to 125.00%.

Criteria for Evaluation

Pharmacokinetics

o AUCO-t, AUCO-inf, Cmax, Residual area, Tmax, TV el, and Kel.
Safety

e Adverse events (AEs) and standard laboratory evaluations.
Statistical Methods

Pharmacokinetics

e Parametric ANOVA on AUCO-t, AUCO-inf, Cmax, T% el and Kel;
geometric confidence intervals (C.1.) for AUCO-t, AUCO-inf, and Cmax;
and non-parametric test (Wilcoxon) for Tmax;

¢ Factors in the ANOVA model: Sequence, Subject within Sequence,
Period and Treatment;

e Ln-transformed parameters: AUCO-t, AUCO-inf, and Cmax.

17. Safety assessment
criteria

Adverse events (AEs) and standard laboratory evaluations

18. Statistical methods

Pharmacokinetics

» Parametric ANOVA on AUCO0-t, AUCO-inf, Cmax, T% el and Kel; geometric
confidence intervals (C.1.)for AUCO-t, AUCO-inf, and Cmax; and non-parametric
test (Wilcoxon) for Tmax;

* Factors in the ANOVA model: Sequence, Subject within Sequence, Period and
Treatment;

» Ln-transformed parameters: AUCO-t, AUCO-inf, and Cmax.
Criteria for bioequivalence for ibuprofen:

* 90% geometric C.L of the ratio (A/B) of least-squares means (LSM) from the
ANOVA of the In-transformed AUCOQ-t and Cmax must be within 80.00% to
125.00%.
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19. Demographic
indicators of
population under study
(gender, age, race,
etc.)

Healthy male adult subjects aged between >18 and <55 years, Caucasian race.

Body Mass Index (weight/height?) in the range 18.5 to 30.0 kg/m?>.

20. Efficacy results

No statistically significant difference between treatments was detected using
ANOVA for the In-transformed AUCO-t, AUCO-inf, and Cmax or for the
untransformed T% el and Kel.

No statistically significant difference was detected between treatments for Tmax
using Wilcoxon’s test for both comparisons.

The mean Residual area was less than 20% for all treatments indicating that a
sampling over a period of 14 hours was sufficient for ibuprofen. The intra-
subject CVs for AUCO-t, AUCO-inf, and Cmax were respectively 9.88%, 9.94%,
and 17.59% for ibuprofen.

In accordance with the study protocol, the hypothesis of BE of the formulations
is accepted if the 90% geometric C.I. of the ratio of LSM of the test to reference
product of In-transformed AUCO-t and Cmax are within the acceptance range of
80.00% to 125.00% for ibuprofen. This study met the BE criteria as all 90%
geometric C.I. were within the acceptance range

Results
Phanmacokinetics
Table k: Descriptive Sratistics Summayy of Thuprofen Phiaracokinetic Paramerers
Tast Refersnce
(4) (B3
Parameier {TUnic) N Mean D Ve ~ Mean <D V4
AUC,, (h*np/ml) 18 S460333 1426042 26.12 28 S5718.15 11613.36 2083
AUCHw h¥agml ) 18 5375398 1478328 26.32 28 5681437 1215837 2140
Re:idual Area (%) 23 1.9% 0,84 4223 28 1.84 Q.78 42.34
Ciae (sl 38 1SS2418 352436 2170 38 1587324 388333 MG
Tia G} 28 2.34 0,37 13.95 28 233 032 13.73
K (b} a8 03033 0.0502 1654149 38 0.3008 0.040% 136077
Correlation 28 -0,9963 0.0929 -0.28%4 28 09981 0.0018 -0, 1833
Ka 1oue (h) s 7429 1.034 13.917 a8 7571 a.836 13.03%
Koo (B 3§ 13357 1M 816k 28 13571 0336 6153
Parameter (Lnitf) N AMedian AMin Max N Median Min Max
Tiun (B 35 0517 0.500 4.000 23 0833 0.533 1,000

N> Number of observations: 812: Standad Daviation; €V CoetBiciant oF vasiation; Miz: Mintmaum; Max:
Massawon,

Tett (A) = Alkaloid AD Skopje, Republic of Macedonia, Touprsfon 300 mp?3 ml oyal suspension.

Refurence (B} = Reclitt Benckiser Healtheare, UK, Nwrofen Junior fever snd par syrup, orange 40 mgyml ayal
suspeLaoR,
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Pharmacokinetics
Table IT: Ratios (A/B), 90%b Geometric Confidence Tutervals, Intra-Subjects CV (88), Tnter-Subjects CV (%) aud p-values for Ibuprofen

Greomatnic LS §044 Geomarne L p-ralugs
Paranticer Treatrent Pate'  Lowsr Uppar  IooaSubfert  Inter Stbyt
{Uzn Copparbsons  TromemA Tranemd (44 [§0)] k3 O CVite  Sagmmer Paned  Tremment
AUC, TromustA- §117545 34583838 6.1 $247 0 10ild LB 6 0870 pasE 00143

(boenl}  TremenB

AUC.,,  TreanmeniA - 5384304 3548140 9685 9230 10133 (2] 10N 08124 02182 088
(h'agml)  TreamentB
Cone POt A - 15084 84 15455 80 9760 %013 10549 17.59 1815 0825)  0.5306 G&0

1Dgiwl) Tramsmt B

“Catoutared usemp Jeasr-cquares teeans according to (e formuts; &5 X 100,

¢ 91 Georatric confidence imtenal ndny In-ransformed data,

LOM=Least squarey mean

Test (A} = Akkaloid AD Skopje. Pepublic of Macadonia, Touprofen 200 merS il onal wipeation

Referenre (B) = Reckint Baacltses Hoaltacare, UK Nmefea Junitor fever and gon symip, orange 40 crzml ol suspension,
Provablity (p) vatuzs 2:e denvad from Thpe I s of squares

Pt alue for the Sequence effect is esied wing the Subject(Saquense} fct i the arror e

21. Safety results

No deaths, serious or significant AEs were reported during this study.

Both formulations were well tolerated, with no major side effects and no relevant
differences in safety profiles were observed between the preparations,
particularly with respect to the number and pattern of AEs

22. Conclusion

Based on the presented results the 90% confidence intervals of the test/reference
ratio for AUC and Cmax are within the acceptance range of 80.00% to 125.00%

(opinion) for ibuprofen.
Based on these results, it can be concluded that the Test Ibuprofen 200 mg/5 mL
oral suspension (Treatment A) is bioequivalent to the Reference Nurofen Junior
fever and pain syrup, orange 40 mg/mL oral suspension (Treatment B) following
a | x 5 mL {200 mg] dose under fasting conditions
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