Honatox 29

no llopsnky npoBejieHHs €KCIepTHOT OLTHKN
peecTpaniinux MaTepiaiiB Jis TiKapehKUX
3ac00iB, NOJAHMX JJIA JIep>KaBHOT peecTpanii
(nepepeectparlii), a TAKOIK 1711 €KCIIEPTHOT
OLHKH MaTepialiB 11010 BHECEHHS 3MiH JI0
peecTpalifiHuX MaTepiaiiB IpOTArOM CTPOKY
Ji1 peecTpaliiiHoro nocpiueHHs

(1. 4 pozminy IV)

3BIT ITPO JOKJIHIYHI 1OCJIKEHHSA

1. Hazea nixapcekoro 3acoby (nomep

€):

PEECTPaLifHOrQ MOCBIAYCHHS, AKIIO TaKHi

Taprerpi
TabeTKy, BKPUTI MITIBKOBOIO 000IOHKO0, 110 250 MT abo
500 mr

1) Tun nikapeekoro 3acody, 3a skum 6yio
3nificHeno ado nepenbavacThes peccrpaiia

["enepuunmit mikapcekuii 3acid

2) NpOBeNeHI MOCHIKEHHS

Hi.

Y BIIMOBIAHOCTI 10 BUMOT [0 3aCTOCYBAHHS F€HEPHYHNIX
penaparis, BuKnageHnx y «Haxasi Miwicrepersa
OXOpOHH 310poB’a Yipaiuu Big 26.08.2005 Ne 426», nns
rIOpHIHKX TIPENapaTiB HKOJHUX Pe3yIbTATIB BIACHHX
TOKCHKOJIOTIYHUX UM QapMaKoIoriduux JOCHIiDKeHb Y1
KITHIYHUX JIOCTIKCHD HE BHMAracThCA, TOMY BOHH He
nependaueni. Pemra posninie Jomarky 29 ne
3aCTOCOBYIOTBLCA [0 LBOTO Mpenapary.

2. QapMakonoris:

1) nepeunHa papmakogrHaMika

HE 3aCTOCOBYETHCS

2) BTOpUHHA hapMaKoIuHaMiKa

HE 3aCTOCOBYETLCH

3) dbapmakonoris 6esnexu

HE 3aCTOCOBYETLCS

4) hapmakoauHamiubi B3aeMoii

HE 3aCTOCOBYETHCA

3. apMaKOKiHETHKA:

1) ananiTuaHi MeToau Ta 3BiTH PO iX
BallifaLio

HeE 3aCTOCOBYETHLCSI

2) abcopbuis

H€ 3aCTOCOBY€ETHCS

3) poznofin

HE 3aCTOCOBYETHCA

4) meradoiiizm

HE 3aCTOCOBYETHLCS

5) eniMmiHanis

HE 3aCTOCOBYETHCH

6) hapMakoKiHETHYHI B3aE€MOIT
(nokninivHi)

HE 3aCTOCOBYETHCH

7) 1HWi hapMaKkoKiHETHYHI JOCII AKEHHS

HE 38CTOCOBYETHCH

4. Tokcukosiorig:

1) 01HOM030BA TOKCHYHICTE

HE 34CTOCOBYETHCH




2) TOKCUYHICTB TIPH TIOBTOPHUX 038X

HE 3aCTOCOBYETLCA

3) TEHOTOKCHYHICTE: In Vitro

HC 34CTOCOBY€ETBCA

in Vivo (BKIFOYAKOUM JIOJATKOBY OLIHKY
TOKCHKOKIHETHKH)

HE 3aCTOCOBYETHLCH

4) KaHUEPOTEHHICTD:

HE 3aCTOCOBYEThHCH

TpUBAJI JOCTIKEHHS

HE 3aCTOCOBYETLCH

KOPOTKOTEPMIHOBI IOCTIIMKEHHS
abo0 JOCII/KEHHS CepeIHbOT TPHBATOCTI

HE 3aCTOCOBYETLCH

OJAaTKOBI JOCHIIZKEHHA

HE 3aCTOCOBYETHCA

5) penpoayKTHRHA TOKCHYHICTE Ta
TOKCHYHHMIA BIIJIMB HA PO3BUTOK
NIOTOMCTBA:

HE 3aCTOCOBYETBLCA

BIIMB HA (PePTHUILHICTL Ta PaHHIH
eMOpIOHANIBHKH PO3BUTOK

HE 3aCTOCOBYETHCA

eMOpIOTOKCHYHICTE

HE 3aCTOCOBYETHCS

IpeHaTaIbHA Ta [T0CTHATANbBHA
TOKCHYHICTE

HE 3aCTOCOBYETLCA

OCTIUKESHHS, B paMKax AKHX JTIKapChKuH
3aci0 BBOJIATE MOTOMCTBY (HE A03piiuM
TBapUHaM) Ta/abo OLIHITL HA
NOBFOTPHUBAIT HACTIIKH

HE 3aCTOCOBYETLCA

6) MicLieBa NepeHoCUMIcTh

HC 3aCTOCOBYETLCA

7) NOMATKOBI AOCIIIKEHHS TOKCHYHOCTI:

HE 3aCTOCOBYETLCA

AHTUICHHICTD (YTBOPEHHS aHTHUTIN)

HE 3aCTOCOBYETHCH

IMYHOTOKCHYHICTE

HE 3aCTOCOBYCTLCA

OCIIZKEHHS MeXanismy il

HE 3aCTOCOBYETHCA

3aJICHKHICTD BiJl JIIKAPCLKOTO 3ac00y

HE 3aCTOCOBYETHCA

MeTaboIiuHa TOKCUYHICTh

HE 3aCTOCOBYETLCS

TOKCHYHICTE JOMILIIOK

HE 3aCTOCOBYETHCS

1HIIE

HE 3aCTOCOBYETHCA

5. BUCHOBKH HOKNIHIYHOTO NOCIIIKEHHS

HE 3aCTOCOBYETHCA

3asBHUK (BIACHUK
peecTpanifHoro nNocei4eHHs)
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NPEACTABHUK 3asiBHUKA
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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 1V)

PRECLINICAL STUDY REPORT

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

Targetri 250 mg, 500 mg film-coated tablets

- ; eneri
1) medicinal product type by which the EEI
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 4267, 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:

4) pharmacodynamic interactions

1) primary pharmacodynamics e
: n/a
2) secendary pharmacodynamics
nia .
3) safety pharmacology
n/a

3. Pharmacokinetics:
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1) analytical methods and reports on their
validation

n/a

additional studies

: ) n/a
2) absorption
‘ gm g n/a
3) distribution
: n/a
4) metabolism
T nfa
5) elimination
s . n/a
6) pharmacokinetic interactions
(preclinical)
_— . n/a
7) other pharmacokinetic studies
4. Toxicology:
’ . . n/a
1) single-dose toxicity
. . n/a
2) repeated dose toxicity
e n/a
3) genotoxicity:
in vitro
i mm ; .. . oo Infy
in vivo (including additional toxicokinetics
assessment)
4) earcinogenicity;
5 n/a
long-term studies
' n/a
short-term studies
or medium duration studies
/a

) reproductive toxicity and toxic effects
on offspring development;




impact on fertility and early embryonic
development

n/a

5. Preclinical study conclusions

" n/a
embryotoxicity
S n/a
prenalal and postnatal toxicity
: . o 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
7) additional toxicitly studies:
T ;s ; n/a
antigenicity {antibody formation)
! o n/a
immunotoxicity
; ; . n/a
mechanisin of action studies
i n/a
drug dependability
; - n/a
metabolite toxicity
B ; n/a
toxicity ol admixtures
n/a
other
n/a

Applicant (registration
certificate holder)

Natasha kj eyikje\u&
Head of Regulatory Affairs
ALKALOID AD Skopje
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Honatok 30

no llopsanky npoBeaeHHs eKCIIEPTHOT OLIHKH
peecTpauiinux MaTepianis s JKapCbKUX
3aco0iB, MOJAHUX [/Isi JAepIKaBHOT peecTpalii
(nepepeectpatlii), a TAKOXK A €KCIEPTHOT
OLIIHKHM MaTepialik WOA0 BHECEHHA 3MIH 10
peecTpauliiiHuX MaTepiaaiB IPOTITOM CTPOKY
Iii peecTpallifHOro NOCBiIYeHHS

(11. 4 pozniny IV)

3BIT ITPO KJITHIYHI JOCJIIKEHHA

1. Hazra nikapcekoro
3aco0y (Homep
peecTpaLiiHoro
[OCBIIYEHHS, AKILO
TAKHI €):

Tapretpi
TaONeTKH, BKPUTI MIIIBKOBOKO 00010HKO10, 10 250 Mr aGo 500 mr

2. 3asBHUK AJIKAJIOIIT AJT Cxor’e
bynseap Onekcanznpa Makenoncskoro, 12, Ckor’e, 1000, PecnyGaika
[Tipniyna Makenonis

3. BupobHnuk Dapmaren C.A.

4. INposeaeHi Tak

NOCIDKEHHS:

1) Tun nikapceKoro ["'enepuuHuit

zaco0y, 3a aKum 6yJo
saikcueno abo
nependavaeThes
peecTpalis

5. TloBHa Ha3Ba
KJIIHI4YHOTO
BUMPOOYBaHHS,
KOJOBaHWK HOMED
KNiHIYHOTO
BUIIPOOYBAHHS

[lepexpecHe Ilopisusiisre Jocnimkerns bionoriuHol JocTyMHOCTI
oaHopas3oBoi 103M Jlepodnokcauuny 500 mr tabierku, BKPUTI IUTIBKOBOIO

000IOHKO0, Y 3I0POBUX A0OPOBOJILLIB YONOBIKIB Ta KIHOK / HaTIIECEpLE
[Tporokosn: LVI-P5-284

6. ©®aza KAIHIYHOTO
BUITPOOYBAHHS!

Daza |
JlocnikeHHs 6i0eKBiBATEHTHOCTI

7. llepion npoBeneHHs
KJIHIYHOTO
BUIIPOOYBaHHS

3 10.10.2006 no 19.10.2006

8. Kpainu, ne
MPOBOJMIIOCH KIIIHIYHE
BUIIPOOYBaHHS

Kanana

9. KinbkicTs
MOCTIDKY BAHUX

3annaHoBaHo: 24+4 aabTepHATHBHI
daxruuHo: 24

10. Meta Ta BTOpHHHI
LTI KJIHIYHOTO
BUIIPOOYBAHHS

MeTo10 UBOro AOCHIAMKEHHA OY10 OLIHUTHA Ta MOPIBHATH BiIHOCHY
OiogocTynHicTk i, 0Txe, Oi0eKBiBaIEHTHICTE ABOX Mpenaparis

1eBO(IOKCALMHY 11iC/IA 0JHOPA30BOTO MPUHOMY NEPOPaIbHO HATILECEPLE.
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11. qu3aits KIiHIYHOTO
BUINPOOYBAHHA

Hocnimkerns Oyo 0QHOUSHTPOBUM, PAHIOMI30BAHUM, 3 OJHOPA30BOI0
1103010, Ta00PaTOPHO CIinuUM, 2-riepioTHUM, 2-TTOCHTI I0BHUM, IIEPEXPECHUM
NU3AMHOM 3a YYacTIO 3MOPOBUX YOJOBIKIB i JKIHOK. Y KOXKEH mepiof
NOCIIIKEHHS BBOIMIIM OHOPa30oBy 103y HaTweceple. Kosken nepion Oys
pO3MiNeHui May3010 y 7 AHIB.

12. OcHoBHI kpuTepil
BKJIFOUEHHS

Yonoriku Ta kiHKu-100poBOIbLI, HeKypLi abo KomMiHI Kypui, BikoM Bid 18
pOKiB, alle He cTapiie 55 pokiB, 3 ingexcom Macu Tina (IMT) 6inbiie a6o
nopisntoe 19 1 amkae 30 kr/mM2. Cy6 ekt Oynu y XOpoLIOMy CTaHi 340poB’4,
sk 6y0 BU3HAYEHO 3a JAHUMH iCTOPIT XBOpoOH, (Bi3HYHOTO OrnsAmy
(BKIIOYAKOY M XKHUTTEBO BAJKIUBI 03HAKH), enekTpokapaiorpamu (EKT" y 12
BiaBeaeHHsAX) | 3BMYAHMX KTiHIUHUX 1abOpaTOPHUX TecTiB (reMaToloris,
Gloximis, aHanis ceui), Bkmoyaroun Herarusuuid HIV, renatur B i renatur C
TECTH, & TAKOXK HEraTHBHHI CKPUHIHT €TUIIOBOTO CIMPTY T4 HAPKOTHYHHX
peuoBMH Y cedi Ta HeraTHBHMI TecT Ha BariTHicTs Oeta-cepii HCG (mns
"KIHOK-BOJIOHTEPIB).

13. docnimxyBaHui
nmiKapcbkuit 3aci0,
croci® 3acToCyBaHHH,
cuna il

TocnigxysaHuil (A)

Hazga: Jleodnokcaunn/@apmareH

Jlikapeska opma/Criocid npuitomy: TabieTu, BKPUTI NITIBKOBOKO
000JIOHKOK/ epopanbHO

Cxema npuiiomy: | Tabnerka 500 Mr K pa3oBa f03a

14. Tlpenapat
MOPIBHSHHS, 1034,
crocid 3acTocyBaHHs,
cuna il

Eranounuit (B)

Hazpan: Tapanik®

Jlikapebka dopma/Cnocid npuiiomy: TabneTky, BKPUTI M1IBKOBOO
060NIOHKOO/ MepopanbHO

Cxewma npuitomy: 1 Tabaetrka 500 mr sk pazoBa 103a

15. CymyTHs Teparis

CynyTHeoT Tepartii He Oyiio. Cy0'exramu Oy 310poBi 10OpoBOIBLI,

16. Kpurepii ouinku
epEeKTHBHOCTI

KpuTtepii 6GioekBiBaaeHTHOCTI:
e 90% noBipunii iHTEpBa 4715 €KCITOHEHLIAIBEHOT PI3HUALI MIK
JNOCNIIKYBAHUM | €TaNIOHHHUM TIPOAYKTOM /st In-repeTBopeHnx
napameTpie Cmax i AUCT moruneH dOytu mix 80 i 125%.

17. Kpurepii ouiHKK
Oesnexu

besrnexa Gye oliHeHa LUIXOM OLIHKH MOOIYHMX ABHL i nabopaTopHUX
TECTIB.

18. CratHcTiul
METOIH

Vi hapmakokiHeTHUHI napaMeTpu Oy/lyTh MPOAHANi30BaHI Ha CTATUCTUYHY
snauyiicts. [lapamerpuunuil qucnepeiiinuit ananiz Cmax, AUCT, AUCao,
AUCT/00, Kel i T1/2el; reomerpuunuii nopipumnit inteperan aias Cmax. AUCT
ta AUCo0 Ha ocHoBi In-TpanchopmoBannx nanux; Tmax aHanisyeTses 3a
OTIOMOTO HENAPAMETPUHYHOTO MIAXO0AY.

19. lemorpadiuni
MOKA3HUKH
TOCTIKYBAHOT
nomyJsilii (cTars, BiK,

Cy6’extu 4010BI40T Ta KIHOYOT cTaTi, HeKypui, Kypui abo KONMLIHI, BIKOM Bif
18 pokig, ane He cTapue 55 pokie, 3 iHAekcom Mack Tina (IMT) Ginbuie abo
nopieHioe 19 1 Hukue 30 kr/m2.

paca, TOLIO)
20. Pesynpratyn g | GFOMETRIC LS MEANS | pario ‘*W“L m’:‘f& ':‘if‘f;\”
: PARAMETER | = TS (%
eexTHBHOCTI TEST  REFERENCE| (7 LOWER | UPPER
Coms 4741 4791 98.95 92.55 10579
AUCT 38,495 38370 100,53 98.23 102,46

* units are pg/mt. for Oy and pgrhvmi. for AU,

[IpexcrasieHi TyT pe3yNbTaTH MOKA3YIOTh, IO BCl KPUTEPIl, BUKOPUCTAHI IS

OLIIHKK 0i0eKBiBAJEHTHOCTI MK IBOMa CKilagaMu, BUkoHaHi. 90% noipumii




IHTEpBAJ BIJIHOCHOTO reOMETPUIHOTO CEPEIHLOrO TECTOBOrO Npenapary s
Cmax i AUCT 6yB y npuitnarinomy aianaszoni 80-125%.

21. PesyneraTu Gesneku

JBananusaTe (12) i3 npanuatu BoceMu (28) cyQ’eKTiB 3a3HANM 3araioM
neanusatu (20) nodiunux edekTie nig yac qocaipKeHHs. Y oMY
JA0CTiZKEHH] He OYNI0 3apeecTpoBaHO cepio3HuX nodidHuX edekTis.
Onuuanuats (II) nobiunux edextie (6 pizHux TUNiB) Oyau 3apeecTporaHi
ricist BBEJEHHS 0/IHOPA30BOI A03M AOCTIIKYBAHOTO TIPOAYKTY (A) Ta AeCATh
(10) nobiunux edexrie (7 pizHux Tumnis) Oyiu 3apeecTpOBaHi MiC/sA BBeIEHHS
0/1HOPa30BOT 103K eTaNnoHHOrO MpoaykTy (B) npoxykr (oxana nmodiuHa nofis,
MOB’A3aHAa 3 MOCT-J0CAIIKEHHAM Pe3ynbTaTi 1a00paTOpHHUX TECTIB
NPUIHCYBATH 000M KOMIO3HULIIAM).

[Tonii, Taxi six 61Nk y JKMBOTI, AUCHEINCIS, HY10TA, Pe(IIOKC-TracTpUT,
OnroBaHHs, TONOBHUE Oinb, connueicTs (1 emizopn i3 3),
(bapunronapunreansHuii 6ine i puHopes, Oyau OLHEH] SK MOXKITMBHIA 3B’ 30K
i3 JOCHiKYBaHUMUE NMpenapataMi. [HITY Momito COHMUBICTE (2 emizonu 3 3)
OyNo OLIHEHO fIK HE TIOB’A3aHYy 3 JOCIIIKYBaHUMH [IpErapaTaMu.

[1ix yac OLiHKK Mic/s LOCipKeHHs B 0IHOrO ¢y6’exTa Yo BUSBJIEHO
30ibILeHHS KinbkocTi eo3unodinis. Ls 3Mina Gionoriyaux napamerpie Oyna
OLIIHEHA AK MOX(IMBA MOB’ s3aHa 3 AOCIIPKYBAHUMHU TIperapaTaMmu.

22. BUCHOBOK
(3aKTIOYEHHS)

Hocnimkysanuii JI3 (tabnerkulleBodnoxcaunn / Pharmathen 500 mr,
TabNeTKH BKPUTI TTiBKOBOIO 0fononKoto, Pharmathen SA, [Mpeuis) Buznanuii
OIOEKBIBAJIEHTHUM B YMOBaX ronojyBaHHs pedepeHTHOMY JTiKapChbKOMY
3aco0y (Taeanik 500 Mr, TabneTku BKPUTI MITiBKOBOO 000N0HKOKO, Aventis
Pharma Specialites, ®panuis gns Aventis Pharma AEBE, T'peuist) Ha ocHOBI

napameTrpie Cmax i AUCT.

3asgBHUK (BIACHHUK
peecTpaliiHoro
TIOCBITIEHHs )

f’1
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* XBacta M.B.
NpeACTaBHHUK 3aiBHHKA
(im'st, mo 6aTeKORI, MPi3BHILE)




Annex 30

to the Procedure for expert evaluation of

i 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

i film-
1. Nate of tha midicing prodiict Targetri 250 mg, 500 mg film-coated tablets

(registration certificate number, if any):

2. Applicant Alkaloid AD Skopje
Boulevard Aleksandar Makedonski 12,
Skopje, 1000,

Republic of North Macedonia

R — Pharmathen SA
4. Studies conducted: ves
generic

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

Single Dose Crossover Comparative Biovailability
Study of Levofloxacin 500 Mg Film-Coated Tablets
in Healthy Male and Female Volunteers / Fasting
State

5. Clinical trial full name, coded clinical
trial number

Protocol No: LVI-P5-284

6. Clinical trial phase Phase I

Bioequivalence study

7. Clinical trial time frame from 2006/10/10 to 2006/10/19

3 opui (HAACH
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8. Countries where the clinical trial was
conducted

Canada

9. Number of persons under study

-

planned: 24 +4 alternates
actual: 24

10. Clinical trial purpose and secondary
objectives

The objective of this study was to evaluate and
compare the relative bioavailability and therefore the
bioequivalence of two formulations of levofloxacin
after a single oral dose administration under fasting
conditions.

11. Clinical trial design

The study was a single center, randomized, single
dose, laboratory-blinded, 2-period, 2-sequence,
crossover design in healthy male and female subjects.
A single oral dose was administered under fasting
conditions in each study period. Each period was
separated by a wash-out of 7 days.

12. Main inclusion criteria

Male and female volunteers, light-, non- or ex-
smokers, of at least [8 years of age but not older than
55 years with a body mass index (BMI) greater than
or equal to 19 and below 30 kg/m? . Subjects were in
good health as determined by a medical history,
physical examination (including vital signs ),
electrocardiogram (12-lead ECG), and the usual
clinical laboratory tests (hematology, biochemistry,
urinalysis) including negative HIV, Hepatitis B and
Hepatitis C tests as well as negative screening of
ethyl alcohol and drugs of abuse in urine and negative
HCG beta serurn pregnancy test (for female
volunteers).

I3. Medicinal product under study,
administration route, efficiency

Test (A)
Name: Levofloxacin/Pharmathen
Dosage form/Route of administration: fc tablets/oral

Regimen: single dose of 1 x 500 mg

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

Reference (B)

Name: Tavanic®
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Dosage form/Route of administration: film coated
tablets/oral

Regimen: single dose of 1 x 500 mg

15. Concomitant therapy

There was no concomitant therapy. Subjects were
healthy volunteers.

16. Efficacy assessment criteria

Criteria for Bioequivalence:

The 90% confidence interval for the exponential of
the difference between the Test and the Reference
product for the In-transformed parameters Cpax and
AUC, should be between 80 and 125%.

17. Safety assessment criteria

Safety will be evaluated through the assessment of adverse
events and laboratory tests.

18. Statistical methods

All pharmacokinetic parameters will be analyzed for
statistical significance. Parametric ANOVA on Chrax,
AUC AUCw, AUCq00, Ket and Ti12e1; geometric
confidence interval for Cmax. AUC; and AUC,, based
on In-transformed data; Trax analyzed using a non-
parametric approach.

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

Male and female subjects, light-, non- or ex-smokers,
of at least 18 years of age but not older than 55 years
with a body mass index (BMI) greater than or equal
to 19 and below 30 kg/m?2.

20. Efficacy results

J 90% CONFIDENCE
! GEOMETRIC LS MEANS * : \
PARAMETER e R':., /‘";0 l LIMITS (%)
TEST [REFERINCE; * LOWER . UPPER
B 4741 ‘ 4791 | 9895 92.55 | 10579
AUCy 38.495 ! 38.370 100.33 98.23 1 102.46

* unils are pg/ml for Cuae and parh/imb, for AUCT

The results presented herein show that the criteria
used to estimate bioequivalence between the two
formulations were all fulfilled. The 90% confidence
interval of the relative geometric mean of the Test to
the Reference formulation for Crmax and AUC, was
within the acceptance range of 80-125%.

21. Safety results

Twelve (12) of the twenty-eight (28) subjects
experienced a total of twenty (20) adverse events
during the study. No serious adverse events were
recorded in this study. Eleven (11) adverse events (6
different types) were reported after the single dose
administration of the Test (A) product and ten (10)
adverse events (7 different types) were reported after

= -~ 1) 4 B!
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the single dose administration of the Reference (B)
product (one adverse event associated with post-study
laboratory test results was imputed to both
formulations).

The events abdominal pain, dyspepsia, nausea, reflux
gastritis, vomiting, headache, somnolence (1 episode
out of 3}, pharyngolaryngeal pain and rhinorrhoea
were assessed to be possibly related to the study
drugs. The other event somnolence (2 episodes out of
3) was assessed to be not related to the study drugs.
At the post-study evaluation, eosinophil count
increased was detected in one subject. This change in
biological parameters was assessed to be possibly
related to the study drugs.

22. Conclusion (opinion)

The Test formulation (Levofloxacin/Pharmathen 500
mg fc tablets, Pharmathen SA, Greece) is judged to
be bioequivalent under fasting conditions to the
Reference formulation (Tavanic 500 mg film coated
tablets, Aventis Pharma Specialites, France for
Aventis Pharma AEBE, Greece) on the basis of Cpux
and AUC, parameters.

Applicant (registration
certificate holder)
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(signature)

Natasha "/R‘;{\’kﬁk-iAe{}i'kjE g
Head of Regteiatﬁpﬁ'aﬁg'
ALKALOID AD Skopije
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