Annex 30

to the Order of expert

evaluation conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of

Registration Certificate

(point 4 section IV)

REPORT Nel
on clinical trial

1. Name of
medicinal
roduct (if
available -
Registration
Certificate
number)

Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg

2. Applicant

UAB “Farmlyga”, Republic of
Lithuania

Merckle GmbH

3. Graf-Arco-Str. 3, Ulm, Baden-

Manufacturer Wuerttemberg, 89079

4. Conducted yes

studies:

1) type of

medicinal = TR )

product, for 1s application is for generic.

which Tablets

registration

has been KONIg pipa
LR F A | lr'—lf_‘

AHuLiko [.I" é{/;,%




conducted or

planned

5. Full name 2010-2314

of clinical A Multiple-Dose, Partial Replicate, Comparative Bioavailability Study of Two
trial, code Formulations of Quetiapine 400 mg Prolonged Release Tablets under Fasting
number of Conditions in Patients with Primary Psychotic and/or Bipolar Disorder

clinical trial

6. Clinical trial
phase

2010-2314: Phase I

7. Period of
clinical trial
conduction

2010-2314: 12.05.2010 — 20.07.2010

8. Countries
where clinical
trial has been

2010-2314: Canada

conducted
2010-2314: 46 healthy subjects
9. Number of e
enrolled
population
10. Aimand  bg19.2314;
secondary The objective of this study was to evaluate the comparative bioavailability
goals of between:

clinical trial

* Quetiapine 400 mg PR Tablets (Teva Pharmaceutical Works Private Limited
Company, Hungary)

and

* Seroquel® XR 400 mg Tablets (AstraZeneca BV, Netherlands)

after multiple doses in patients under fasting conditions.

11. Design of
clinical trial

2010-2314:
open-label, multiple-dose, randomized, three-period, three-sequence, two-
treatment, partial replicate crossover study

2010-2314:

12_' Mam The study population included, male and female patients 18 years of age or
criteria for  folder, with a BMI from 18.5 to 35.0 kg/m2, who were judged to be healthy
enrollment based on a medical history, ECG, laboratory evaluation, physical examination.
Eligible individuals were patients with schizophrenia, schizoaffective disorder,
schizophreniform disorder, or bipolar disorder.
2010-2314:
13. ) Quetiapine 400 mg PR Tablets;
[nvestigated  |Lot No.: 1890110; KOOId pin
TYTT 117 | I.Jll-r'ﬂg\
0
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medicinal (Teva Pharmaceutical Works Private Limited Company, Hungary)
product, Multiple-dose treatment (once daily for 13 days)

method of

administration,

strength

14. Reference
product, dose,

2010-2314:
Seroquel® XR 400 mg Tablets

method of Lot No.: FB320;
administration’ (AstraZeneca BV, Netherlands)
strength Multiple-dose treatment (once daily for 13 days)

therapy

15. Concurrent

2010-2314: n.a.

efficiency
assessment

16. Criteria for

2010-2314:

Based on the log-transformed parameters, the following criteria were used to
evaluate the bioequivalence between the test and reference products:

AUCtau

* The 90% confidence interval of the relative mean AUCtau of the test to
reference products should be between 80.00-125.00% and Cmax

» Since the within-subject variability for Cmax (23.21%) of the reference
product is < 30%, the 90% confidence interval of the relative mean Cmax of the
test to reference products should be between 80.00-125.00%.

safety
assessment

17. Criteria for

2010-2314:

Safety was assessed based on vital signs measurements, psychiatric assessments,
daily physical examinations, ECGs and on the severity and causality of adverse
events experienced by patients who underwent drug administration.

18. Statistical
methods

2010-2314:

Descriptive statistics were estimated for the pharmacokinetic parameters in each
treatment. Analysis of variance (ANOVA) was applied to log-transformed
AUCtau, Cmax, Ctrough and to untransformed Fluctuation parameters. The
significance of the sequence, period, treatment, and subjectwithin- sequence
effects were tested.

The least-squares means, the differences between the treatments least-squares
means, and the corresponding standard errors of these differences were
estimated for log-transformed AUCtau, Cmax and Ctrough parameters.
Based on these statistics, the ratios of the geometric means for treatments and
the corresponding 90% confidence intervals were calculated.

19.
Demographic
indicators of
the

2010-2314:

The mean, standard deviation and range of the demographic data for the 41
patients who were included in the dataset, were as follows, mean &+ SD (range):
+ Age: 41 £ 11 yrs (20 — 64 yrs)

investigated |- Height: 172.0 £ 9.8 cm (152.0 — 190.0 cm)
population - Weight: 80.6 + 15.3 kg (51.5 - 111.2 kg)
- BML: 27.1 £4.0 (18.7 - 33.1) T R
NUTTIZT DIFAA
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(gender, age,
race, etc.)

Of the 41 patients who were included in the data analysis, 23 were White, 6 were

Black, 6 were Hispanic/Latino and 6 were Asian. Twenty-seven (27) were male
and 14 were female.

20. Results of
efficiency

2010-2314:

Means 90% CI Intra- Intra- W
. Sub Sub H
Parameter TRT Contrast Rati N =
- Arithmetic (CV%) Geometric B " Lower Upper CV(%) CV(%) Ra
A-B  B2-Bl
Based on Measured Data
AUC A 511026 48 4603.58
(ng-h/ml) Bl 5180.82 45 4654.68 Avs.B 0890 9444 - 103.57 15 15 N
e e B —————————
Cmax A 48698 438 440.08
(ng/mL) Bl 510.29 43 446 31 Avs.B 0860 0154 - 10621 24 23 N
By 47998 46 7
Crrough A 7358 76 57.69 76
(ng/inL) Bl 7498 60 64.17 Avs,B 8990 8059 - 100.28 35 36 13
(PRERRRIS . - . o SN, SR i e [
Fluctuation A 202.15 20
(%) Bl 207.64 ) Bl and B2 represent the first and second administration of treatment B, respectively.
' Bl 19258 26

21. Results of
safety

2010-2314:
No serious AEs were reported during the conduct of this study.

None of the AEs had a significant impact on the safety of the patients or on the
integrity of the study results.

22,
Conclusion
(assesment)

2010-2314:

The 90% confidence intervals of the relative mean plasma quetiapine AUCtau
and Cmax of the test to

reference products are within the 80.00-125.00% range.

Therefore, the test product (Quetiapine 400 mg PR Tablets from Teva
Pharmaceutical Works Private Limited Company, Hungary) exhibited equivalent
rate and extent of absorption to the reference product (Seroquel® XR 400 mg
Tablets from AstraZeneca BV, Netherlands) in healthy patients after multiple,
oral doses, under fasting conditions.

Applicant @
(Registration
Certificate holder) (signaturek -
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Jlonatox 30

1o Ilopsinky npoBe/ieHHS eKCIePTH3H
peecTpariifHuX MaTepiaaiB Ha JiKapCchKi
3aco0H, 10 IOAAIOTECS Ha AePIKaBHY
peecTpariio (epepeecTpaltito), a TaKoxK
eKCIIePTU3H MaTepialiB PO BHECEHHS
3MiH JI0 peecTpallifHuX MaTepialiB
IIPOTATOM Jii peecTpariiinoro
IIOCBiqUeHHSs

(mynkt 4 poszainy IV)

3BIT Ne 1
Npo KJiHiYHe BUNPOOYBAHHSA

1. Ha3ga sikapcpKoro
3aco0y (3a HasBHOCTI
- HOMep

Ksetukcon XR 50 mr, 150 mr, 200 mr, 300 Mr i 400 mr

peecTpaliiHOro

[OCBITUEHHS )

2. 3asBHUK 3AT «@apmmiray (UAB “Farmlyga™), JIutoBceka Pecrrybiika
3. Bupobuux «Mepxie ['M6X» (Merckle GmbH)

I'pad-Apxko-Illtpacce 3, YoM, bagen-Broprembepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden-Wuerttemberg, 89079)

4. IIpoBeneni
ITOCITIIDKEHHS

TakK

1) Tun sikapceKoro
3aco0y, 3a AKHM

Lls1 3a9BKa CTOCYETHCS TEHEPHIHOTO JIKAPCHKOT0 3ac00y.

KJIIHIYHOTO
BUIIPOOYBaHHS,
KOJIOBaHUI HOMED
KITIHIYHOTO
BUTIPOOYBaHHS

mpoBoauIacs abo Tabnerku
[IAHYETHCS

peEZCTpa_IIis{

5. IloBHa Ha3Ba 2010-2314

YacTkoBo penikaTHBHE, TOPIBHIBHE TOCTIKEHHS 610{0CTYIIHOCTI
BaraTopa3oBHX 703 IBOX CKIafiB npenapary Kseriamin TabneTku
[IPOJIOHT0BaHOTO BUBLIbHeHH 110 400 Mr, B yMOBax mpHiioMy
HaTIIECEPIIE Y MAlli€HTIB 3 IEPBUHHEM ICHXIYHEM Ta/ab0 OinoIsapHAM
PO3JIaI0M.

6. ®a3za KiIiHIYHOrO
BHIIPOOYBaHHA

2010-2314: dazal

7. Ilepion
[IPOBCACHHA
[KJIIHIYHOTO

2010-2314: 3 12.05.2010 p. mo 20.07.2010 p.

zc(f’[/((/ 7f/
) e oy
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BUIIPOOYBaHHS

8. Kpainu, ne
IPOBOTHIIOCS
KIIIHIYHE
BUIPOOYBaHHS

2010-2314; Kanana

9. Kinpkicts
TOCTTIIKYBaHHUX

2010-2314: 46 3mopoBuX cy0’eKTiB

10. MeTa Ta BropunHi
T KT HIYHOTO
BHIIPOOYBaHHS

2010-2314:

MeToro ITbOr0 JoCIiKeHH: 0yJI10 OLIHUTH MOPIBHAIBHY 01010CTYIHICTE
MK

- Kserianin Tabierku nposonrosanoro susiisHeHHs o 400 mr (Tesa
@apmacrrotikan Bopke [Ipaiiger Jlimiten Kamnani, Yropmmuna (Teva
Pharmaceutical Works Private Limited Company, Hungary)

i
- CepoxBens® XR tabnetku mo 400 mr (Actpa3eneka BB, Higepnanu

(AstraZeneca BV, Netherlands)) micis npuitomy 6aratopa3oBux 103 y
MalIEHTIB HATHIECEpIIE.

11. Jluzaitn
KITIHIYHOT'O
BUIIpOOYyBaHHS

2010-2314:

BiIKpPHTE PAH/IOMi30BaHE YaCTKOBO PEILTIKATUBHE IIEpEXPECHE
NOCTIDKEHHS 6araTopa3oBUX /103 3 TPHOMA [1EPioaMH, TPHOMa
OCJIIIOBHOCTSAMH, JBOMa CXEMaMH JIiKyBaHHSI.

12. OcHoBHI KpuTepil
BKJIFOUCHHS

2010-2314:

[Tomymsiist TocaiKeHHs BKITI0YaAIa MalieHTiB 40108140 Ta KIHoYol
ctari BikoM 18 pokiB Ta crapiue, 3 IMT Bin 18,5 mo 35,0 kr/m2, sxi Gynu
BH3HaHI 3/JOPOBUMH Ha ocHOBI anamuesy, EKI, mabopartoproro
oOcrexeHHs Ta (iznunoro obcrexenus. Cy6d’exTaMu, SKi MaIM IIPaBo Ha
y4acTh, OyJIu ManieHTH 3 mH30(QpeHicro, MH30adheKTHBHEM PO3IIaIoM,
mr30(QpeHihOPMHIM Po31agoM abo BIHOIAPHEM PO3IAIOM.

13. HocmimkyBanuit
imikapchKHit 3aci0,
crocib 3acTocyBaHHs,
cmna aii

2010-2314:

KBerianin TabIeTKH MpOIOHTOBAHOTO BUBIIBHEHHS 110 400 Mr;
Cepist Ne: 1890110;

(Teva Pharmaceutical Works Private Limited Company, Hungary)
JlixyBaHHS 3 3aCTOCYBaHHIM 0araTtopa3zoBHX 03 (OJMH pa3 Ha JIeHb
potsarom 13 aHiB)

14. Ilpenapar
MOPIBHSHHS, 71033,
croci0 3acTocyBaHHS,
cuia mii

2010-2314:

Cepoxsens XR® tabnerku mo 400 Mr

Cepis Ne: FB320;

(AstraZeneca BV, Netherlands)

JlixyBaHHA 3 3aCTOCYBAaHH;M OaraTopasoBHX /03 (OMH pa3 Ha JeHb

npotsaroM 13 nHiB) , L
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15. CynyTHs Teparis

2010-2314: nani BijcyTHi

16. KpuTepii orlinku
edexTuBHOCTI

2010-2314:

Ha ocHoBi orapu)mMiuHO-IIEpEeTBOPEHHX IIAPAMETPIB
BHKOPHCTOBYBAJIMCS TaKi KpATEPii 11 OiHKH Oi0eKBiBAJIEHTHOCTI MizK
TECTOBUM IIPEapaToM Ta IIPerapaToM IMOpPiBHSIHHS:
AUCtau

¢ 90%-Buii noBipuMit iHTEPBAT BiIHOCHOI'O CEPEIHBOIO 3HAUCHHS
AUCtau TecTOBOr0 npemnapary BiJ[HOCHO IPENapaTy MOpiBHIHHS
noBuHeH OytH B Mexkax 80,00%-125,00% 1 Cmax
OckinbKy iHTpaiHIMBiAyansHa BapiadensHicTs i Cmax
(23,21%) npenapary nopiBasHHES <30%, 90%-BHil 10Bipumii
iHTepBaI BiTHOCHOTO cepeHBoro 3uadyeHHs Cmax TecToBOro

Ipenapary BiTHOCHO IIpenapary HOpiBHSIHHS IOBHHEH OYTH B
mexax 80,00%-125,00%.

17. Kpurepii oninku
Oesnexu

2010-2314:

be3sleKy OLiHIOBAIN HAa OCHOBI BUMIPIOBAHHS OCHOBHHX IIOKAa3HUKIB
DKHTTEMISITLHOCTI, ICHXiaTPHYHOT OLIHKH, IOJEHHOTO (i3HYHOro OISy,
EKI', a Tako TSOKKOCTI 1 IPHYHHHO-HACIIAKOBOIO 3B'A3Ky MOGIIHHX
peaxiliif, o BUHUKAIH y Cy0’€KTiB, ki puiiMaliK IIpenapar.

18. CratucTryuni
METOIU

2010-2314:

bynn po3paxoBaHi ONKMCOBI CTATHCTHYHI TOKA3HUKH IS
(hapMakOKiHETHYHHX I1APAMETPIB IS KOXKHOTO THITY JiKyBaHHSL.
Jlucniepciiinuit ananis (ANOVA) BUKOHYBaBCs Ha OCHOBI jlorapu(Miuno-
neperBopeHuX 3Ha4YeHbr AUCtau, Cmax, Ctrough i HenepeTBOpeHHX
(aykryaniitaux napamerpis. IlepeBipsuiacs 3HAYYIIICTH OCIIi IOBHOCTI,
epioy, THITy JIIKYBaHHs i Cy0’€KTH, 3rpyIoBaHi 3a pakTopoM
MIOCIIiIOBHOCTI.

Cepe/ui, po3paxoBaHi METOZOM HaAHMEHINHUX KBAJAPATIB, PI3HUIN Mixk
Cepe/IHIMHU THIIB JIiKyBaHHs, PO3Pax0BaHAMH METOIOM HAHMEHIIIHX
KBaJIPaTiB, i BIANOBINHI CTAHAAPTHI MOMHJIKH IMX Pi3HHIb OLiHIOBATHCS
s morapudmiyno-nepeTBopenux mapamerpis AUCtau, Cmax i
Ctrough.

Ha 0CHOBI IIMX CTATHCTHYHHUX MOKAa3HUKIB O/ po3paxoBaHi
CIiBBiJHOIIEHHS F€OMETPHYHHUX CEPEAHIX U1 THIIB JIIKyBaHHS i
BianoBinHi 90%-Bi K0Bipui iHTepBAH.

19. lemorpadiumni
[1OKA3HHUKH
TOCTTi Ky BaHOT
Oyl (CTaTh, BiK,
paca, TOIIO)

2010-2314:

CepenHe 3Ha4YeHHS, CTAHIAPTHE BIAXHMIEHHS 1 Miana3on gemorpadidaux
naHux i 41 nanienra, ski 6ymm BKIrOUeHi B HaGip JaHUX, OyIu TaKUMH,
cepense + SD (niamazon):

Bik: 41 £ 11 pokis (20 — 64 pokis)

3pict: 172,0 £ 9,8 cm (152,0 — 190,0 cm)

Bara: 80,6 + 15,3 xr (51,5 -111,2 xr)

IMT: 27,1 £ 4,0 (18,7 - 33,1)

3 41 manienTa, sAKi Oy BKIIOYEH] B aHai3 namux, 23 6ymu GiJmMPL,/

HOPHIMH, 6 — IaTHHOAMEPHKAHIAMY 1 6 — asiapamu. JIBamuAth cim (27)

1
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narnieHTiB OyJH 4oyioBikamu, a 14 — KiHKaMH.

20. Pesynbrati 2010-2314:
* Tlapamerp TRT | Cepenne Kourpacr | Cnis- 90% 1L InTpa- InTpa- Tlspmmit
eq) CKTHBHOCT1 Apud (KB%) | Teomerp. sinHo- | Hux | Bep i iHn. nianasou
EeHHs KB(%) KB(%) BE
A-B B2-Bl
Ha ocHoBi BUMipAHHX naHHX
AUCtau A 5110,26 | 48 46,03,58
(Hr*r/mn) B1 5189,82 | 45 A npotu 98,90 94,44 | 103,57 | 15 15 Hani
B Bigc.
B2 5173,65 | 50 4654,68
Cmax A 486,98 43 440,08
(nr/mn) Bl 510,29 43 A npotu 98,60 91,54 | 106,21 | 24 23 Hani
B Bigc.
B2 479,98 46 446,31
Ctrough A 73,58 76 57,69
(Hr/mn) B1 74,98 60 A npotn 89,90 80,59 | 100,28 | 35 36 76,53-
B 130,66
B2 81,41 74 64,17
Dnykryauin | A 202,15 29
(%) B1 207,64 30 B1 i B2 npencraBnsioTh nepiue i Apyre 3acTOCYBaHHS NiKyBaHHA B, Bianosigxo
B2 192,58 26
2010-2314:

21. Pesynnrartu

F [IpoTsirom mpoBeieHHS ILOTO TOCTLIKEHHS He 0YII0 BiMiU4eHO
e

cepiiosnux IIP.
Komna 3 IIP He Mana 3HaYHOTO BIUTMBY Ha Oe3reky cy6’ ekTiB abo Ha
[{UTICHICTE pe3yIbTaTIB HOCTiIKEHHS,

2010-2314:

90%-Buit noBipumii inTepBai BinHocHUX cepenHix AUCtau i Cmax
KBETialliHy B IUIa3Mi IIPH 3aCTOCYBaHHI TECTOBOTO IPEIAPATy BilHOCHO
[penapary MnopiBHIHHA 3HaX0uBCcA B aianazoni 80,00-125,00%.
Taxkum unHOM, TecToBHI npenapat (KBeriamnin TabneTkn
POJIOHr0BaHOTO BUBLMEHEHH 1Mo 400 Mr Bix kommanii TEVA
Pharmaceuticals Works Private Limited Company, Hungary) nokasas
IMBHKICTB i cTyniHB abcopOiii, eKBiBaIEHTHY NpenapaTy NOpiBHAHHS
(Cepoxsens XR® Tabierku mo 400 Mr Bijg komnanii AstraZeneca BV,
Netherlands) y martienTis nicis npuifomy GararopasoBux mepopanbHUX
/103 MicIIs IPHHOMY HaTIIECepIIE.

22. BUCHOBOK
(3aKJIOYEHHS)

3asBHUK (BIaCHUK
peecTparifzoro /nionuc/
IIOCBITYEHHS) (mianuc)

Lupexmop /Ancimanmac Kynemic/
(IL L B.)

/mevamxa/ 3AT «@apmnizan, Pecnybnixa Jlumea

»jf;/i{ Sl f jj}?,‘c f/ G, > 4 ( y
L'vtf'/%ﬁycﬂf&?/lfuzf < (/56‘51&'/@2‘6 sy,
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Annex 30

to the Order of expert evaluation
conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of Registration
Certificate

(point 4 section IV)

REPORT Ne 3 on
clinical trial

1. Name of
medicinal
product (if
available -
Registration
Certificate
number)

Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg

2. Applicant

UAB “Farmlyga”,

89079

Republic of Lithuania
3 Merckle GmbH
¢ Graf-Arco-Str. 3, Ulm, BadenWuerttemberg,
Manufacturer

studies:

4. Conducted 7®*

1) type of

KOnis BIPHA
AHuiuko [T %w,//




medicinal

This application is for generic.

clinical trial

product, for [Tablets

which

registration

has been

conducted or

planned

5. Full name |QEN-P1-522:

of clinical CLINICAL STUDY REPORT No QEN-P1-522 ((SPONSOR PROJECT N°
trial. code 302601-1QUE11)): PIVOTAL, SINGLE DOSE, RANDOMIZED,

num’b eriaE LABORATORY-BLINDED, 2-WAY CROSSOVER COMPARATIVE

BIOAVAILABILITY STUDY OF QUETIAPINE 150 mg
PROLONGEDRELEASE TABLETS IN HEALTHY MALE AND FEMALE
VOLUNTEERS

6. Clinical
trial phase

QEN-P1-522: Phase |

7. Period of
clinical trial
conduction

QEN-P1-522: 06.07.2011 - 30.07.2011

8. Countries

QEN-P1-522: Canada

clinical trial

where
clinical trial
has been
conducted
. Niimibiar of QEN-P1-522: 50 healthy subjects
enrolled
population
. QEN-P1-522: To evaluate and compare the relative bioavailability and
10. Aim and therefore the bioequivalence of two different formulations of quetiapine
secondary  |prolonged-release tablets after a single oral dose administration under fasting
ooals of conditions.

KOMIA BIPHA

AHuwko . S




11. Design of
clinical trial

QEN-P1-522:
Single center, randomized, single dose, laboratory-blinded, 2-period, 2sequence,
crossover study.

n, strength

12. Main QEN-P1-522:

criteria for  [Male and female volunteers, non- or ex-smokers, of at least 18 years of age but

osiEallniang DOt older than 45 years with a body mass index (BMI) greater than or equal to
20.00 and below 30.00 kg/m* were included in the study. Subjects were in good
health as determined by a medical history, physical examination (including vital
signs), electrocardiogram (12-lead ECG), neurological examination and the
usual clinical laboratory tests (hematology, biochemistry, urinalysis) including
negative HIV, Hepatitis B and Hepatitis C tests as well as negative screening of
ethanol, cotinine and drugs of abuse in urine and negative pregnancy test (for
female subjects).

11 QEN-P1-522:

Investicated Name: Quetiapine

. ,g Dosage form/Route of administration: Prolonged-Release Tablets / Oral

medicinal Regimen: Single dose of 1 x 150 mg

product, Batch no.: 2380111

method of

administratio

14.
Reference
product,

dose, method
of

administratio
n, strength

L(\!)EN-PI-SZZ:

ame: Seroquel XR®

Dosage form/Route of administration: Extended-Release Tablets / Oral
Regimen: Single dose of 1 x 150 mg

Batch no.: HB527

15;
Concurrent

therapy

QEN-P1-522: n.a.

16. Criteria
for efficiency
assessment

QEN-P1-522:

Main absorption and disposition parameters using a non-compartmental
approach with a log-linear terminal phase assumption. Trapezoidal rule to
estimate area under the curve, terminal phase estimation based on maximizing
the coefficient of determination. The pharmacokinetic parameters of this trial
were Cmax, Tmax, AUCT, AUCw, AUCT/o, Kel and T¥el.

1
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17. Criteria
for safety
assessment

QEN-P1-522:

Safety was evaluated through assessment of adverse events (AEs), standard
laboratory evaluations, physical examination (including vital signs) and
neurological function tests.

18. Statistical
methods

QEN-P1-522:

Statistical analysis based on a parametric ANOVA model of the
pharmacokinetic parameters; two-sided 90% confidence interval of the ratio of
geometric means for the Cmax, AUCT and AUCe based on In-transformed

data; Tmax based on a non-parametric approach. Level of significance assessed
at the two-sided 5% level.

ANOVA model:
-fixed factors: study group, treatment received, period at which it is given

(nested within study group), sequence in which each treatment is received,
subject effect (nested within study group-by-sequence interaction), study group-

by-sequence interaction and study group-by-treatment interaction (whenever
statistically significant at the two-sided 5% level).

Statistical inference of quetiapine 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 product for the In-transformed parameters Cmax and AUCT were all
to be within the 80.00 to 125.00% bioequivalence range.

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

EN-P1-522:

N

Mean (SD)
Median
Min, Max

Male Female

50
33(8)
33

19, 45

32 (64.0)
18 ( 36.0)

37 ( 74.0)
10 (20.0)
1(2.0)
2 (4.0)

50
71.5 (10.0)
70.6
46.5,94.3

KOMMIA BIPHA
Anuiko |.T. W‘%

Age (years)

Gender [n(%)]

White
Black
Asian
Other

N

Mean (SD)
Median
Min, Max

Race [n(%)]

Weight (kg) [1]




Height (cm) N 50
Mean (SD) 170.7 ( 8.3)
Median 171.8
Min, Max 148.0, 186.0
Body Mass N 50
Index (kg/m2) | Mean (SD) 24.51 (2.71)
Median 24.75
Min, Max 20.09, 29.43
20. Results | QEN-P1-522:
of efficiency
ARAMETER 90% CONFIDENCE
RAOTIO LIMITS (%)
(%) "TOWER [ UPPER
Cmax 105.02 96.87 113.86
AUCT 101.43 95.81 107.39

* units are ng/mL for Cmax and ng-h/mL for AUCt

21. Results of]

QEN-P1-522:
All fifty (50) subjects (100.0%) included in this study experienced a total of one
hundred and eighty-three (183) AEs.

Forty-six (46) subjects (95.8%) reported 80 AEs (8 different System Organ
Classes (SOCs) and 18 different Preferred Terms (PTs)) after the single dose
administration of the Test product and 49 subjects (100.0%) reported 103 AEs
(9 different SOCs and 26 different PTs) after the single dose administration of
the Reference product. The severity of AEs ranged from mild to severe. Two (2)
severe AEs (Reference: procedural complication and somnolence) were
observed during the study. Of all AEs, 10 events (coordination abnormal (2
occurrences), feeling abnormal (2 occurrences), mood altered, blood sodium
increased, blood potassium increased, injury, hot flush and blood pressure
systolic decreased) were unexpected and possibly related to the administration
of the Test or Reference products, based on the sponsor’s assessment.

No serious AEs or deaths were reported during this study.

No AEs required the use of concomitant medications during the study. No
subject was withdrawn from the study for safety reasons.

KOMIA BIPHA
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Conclusion
(assesment)

QEN-P1-522:

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% confidence
interval for the Cmax and AUCT were all within the acceptance range of 80.00
to 125.00%.

Therefore, the Test formulation (Quetiapine 150 mg Prolonged-Release Tablets,
Teva Pharmaceutical Works Private Limited Company, Hungary) is judged to
be bioequivalent to the Reference formulation (Seroquel XR® 150 mg
Extended-Release Tablet, AstraZeneca UK Limited, United Kingdom) under
fasting conditions.

Overall, the drugs tested were generally safe but poorly tolerated, as expected
for this class of medication and dose.

Therefore, the test product (Quetiapine 150 mg PR Tablets from Teva
Pharmaceutical Works Private Limited Company, Hungary) exhibited
equivalent rate and extent of absorption to the reference product (Seroquel® XR

150 mg Tablets from AstraZeneca BV, Netherlands) in healthy patients after

multiple, oral doses, under fasting conditions.
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Honatox 30

no Ilopanky npoBeIeHHs eKCIIePTH3H
peecTpaliiHuX MaTepialiB Ha JIKapchbKi
3ac00H, 10 MOAIOTHCS Ha JAepPIKaBHY
peecTpariio (IlepepeecTpariio), a Takox
€KCIIEPTH3H MaTepialiB PO BHECEHHs
3MiH JI0 peecTpanifiHux MarepianiB
IIPOTATOM [ii peecTpaniiHoro
TIIOCB1IYEHHS

(mynKT 4 posniny IV)

3BIT Ne 3
Npo KJiHiYHe BUNPOOYBaHHS

1. Hazga sikapcsKoro
3aco0y (3a HassBHOCTI -
HOMEp peECTpaliiHoro

Kserukcon XR 50 mr, 150 mr, 200 mr, 300 mr i 400 mMr

[IOCBi{4EHHS)
2. 3asBHUK BAT «®apmiira» (UAB “Farmlyga™), Jlutosceka Pecrry6iika
3. BupoOHuKk «Mepkne I'm6X» (Merckle GmbH)

['pad-Apxo-Ilrpacce 3, Yibm, bagen-Bioprembepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden-Wuerttemberg, 89079)

4. [Tposeneni
TOCITi KeHHS

TakK

1) THI iKapceKOTO
3aco0y, 3a IKuUM

Ll 3251BKa CTOCY€ETBCS TEHEPHYHOTO JIIKAPCHKOTO 3ac00y.

KJIIHIYHOTO
BUIIPOOYBAHHS,
KOJIOBaHHH HOMep
KJIIHIYHOTO
BHIIPOOYBaHHs

Tabnerku
[poBouiIacs abo
[UTaHYEThCA
peecTparis
5. IloBHa Ha3Ba QEN-P1-522:

3BIT ITPO KJITHIYHE JOCHJDKEHHS Ne QEN-P1-522
(CIIOHCOPCHKHH ITPOEKT Ne 302601-1QUELI): OTIOPHE
PAHJIOMI3OBAHE IBOCTOPOHHE ITEPEXPECHE
[TOPIBHSUIBHE JIOCJIKEHHS BIOJOCTYIIHOCTI
OJHOPA30BOI JTO3U KBETIAIIIHY TABJIETOK
[IPOJIOHI'OBAHOI'O BUBIJIBHEHHS I10 150 mr HA 3JIOPOBUX
JIOBPOBOJIBIAX YOJIOBIUOT TA KIHOYOI CTATI 3
MACKYBAHHSIM JAHUX JUUTS CIIIBPOBITHUKIB
JIABOPATOPII

6. ®aza kIiHiYHOrO
BHIIPOOYBaHHS

QEN-P1-522: ®azal

/%(ffwfﬂ{j 7 Z”/éﬁ;?




7. Ilepion mpoBeeHHA
KJIIHIYHOTO
BUIIPOOYBaHHS

QEN-P1-522: 3 06.07.2011 p. mo 30.07.2011 p.

8. Kpainu, me
[IPOBOUIIOCS KJIIHIYHE
BUIIPOOYBaHHS

QEN-P1-522: Kauana

9. KinpkicTh
TOCTILIKYBaHUX

QEN-P1-522: 50 350poBuxX cy6’€KTiB

10. Meta Ta BTOpHHHI
[T KITHIYHOro

QEN-P1-522: OwuinuTy T2 HOPIBHATH BiTHOCHY 0100CTYIIHICTD, a,
0TXe, 010eKBIBAICHTHICTB JIBOX PI3HHX CK/IAJiB IpemapaTy KBeTialiH,

BATIPOOYBAHHS TaOJIETKH IIPOJIOHTOBAHOI'0 BUBIIBHEHHS, TICIIS IPHHOMY OHOPa30BOi
O3H HaTIIeceplle.
11. Juzaiin QEN-P1-522:
KJIIHI9HOTO 0 . . p—
HOLIEHTPOBE PaHIOMI30BaHe IEPeXpecHe JOCIKEHHA 0THO
BUNIPOOYBaHHS FECARHTTARE [l PexXp AACIRY PR

1103H 3 IBOMA [IEPioJJaMH, JBOMA IOCTIJOBHOCTSIMH, 3 MACKyBaHHIM
MaHUX A7 cIiBpoOiTHHKIB TabopaTopil

12. OcHogBHi KpHTEpii
BKJIFOYEHHS

QEN-P1-522:

B nociimkeHHs Oyin BKIFOYeH] JOOPOBOJIBII Y0I0BIU0I Ta KiHOYOT
cTari, AKi He NaATh a00 MK paHilre, BikoM monaiMenine 18 pokis,
ajie He crapiue Hik 45 pokiB, 3 MOKa3HUKOM iHAekcy MacH Tina (IMT),
110 nepesumrye abo mopismioe 20,00 i Hmxge 30,00 kr/m?. Cy6’exTr
Malli rapHe 30POB’ s, SKe BU3HAYAIM 332 aHAMHE30M, (Di3HYHUM OTJISI0M
(BKJIFOYAIOUH KM TTEBO-BaXIIMBI [IOKa3HHUKH), EEKTPOKAPII0rPaMOI0
(EKT" y 12 BingBeneHHsX), HEBPOJIOTIUHEM 00CTEKEHHAM Ta 3BUYANHIMH
KJIIHIYHUMH Tab0paTOPHUMHE JOCIIUKEHHAMH (TeMaToIoris, 6ioxiMis,
aHaJi3 ceul), BKIIOYAIOYH HeraTHei pe3yibrard Ha BIJI, rematut B Ta
renatut C, a TaKoX HETaTUBHUI CKPHHIHT Ha €TAHOJI, KOTHHIH Ta
HapKOTHKH B CeYi Ta HEraTHBHHI TECT HA BATiTHICTH (/1 JKiHOK).

13. JocnimpkyBanuit
TiKapchKuii 3acio,
CII0Ci0 3aCTOCYBaHHS,
cuta mit

QEN-P1-522:

Hasga: Keetiamnin

Jlikapcrka opma/Croci6 3actocysanns: TabieTKi IpoIOHTOBAHOTO
BUBiIBbHEHHS / [lepopanbho

Pexxum: Omgropazora no3a 1 x 150 mr

[Tapris No: 2380111

14. TIpenmapar
MOPIBHSHHSA, 11034,
croci6 3acTocyBaHHs,
cuiia aii

QEN-P1-522:

Hazpa: Cepoxsens XR®

Jlikapceka popma/Crioci6 3acrocyBanus: TabIeTku TpOIOHTOBAHOTO
BuBLIBHEHHS / [TepopanbHo

Pesxum: Onropazosa mo3a 1 x 150 mr

[Taprist No: HB527




15. CynyTtus Tepamis

QEN-P1-522: jani BigcyTHi

16. Kpurepii ominku
e(heKTUBHOCTI

QEN-P1-522:

OcHoBHi mapameTpu abcopOuii Ta po3noiny aHamisyBasmcs 3
BHKOPHCTAHHAM HEKOMIIAPTMEHTAILHOTO METO/1Y, BUXOISUH 3
IIPHITYIIEHHS PO JIHIMHICTh 3aleKHOCT] norapudMiB mapaMeTpie B
TepMiHalbHil asi Bij yacy. JIig po3paxyHKy Mo mij KpPHBOIO
BHKOPHCTOBYBAIIOCS IIPAaBHIIO Tpalelii, a KiHiesa (a3a BH3HAYATACS
IULIXOM Makcumizamii koedinienty. dapMakoKiHETHIHAMH
HapaMeTpaMH B bOMY HociiukeHH] Oy Cmax, Trmax, AUCT,
AUCw, AUCT/wo0, Kel i T!/zel.

17. Kpurepii orinku
De3nexu

QEN-P1-522:

besnexy oninroBamy muIsIXoM OLiHKH 1106i9HMX peakuii (TTP),
CTAaHAapPTHUX JaOOPATOPHUX OLIHOK, (i3HIHOro Orasmy (BKIFOYAFOTH
OCHOBHI [IOKa3HUKH JKUTTEISITBHOCTI) i TeCTYBaHHS HEBPOJIOTIUHOT

GynKmil

18. Cratucrrumni
METOIH

QEN-P1-522:

CratucTiunuil aHami3 Ha OCHOBI IapaMeTPUYHOT MOJIeNi JucTepCiifHOro
anaiizy (ANOVA) GapMakoKiHETHIHHX MapaMeTpis; JBOCTOPOHHIH
90%-Buit oBipumit iHTEpBAI CIIBBIHONIEHHS T€OMETPHYHHX CEPEIHIX
st Cmax, AUCT i AUCeo Ha ocHOBI JT0rapudMidHO-IIepeTBOPEHHIX
nanux; Tmax Ha OCHOBI HemapaMeTpudHOro mimaxosy. Pipens
3HAYYIIOCT] OLiHIOBABCS HA JBOCTOPOHHEOMY 5% piBHI 3HAUyIIOCTI.

Monens mucnepciitnoro anamizy (ANOVA):

- TIOCTIiiHi Koe(illieHTH: TOCTi/PKyBaHa rpyna, oTpUMaHe JTiKyBaHHS,
epiof] 3a KUl BOHO GyJI0 OTPMMAHO (3rpyHoBaHHif 3a JOCII HKYBAHOO
PYIIOIO), IOCIIIOBHICTE OTPUMAHHS KOJKHOTO THITY NiKyBaHHS, eeKT
IHIMBiyyMa (3TPYIIOBAHUX 3a (JaKTOPOM IIOCTiIOBHOCTI 3aCTOCYBaHHA
TIperapary 3ajle;KHO BiJl JOCIIDKYBAHOT IPYIIN), 3a/IeXKHICTE
MOCIiIOBHOCT] 3aCTOCYBAHH HPeNapaTy Bif Z0CIiUKyBaHOI IPyIH i
BAIEHKHICTH TUITY JIIKYBaHHS Bij{ AOCIIKYBaHOT IpyIH (KOJH
BICHKHOCTI € CTATHCTMYHO 3HAYYIMMH [IPH ABOCTOPOHHEOMY 5% piBHI
3HAYYIIOCTI).

CraTiHcTHYHHMI BHCHOBOK 1010 KBETialliHy Ha OCHOBI ITiX 0y
010eKBIBAIEHTHOCT] 3 BAKOPHCTAHHSAM TAKHX CTAHIAPTIB:

- CHiBBITHONIEHHSA IrEOMETPHYHHX 3BAKEHAX CEPE/IHIX 3HAUCHD 3
Binnoeigaum 90%-BuM T0BipYMM iHTepBaTOM, ke GyI0 po3paxoBaHe Ha
OCHOBI Pi3HHLL MiXK TECTOBMM IPENIAPATOM Ta IPENapaToM MOPiBHSHHS
JULs ToraprMidHO nepeTBopenux napamerpis Cmax i AUCT, Bei 6ymu
B Mexkax Bix 80,00 no 125,00% aianazony GioekBiBaleHTHOCTI.

19. lemorpadiyni
[IOKa3HHKH
MOCTiIKYBaHOT
MOIYJISMiT (cTaTh, BiK,
paca, TOLIO)

QEN-P1-522:

Bixk (poxwu) N
Cepenne (SD)

Memiana

Min, Makc




Crare [n(%)] | Yonogiku 32 (64,0)
Kinku 18 (36,0)
Paca [n(%)] bimi 37 (74,0)
Yopwui 10 (20,0)
A3ziatn 1(2,0)
[H1mi 2 (4,0)
Bara (kr) [1] N 50
Cepenne (SD) | 71,5 (10,0)
Meniana 70,6
Min, Makc 46,5, 94,3
3picT (cMm) N 50
Cepenne (SD) | 170,7 (8,3)
Meniana 171,8
Min, Make 148,0, 186,0
Innexc macu N 50
Tina (kr/m?) Cepenre (SD) | 24,51 (2,71)
Mepiana 2475
Min, Makc 20,09, 29,43
20. Pesynprartu QEN-P1-522;
epexraRROCTI TAPAMETP | CIIBBIHOLLUEHHA | 90% NOBIPYMH
(%) THTEPBAJI (%) _
HWXXHIM | BEPXHIU
Cmax 105,02 96,87 113,86
AUCt 101,43 95,81 107,39

* OMMHMIIME BHMipIoBaHHs € HI/Ma 118 Cmax i ar¥r/vut g AUCT

21. PesynbTatu
Oezmexu

QEN-P1-522:

Y Beix w’ataecatu (50) cy6’exris (100,00%), axi 6ymH BKIIOUEH] B 1€
OCIIIJUKEHHS, CTIOCTEPiraiock B oMY CTO BiciMaecsT Tpy mobigni
peaxiiii.

Copox micts (46) cy6’exriB (95,8%) nosizomumu npo 80 ITP (8 pisnux
Kiacis cuctemu oprauis (KCO) i 18 pisuux TepMiniB mepeBakHOro
sacrocysanss (TI13) micnst nprifoMy 01HOPa30BOI 03K TECTOBOTO
npenapary, a 49 cy6’exris (100,0%) mosinomuma mpo 103 TIP (9 pizaux
KCO n 26 pisnux TII3) micns npuitoMy ofHOpa3oBoi 1031 Ipenapary
nopiBHsAHHA. TsoxkicTs [TP BapiroBana Biz cliabKux 10 BaKKHX.
[IpoTsroM npoBeneH s HoCIi ke s OYII0 3apeecTpoBaHo ABi (2) BaXKH
[IP (IIpenapat mopiBHAHHS: yCKIaAHEHHS, BUKITHKAHI IPOBEICHHAM
OCITiAHAX TIpotieyp, i cormnsicts). 3i Beix ITP, 10 spwu (HempasuisHa
KOOPIHMHALIIS (2 BUIAKK), He3BHYaiiHi BindyTTs (2 BUNAAKH), 3MiHa
HACTPOIO, IiIBUINEHHS PiBHA HATPIIO B KPOBI, IiIBAINEHHS PiBHS KATii0
B KPOBI, TPABMH, IPHIIMBH 1 3HHKEHHS CHCTOJIYHOTO THCKY) Ha OCHOBI
OLiHKH, IPOBEJIEHO] CIIOHCOPOM, OYJTH HEOUiKyBaHHMH 1, MOYKIIHBO,
[OB’SI3aHUMH 3 3aCTOCYBAHHSM TECTOBOTO MPENapaTy abo mpenapary
0PI BHSHHS.

[IpoTsAroM mpoBeieH s JOCIIKEHHS He Oyno BinMidene cepiiosnux [1P
a0 cMepTeNbHUX BUIIAIKIB.

[TpoTsirom nposenerns nocmimkerHs xoua 3 ITP He moTpeOyBana
3aCTOCYBAHHS CYIIyTHBOT'O JTIKyBaHHSL.

DKozen 3 cy6’exTiB He GyB BHKITIOUCHHIT 3 MOCITIIKEHHS 3 [PHYHHH, -
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10's13aH01 3 Oe3MeKolo.

22. BuCHOBOK QEN-P1-522:

3aKJIIOYEHHSA C : .
( ) Pe3YJ'IBTaTPl, IIPEACTABJIICH] BHIIE, II0KA3yIOTh, III0 BC1 KpHTEPI11, AK1

BHKOPUCTOBYIOTECS AJIS OLIIHKH 010€KBiBAJIEHTHOCTI Mi’ TECTOBHM
NperapaToM Ta IperapaToM IOPiBHAHHSA, Oy/IM BUKOHAHI.
CriiBBiIHOIIIEHHS TEOMETPUYHHX 3BAKEHHX 3HAYECHE TECTOBOTO
[perapary BiJIHOCHO TIperapary nopiBHAHHS Ta Bixnosigui 90%-si
nosipdi inTepBanu ot Cmax Ta AUCT 3HaXOUIINCE B MEXKaxX
niana3oHy npuitHATHOCTI Bix 8,00 mo 125,00%.

Takum unnOM, TecToruit ckian (Kseriamin TabneTku IIPOJIOHI'OBAHOTO
BrBiIBHEHHSA 110 150 Mr, TeBa ®apmackiotikanc Bopke [Tpaiiset
Jlimite Kammani, Yropmuua (Teva Pharmaceuticals Works Private
Limited Company, Hungary)) BBaskaeThcst 6i0eKBiBATEHTHIM CKIIay
nopisHsaHHEA (Cepoksens XR® TabneTKy MPONOHTOBAHOTO BHBLIBHEHHS
o 150 mr, Acrpa3eneka I0Keit Jlimiten, Benuka Bpuranis
(AstraZeneca UK Limited, United Kingdom)) npu 3acTocyBanHi
HaTIIecepIie.

3araniom, BHIIpoOyBaHi IpenapartH, AK IpaBmiIo, OyIH Ge3eIHIMH, ae
TIOTaHO IEPEHOCHIINCE, 5K 1 04iKyBalIOCh A BOIO KJacy JiKiB Ta JO3H.

Taxum unnOM, TecToBH# npenapar (Kserianin TabneTkn
[IPOJIOHT0BAHOrO BUBLIEHEHH 110 150 Mr Bix kommnanii Teva
Pharmaceuticals Works Private Limited Company, Hungary) moxasas
CKBIBAJICHTHY IIBHJIKICTS 1 CTyIiHB abcopOuii, mo i npemapar
nopisHsHEA (Cepoksens® XR tabnerku mo 150 Mr Bix kommamii
AstraZeneca BV, Nethterlands) y 3nopoBux cy6’exris micms mpuiiomy
0THOPa30BHX NE€POPATIBHUX JI03 HATIIECEPIIE.

3asBHUK (BIaCHHK

peecTpariifHoro /nionuc/
IIOCBITUCHHS) (miamc)
Hupexmop /Anzimanmac Kyncmic/
(II.1.B.)

/nevamka/ 34T « @apmniza», Pecnybnixa Jlumea

Leii doxymenm nepexnadeno na yxpaincoxy mogy nepexnaoavem Beznapsn Anwyw Apymionienoio - W

all

£ i
\ /



Annex 30

to the Order of expert evaluation
conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of Registration
Certificate

(point 4 section IV)

REPORT Ne 4
on clinical trial

1. Name of
medicinal product (if

available - Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg
Registration
Certificate number)

i UAB “Farmlyga”, Republic of Lithuani
2. Applicant armlyga”, Republic of Lithuania

Merckle GmbH

3. Manufacturer Graf-Arco-Str. 3, Ulm, Baden-Wuerttemberg, 89079

4. Conducted HEs
studies:

1) type of medicinal

product, for which  [This application is for generic. KO”IF? B IPH A

registration has been [Tablets

conducted or AHMLUKO LT. W

planned




5. Full name of
clinical trial, code
number of clinical
trial

2011-2763:

Study Title: A Multiple-Dose, Comp
Formulations of Quetiapine 150

mg ER Tablets under Fasting Conditions

arative Bioavailability Study of Two

6. Clinical trial
phase

2011-2763: Phase I

7. Period of clinical
trial conduction

2011-2763: 31.01.2012-12.02.2012

8. Countries where
clinical trial has been

conducted

2011-2763: Canada

9. Number of
enrolled population

2011-2763: 57

10. Aim and
secondary goals of
clinical trial

2011-2763:

The objective of this stud
between:

| Quetiapine Fumarate ER Tablets
Teva Pharmaceutical Works
Private Limited Company, Hungary) and ,

| Seroquel XR® 150 mg ER Tablets (AstraZeneca B.V., The Netherlands)

at steady state in healthy subjects under fasting conditions.

y is to evaluate the comparative bioavailability

(equivalent to 150 mg quetiapine from

11. Design of
clinical trial

2011-2763:
A Multiple-Dose, Comparative Bioavailability Study of Two Formulations
of Quetiapine 150 mg ER Tablets under Fasting Conditions

12. Main criteria for
enrollment

2011-2763:

The study population included non-smoking, male and female volunteers
from 18 to 55 years of age, with a BMI from 18.5 to 30 kg/m?, who were
judged to be healthy based on a medical history, ECG, laboratory
evaluation and physical examination.

KOMIA BIPHA
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13. Investigated

method of
administration,
strength

medicinal product,

2011-2763:

Quetiapine Fumarate ER Tablets (equivalent to 150 mg quetiapine) (Teva
Pharmaceutical Works Private Limited

Company, Hungary)

Lot No.: 2380111

Retest Date: 07/2012

Potency: 101.4% of label claim

Date of Manufacture: 01/2011 Dose:

150 mg

Mode of Administration: Once daily, oral, under fasting conditions

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

2011-2763:

Seroquel XR® 150 mg ER Tablets (AstraZeneca B.V., The Netherlands)
Lot No.: HB527

Potency: 99.3% of label claim

Expiry Date: 08/2013

Dose: 150 mg

Mode of Administration: Once daily, oral, under fasting conditions

15. Concurrent

therapy

2011-2763: n.a

16. Criteria for
efficiency
assessment

2011-2763:
AUCtau, Cmax, Ctrough, Cpd, Tmax and Fluctuation were estimated based

on plasma quetiapine levels for each subject included in the final dataset at
steady-state.

assessment

17. Criteria for safety[2011-2763:

Safety was assessed based on vital signs measurements, ECGs and on the

severity and causality of adverse events experienced by subjects who
received drug administration.

KOMMIA BIPHA
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18. Statistical
methods

2011-2763:

Descriptive statistics were estimated for the pharmacokinetic parameters in
each treatment.

Analysis of variance (ANOVA) was performed on log-transformed
AUCtau, Cmax and Ctrough and on

untransformed Fluctuation parameters. The significance of the sequence,
period, treatment, and subject-withinsequence effects were tested.

The least-squares means, the differences between the treatments
leastsquares means, and the corresponding

standard errors of these differences were estimated for log-transformed
AUCtau, Cmax and Ctrough parameters.

Based on these statistics, the ratios of the geometric means for treatments
and the corresponding 90% confidence intervals were calculated.

The 90% confidence intervals of the relative mean AUCtau, Cmax and

Ctrough of the test to reference products should be between 80.00 and
125.00%.

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

2011-2763:
Based on Measured Plasma Quetiapine Concentrations

Parameter  Trt
Interval
Intra-Sbj CV (%)

n Arithmetic Mean (CV%)GeometricMean ContrastRatio (%) 90% Confidence

Cmax A 57 199.05 ( 34) 187.99 AvsB 103.25
96.47 -
110.51 22
(ngmL) B 57 195.07 ( 37) 182.07 2
AUCtau A 57 2523.91 ( 36) 2366.19 AvsB 104.34
100.34 - 108.49

13
(ngh/mL) B 57  2418.77(36)  2267.81 .
Ctrough A 57 42.98 (1 56) 36.43 AvsB 106.86
97.41 -
117.21 30
(ng/mL) B 57 38.91(54) 34.09 -
Fluctuation A 57 155.27 (33) - -
(%) B 57  157.44(26) . .
Median Range
Tmax A 57 9.00 1.50-16.00

(hours) B 57

500 KOTTBA0B KA

Axuuko LT




20. Results of
efficiency

2010-2763:
No serious AEs were reported during the conduct of this study.

21. Results of safety

2011-2763:

No serious AEs were reported during the conduct of this study.

None of the AEs had a significant impact on the safety of the subjects or on
the integrity of the study results.

22. Conclusion
(assesment)

Netherlands) at steady state in healthy subjects under fasting conditions.

2011-2763:

The objective of this study is to evaluate the comparative bioavailability
between Quetiapine Fumarate ER

Tablets (equivalent to 150 mg quetiapine from Teva Pharmaceutical Works
Private Limited Company,

Hungary) and Seroquel XR® 150 mg ER Tablets (AstraZeneca B.V., The

Subject safety was monitored by documentation of adverse events.

The statistical analysis determined that steady state was achi eved for this
study and maintained throughout for both periods.

The 90% confidence intervals of the relative mean quetiapine AUCtau,
Ctrough and Cmax of the test to reference products are within the 80.00-
125.00% range.

Therefore, the test product ( Quetiapine Fumarate ER Tablets (equivalent to
150 mg quetiapine) from Teva

Pharmaceutical Works Private Limited Company, Hungary) exhibited
equivalent rate and extent of absorption

to the reference product (Seroquel XR® 150 mg ER Tablets from

AstraZeneca B.V., The Netherlands) in healthy subjects at steady state under

Applicant
(Registration
Certificate holder)

fasting conditions.

| (signature
&w\y 54 él&.mw kn“\'kgs
(- (sumame, name, father'd narhe)
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:

; ; :;
y

7
-

KOMIA BIPHA

Auwiuio 1.1 M



Jonarok 30

no Ilopsaaxy NpoBeeHHs eKCIIEPTHIH
peecTpaniiHuX MaTepiais Ha TiKapchKi
3ac00H, M0 I10AF0THCS HA Jiep’KaBHY
peecTpario (epepeecTpaiiro), a TaKoxK
CKCIIEPTH3H MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpanifiHux Marepiaris
IPOTATOM JIii peecTpaniiHoro

IOCBiUEHHS
(myHKT 4 po3niny IV)
3BIT Ne 4
Npo KJIiHiYHe BUNPoOyBaHHSA
1. Ha3ga mikapcekoro [KBeruxcon XR 50 Mr, 150 mr, 200 mr, 300 mr i 400 Mr
3aco0y (3a HAABHOCTI -
HOMED peecTpaniifHoro
IOCB1TICHHS)
2. 3asBHHK 3AT «®apmmira» (UAB “Farmlyga®), JluToBchka Pecmy6Gnika
3. BupoOuux «Mepxne I'M6X» (Merckle GmbH)
['pad-Apxo-Iitpacce 3, Vibm, banen-Broprembepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden-Wuerttemberg, 89079)
4. ITpoBeneni TaK
TOCITI IDKEeHHS !

1) Tun nmikapcekoro  |Lls 3asBka CTOCYETBCsI TEHEPHYHOTO JIIKAPCHKOTO 3ac00y.
3aco0y, 3a sKuM

Tabnerku
poBoauIacsa abo
[IaHYEThCS
peecTparis
5. IloBHa Ha3Ba 2011-2763:
KITIHIYHOIO ; . ; . :
BHIPOGYBaHHS, HasBa nociimkenns: HOplBHSIJI‘BHe JOCIIKSHHS E?IOI.[OCTYHHOCTl
KoJtoBamHii HoMep 6ara1-"opa3013ux 7103 JIBOX CKJIAJIIB IIperapary KBeTlarﬂHu TabeTkn
R CHOBUIPHCHOTO BUBUIHEHH 110 150 Mr, B yMoBax npmiiomy HaTIiecepe
BHIIPOOYBaHHs

6. ®a3a kmimivgOro  [2011-2763: ®aza |
BHIIPOOYBaHHS

7. lepion mposenernns [2011-2763: 3 31.01.2012 p. mo 12.02.2012 p.
KJIIHI9HOTO

BHIIPOOYBaHHsI —~

6%}_) Y
g %{;{/{’ 2

/—/

#




8. Kpainu, ne
MIPOBOJMIIOCS KITiHIYHE
BUIIPOOYBaHHs

2011-2763: Kanasna

9. Kinexicts
JIOCTDKYBaHUX

2011-2763: 57

10. Mera Ta BTOpHHH]
11l KITHIYHOTO
BHIIPOOYBaHHS

2011-2763:

Metoro 1poro pocitimkeHHs 6yo ouiHuTH NOPiBHAIEHY Gi0I0CTYIHICTD
MIJK:

- KBeriaminy dymapar ta6neTku CroBibHEHOTO BUBLIEHEHHS
(exBiBaneHTHMH 150 Mr KBeTiaminy BUpOOHHNTBA TeBa MapMmachloTikal
Bopxkc Ilpaitser Jlimitex Kamnani, Yropmmma (Teva Pharmaceutical
Works Private Limited Company, Hungary))

i
- Cepoxeens XR® TabIeTKH CIIOBIMbHEHOTO BHBLIHEHHS 110 150 mr

(Actpa3eneka b.B., Hinepnanmu (AstraZeneca B.V., Netherlands)) y
CTaHi PIBHOBATH y 30POBHX CY0’€KTIB 32 YMOB IPHHOMY HaTIecepIie.

11. qu3aiiag
KJTIHIYHOTO
BUIIPOOYBaHHs

2011-2763:

[lopiBusmEHEe MoCHiKEHHS GiojtocTymHOCT] 6araTopaszoByX 103 IBOX
CKIaiB npenapary Kseriamin Ta6ieTky croBiisHEHOrO BUBUIBHEHHS 110
150 mr, B yMoBax npuitomy HaTuiecepie

12. OcnoBHi kputepii
BK/IFOUSHHS

2011-2763:

[ lomynsinis mocmimrenns BKIIOYaa HALE€HTIB Y0JI0BIYOT Ta KiHOYOT
crati BikoM Bijx 18 110 55 pokis, 3 IMT Bix 18,5 mo 35,0 xr/m?, axi e
najATh Ta OyJu BU3HAHI 3J0pPOBHMH HA OCHOBI aHamHe3sy, EKT,
1abopaTopHOro 06CTEIKEHHS Ta (bismunOro 06CTEKEHHS.

13. JlocnimkyBanuit
TKapchKHit 3aci6,
CIIOCiO 3acTOCYBaHHS,
cHna mii

2011-2763:

KBserianiny Gpymapar ta6nerku cniopinsuenoro BHBLIIbHEHHS
(exBiBayteHTHUI 150 MT KBeTianiny BupoGuumTea) (Teva Pharmaceutical
Works Private Limited Company, Hungary)

Cepist Ne: 2380111

JlaTa moBTOpHOTO BUNpoOyBanus: 07.2012

BMmict airouoi peyosunm: 101,4% 3asmienoro BMICTY

[lara Bupo6HuITBRA: 01.2011

Jlo3za: 150 mr

Croci6 3acrocyBanus: oqun pas Ha JICHb IEPOPAIBHO HATIIECEpIIe

14. TIpenapar
[IOPiBHSAHHI, 71034,
crioci6 3acTocyBamHs,
cuita aii

2011-2763:

Cepoxsems XR® TabeTkn croBiIbHeHOro BHBIJIBHEHHS 110 150 Mr
(AstraZeneca B.V., Netherlands)

Cepist Ne:HB527 /.%




BumicT nirowoi pevosunm: 99,3% 3agBIeHOro BMICTY
Jlata 3akindeHns Tepminy aii: 08.2013
Jlo3a: 150 Mr

Crioci6 3acTocyBaHHSI: OZHH Pa3 Ha AEHB HePOPAIBHO HaTIIECepIle

15. CymyTHs Tepamis

2011-2763: nani BigcyTHi

16. Kpurepii oninku
edexTuBHOCTI

2011-2763:

by pospaxosani AUCtau, Cmax, Ctrough, Cpd, Tmax i baykTyais
Ha OCHOBI PIBHIB KBeTialliHy B I1a3Mi U1 KOIKHOTO cy0’exra,
BKJIIOYCHOT'O 0 OCTATOYHOI 6a3u JaHUX y CTaHi piBHOBArH.

17. Kpurepii oninku
Oesnekn

2011-2763:

besnexy oLiHIOBAIIN HA OCHOBI BUMIpIOBAHHS OCHOBHHX [IOKA3HUKIE
KUTTERIsbHOCTI, EKT, a TAaK0K TSOKKOCTI i NIPAYMHHO-HACI JKOBOTO
3B'I3KY MOGIMHUX peaKiliii, Mo BHHMKAIH y Cy0’€KTiB, SKi mpHiiMay
Ipernapar.

18. Cratucruyni
METOIHN

2011-2763:

By po3paxoBani OHCOBI CTATHCTHYHI OKA3HUKH 1151
(hapmMaKoKiHETHYHKMX IapaMeTpiB IS KOKHOTO THITY JIIKyBaHHS.
Jlucnepciiinmit ananis (ANOVA) BHKOHYBAaBCS HA OCHOBI
morapupMivHO-nepeTBopernx 3navyeHs AUCtau, Cmax, Ctrough i
HCTIEPETBOPEHHX (uIyKTyaniltHux napamerpis. [lepesipsacs
3HAYYINICTh IOCIIITOBHOCTI, Mepiozy, THILY JIIKYBaHHS i Cy6’eKTH,
3IPYIOBaHi 3a haKTOPOM IOCIIJOBHOCTI.

Cepenni, po3paxoBani METOOM HaiMEHIIHX KBaJIpaTiB, PI3HUII MiX
CePEIHIMHU THUIIIB JIIKyBAHHSA, PO3PAXOBAHMME METOIOM HANMEHIIIIX
KBaJPATIB, i BiAMOBINHI CTAHAAPTHI TOMUIKH IIHX PI3HUIG OLiHIOBATHCS
JULSL TorapudMivHO-nepeTBopernx napametpie AUCtau, Cmax i
Ctrough.

Ha 0CHOBI IIMX CTATHCTHYHHX TIOKA3HHUKIR Oynu pospaxosani
CHiBBiTHOIICHHS TeOMETPHYHHX CepeHIX /I TUIIIB JiKyBaHHS i
BizoBimni 90%-Bi foBipyi inTepBam.

90%-Bi OBipuYi iHTEpBATH BiHOCHOTO cepenuboro 3HadeHHs AUCtau,
Cmax i Ctrough TecToBoro TNpEnapaTy BiAHOCHO IIperapaTy TOPiBHSIHHS
noBuHEH OyTH B Mexax 80,00%-125,00%.

19. Jlemorpadiuni
OKA3HUKH
JIOCITiKYBaHOT
IOyl (CTaTh, BiK,
paca, Tomio)

2011-2763:
Ha ocHOBI BuMiproBanux KOHIICHTpallilf KBeTianiHy B ra3mi

apamerp TRT Apuid. Teomerp. Kontpacr CnissizHo- 90% JII Inrpa-
CepenHe cepenHe wenHA(%) inn.
(KB%) KB(%)
Cmax A 57 199,05 (34) 187,99 A npotu B 103,25 96,47-110,51 22
(nr/mn) B 57 195,07 (37) 182,07 - - -
AUCtau A 57 2523,91 (36) 2366,19 A npotu B 104,34 100,34-108,49 13
(Hr*rimn) B 57 2418,77 (36) 226781 - - -
Ctrough A 57 42,98 (56) 36,43 A npotu B 106,86 97,41-117,21 30
(nrivm) B 57 38,91 (54) 34,09 - - -
Dnykryauin A 57 155,27 (33)
(%) B 57 157,44 (26) S
Meniana Jlianason
Tmax (rog) A [ 57 9,00 1,50-16,00 | [ |
) |IFZAl 5,00 2,00-14,00 | | [




20. PesynpTati
edexTuBHOCTI

2011-2763:

[IpoTsiroM npoBeeHHs 1BOroO IOCIIDKeHHS He 6yIIo BiaMiueHo
cepiiozuux I1P.

21. Pesynsraru
Oe3mexu

2011-2763:

[ IpoTArom mpoBeieH s bOT0 AOCTiIKeHHS He Oyno BigMiueHo
cepiio3nux I1P.

DKoxna 3 [P He mana 3HauHOTO BIUTMBY Ha Oe3neKy cy6’exTiB abo Ha
LUTCHICTD Pe3YJIbTaTIB OCTI IKEHHS.

22. BucHoBOK
(3aKmIOvYeHHs)

2011-2763:

Mertoro 1poro gocimkeHHs 6yi1o omiHUTH HOPiBHATIBHY 0i0M0CTYNHICTE
Mix npenapatamu KBetianiny ymapar TabieTky CrOBLIBHEHOro
BUBLILHEHHS (eKBiBaneHTHHH 150 MT KBETIalmiHy BupoOHHUITBa Tepa
®apmacerotikan Bopke Ipaiiser Jlimites Kammnani, Yropmuna (Teva
Pharmaceutical Works Private Limited Company, Hungary)) i
Cepoxsens XR® TableTkn CIIOBLIHEHOT0 BHBLIBHEHHS 0 150 mr
(Acrpa3eneka B.B., Hinepnanan (AstraZeneca B.V., Netherlands)) y
CTaHi piBHOBATH y 30POBHX CY0’€KTIB 3a YMOB NpPHIOMY HaTIIeCcepiLe.

besreka cy6'eKTiB KOHTpOOBaIACs IIIIXOM JOKyMEHTYBaHHs
MOOIYHHUX peaKIlii.

CrarucTuynmii aHami3 BU3HAYMB, M0 11a IBOTO JOCHIIIKEeHHS OYII0
JIOCSTHYTO CTaHY PIBHOBATH, SIKHIA MiATPHMYBaBCs IPOTAroM 000X
repiois.

90%-Bi noBip4i iHTepBaTH BimHOCHOTO cepenuboro 3naveHas AUCtau,
Cmax i Ctrough TectoBoro IpenapaTy BiIHOCHO IpeHapaTy HOpiBHSHHS
[IOBHHEH OYTH B MeKax 80,00%-125,00%.

Taxum unHOM, TecToORMIT npenapat Kserianiny ¢pymapar tabnerku
CTIOBUIEHEHOTO BUBLILHEHHS (eKBiBaNeHTHIH 150 Mr KBETialiHy
BrpoOHUITBA Tea PapmackroTikan Bopke Ipaiiser Jlimitex Kammani,
Yropumna (Teva Pharmaceutical Works Private Limited Company,
Hungary)) npogemonctpysas Ti cami IIBH/KICTH i CTyIiHb aGeopbii,
o i y npenapara nopisasaas (Cepoxsens XR® taberkn
CIOBUIBHEHOTO BHBiIbHEHHS 110 150 MT BHpOOHHITBA AcTpa3eHeka
b.B., Hinepnanu (AstraZeneca B.V., Netherlands)) y 3mopoBux
Cy0’€KTiB y cTani piBHOBarm 3a YMOB TIpHiiOMy HaTIecepIe.

3asBHHK (BIACHHK
peecTpanifHoro
HOCBIT4eHH)

/nionuc/
(mimmuc)
Lupexmop /Anzivanmac Kyncmic/

(I L. B.)




Annex 30

to the Order of expert evaluation
conduction
of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as |
expert evaluation of materials on
making
amendments to registration materials
during validity term of Registration
Certificate

(point 4 section IV)

REPORT Nt 5 on
clinical trial

1. Name of medicinal
product (if available -
Registration Certificate
number)

Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg

2. Applicant

UAB “Farmlyga”, Republic of Lithuania

3. Manufacturer

Merckle GmbH

Graf-Arco-Str. 3, Ulm, Baden-Wuerttemberg, 89079

4. Conducted studies:

yes

1) type of medicinal
product, for which
registration has been
conducted or planned

This application is for generic.
Tablets

5. Full name of clinical
trial, code number of
clinical trial

2010-2342

A Single-Dose, Partial Replicate, Comparative Bioavailability Study of
Two Formulations of Quetiapine 50 mg Prolonged-Release Tablets
under Fasting Conditions

6. Clinical trial phase

KOnist Bipy,

Ao L W




2010-2342: Phase |

7. Period of clinical
trial conduction

2010-2342: 16.03.2010 — 31.03.2010

8. Countries where
clinical trial has been

conducted

2010-2342: Canada

9. Number of enrolled
population

2010-2342: 48

10. Aim and secondary
goals of clinical trial

2010-2342:
The objective of this study was to evaluate the comparative bioavailability
between:

. Quetiapine 50 mg PR Tablets (Teva Pharmaceutical Works
Private Limited Company, Hungary) and

Seroquel® XR 50 mg Tablets (AstraZeneca BV,
Netherlands) after a single-dose in healthy subjects under fasting
conditions.

11. Design of clinical
trial

2010-2342:

A Single-Dose, Partial Replicate, Comparative Bioavailability Study of
Two Formulations of Quetiapine 50 mg Prolonged-Release Tablets
under Fasting Conditions

12. Main criteria for
enrollment

2010-2342:

The study population included, male and female patients 18 years of age or
older, with a BMI from 18.5 to 35.0 kg/m2, who were judged to be healthy
based on a medical history, ECG, laboratory evaluation, physical
examination. Eligible individuals were patients with schizophrenia,
schizoaffective disorder, schizophreniform disorder, or bipolar disorder.

13. Investigated
medicinal product,
method of
administration, strength

2010-2342:

Quetiapine 50 mg PR Tablets (Teva Pharmaceutical Works Private Limited
Company, Hungary)

Lot No.: 1840110

Potency: 102.4% of label claim

Manufacturing Date: 01/2010

Dose: 50 mg

Mode of Administration: Oral under fasting conditions

KOMMIA BIPHA

AHuwko 1T



14. Reference product,

dose, method of 2010-2342:

o B : Seroquel® XR 50 mg Tablets (AstraZeneca BV, Netherlands)
administration, strength Lot No.: EX241

Potency: 105.4% of label claim

Expiration Date: 08/2010

Dose: 50 mg

Mode of Administration: Oral under fasting conditions

2010-2342: n.a.

15. Concurrent therapy

16. Criteria for2010-2342:

Based on the log-transformed parameters, the following criteria were used
to evaluate the bioequivalence between the test and reference products:
AUCtau

. The 90% confidence interval of the relative mean AUCtau of the
test to reference products should be between 80.00—125.00% and Cmax

. Since the within-subject variability for Cmax (23.21%) of the
reference product is < 30%, the 90% confidence interval of the relative
mean Cmax of the test to reference products should be between 80.00—
125.00%.

efficiency assessment

17. Criteria for safety [2010-2342:
Safety was assessed based on vital signs measurements, psychiatric

assessments, daily physical examinations, ECGs and on the severity and
causality of adverse events experienced by patients who underwent drug
administration.

18. Statistical methods [2010-2342:

Descriptive statistics were estimated for the pharmacokinetic parameters in
each treatment. Analysis of variance (ANOVA) was applied to
logtransformed AUCtau, Cmax, Ctrough and to untransformed Fluctuation
parameters. The significance of the sequence, period, treatment, and
subjectwithin- sequence effects were tested.

The least-squares means, the differences between the treatments
leastsquares means, and the corresponding standard errors of these
differences were estimated for log-transformed AUCtau, Cmax and
Ctrough parameters.

Based on these statistics, the ratios of the geometric means for treatments

and the corresponding 90% confidence intervals were calculated.

assessment

19. Demographic

indicators of the el ll23] 52

investigated population Tht? mean, standarc'l deviatiqn and range of the demographic data for the 41

(gender, a ge, race, etc.) patients who were included in the dataset, were as follows, mean = SD
e i (range):

 Age: 41 £ 11 yrs (20 — 64 yrs)

* Height: 172.0 £ 9.8 cm (152.0 — 190.0 cm)

* Weight: 80.6 + 15.3 kg (51.5-111.2 kg)

* BMI: 27.1 £4.0 (18.7 - 33.1)

Of the 41 patients who were included in the data analysis, 23 were White, 6

were Black, 6 were Hispanic/Lf{@I‘EﬂﬂS B’fpﬁﬁm Twenty-seven (27)
W

were male and 14 were female.

Anviko |.T. SF e 7




20. Results of 010-2342:
efficiency

Analyte: Quetiapine (A & B2:N =41/Bl: N= 44)

Means S0% CI Infa-

__ S e i

Posmsier TR itaatic (CV5) Geomatie O™t Ralio Lower Upper CV(%)
AB

Based on Measured Data

AUC A 63122  @0) 59150
mg*hvml) Bl 64432 (46
B2 e6le0 (37 60904
Coax A 4624 @41 4343
mgml) Bl 4846 “3) AvsB 9722 90.04 - 10498 24

AvsB 9712 9214 - 10237 16

~ B) 4706 (35 BT

AUCnf A 68037 (39)

fng*ivml) Bl 68667  (49)

mmmmmmmm B2 7814 @9

Tmax A 838 @

Y Bl 738 @4

e B8 802 O B i Bl vegimasnit fhes St anccnd adstsintatioe
Kel A 00899 (o7) Tespectively.

(1) Bl 00044 (2

B2 00544 (29

Thaif A 830 (9
) Bl 800 Q6
B2 780 Q8

Safety Results:

N sariame AFs wars rannrted dnrine tha randnet nf thiz ehidvw

21. Results of safety  [2010-2342:

No serious AEs were reported during the conduct of this study.

None of the AEs had a significant impact on the safety of the patients or on
the integrity of the study results.

22. Conclusion

(assesment) 2010-2342:

The 90% confidence intervals of the relative mean plasma quetiapine
AUCtau and Cmax of the test to reference products are within the
80.00-125.00% range.

Therefore, the test product (Quetiapine 50 mg PR Tablets from Teva
Pharmaceutical Works Private Limited Company, Hungary) exhibited
equivalent rate and extent of absorption to the reference product
(Seroquel® XR 50 mg Tablets from AstraZeneca BV, Netherlands) in
healthy patients after multiple, oral doses, under fasting conditions.

Applicant @
(Registration _
Certificate holder)
*ﬁd\w sw.n)&m uﬁ\ lP HA

{suxnam@lﬂ!wmffeﬂM

£ F”n "F)"’éa‘ :}
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Honarox 30

1o Tlopsnxy mpoBeseHHs excriepTH3H
peecTpauifinux MaTepiainis Ha TiKapchKi
3acobu, 1110 IONAITHCS Ha JIepKaBHY
peecTpauiio (IepepeecTpaniio), a Takox
CKCIIEPTH3H MaTepialliB PO BHECEHHS
3MiH JI0 peecTpaliiinix Marepiaris
IPOTATOM [ii peectpaniiHoro
IIOCBiTYEHHS

(myBKkT 4 posainy IV)

3BIT Ne §
Npo KJIiHiYHe BUNPoGyBaHHs

1. Ha3Ba mikapcpkoro
3aco0y (3a HasgABHOCTI -
HOMED peecTpariifinoro

Kgerukcon XR 50 mr, 150 mr, 200 mr, 300 mri 400 mr

[10CBITYECHHS)
2. 3asBHHK 3AT «Dapmiira» (UAB “Farmlyga”), JlutoBchka Pecniy6Gmixa
3. Bupobuuk «Mepxuie I'M6X» (Merckle GmbH)

['pap-Apxo-IlItpacce 3, Vibm, Banen-BiopremGepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden-Wuerttemberg, 89079)

4. IIpoeeneni
TOCIIi IKEeHHS :

TakK

1) TaI nikapcekoro
3aco0y, 3a AKuUM

L1 3as1BKa CTOCY€ETHCS TeHEPHIHOrO TKapchKOTo 3aco0y.

Tabnerku
MIPOBOIUIACH abo
[IaHYEThCS
[peecTparris
5. IloBHa Ha3Ba 2010-2342
KJIIHIYHOrO 3 . ; .
BHIPOGYBaHHs [lopiBHSANEHE MOCTi IUKEHHS OlomocrynHOCTI OaraTtopazoBux mo3 1BOX
2 : M . {

" CKiiamiB npenapary Kseriamin TabneTku croBiIbHEHOT BUIBHEHHS IT

koztoBarHii HOMEp 503}; pOBaI:; HymjI (5 CIIO HEHOTO BHBIJILHEHHS 110
- B

KIITHIYHOI'O » B IM BEEOMy HaTmeccpie
BHIIPOOYBaHHS

6. @aza kninigHOrO
BHIIPOOYBaHHS

2010-2342: dasal

7. Ilepion nposenenHs
KJTiHIYHOrO
BHIIPOOYBaHHS

2010-2342: 3 16.03.2010 p. 10 31.03.2010 p.




8. Kpaiuu, ne
[IPOBOIHIIOCA KJIIHIYHE
BHIIPOOYBaHHS

2010-2342: Kanana

9. KinbkicTs
JIOCITIIKYBaHUX

2010-2342: 48

10. Mera ta BTOpHHHI
LT KJIIHI9HOTO
BHIIPOOYBaHH:

2010-2342:

MeTor0 1bOTro HOCTiKEHHS GYI0 OiHUTH HOPiBHANBHY 61010CTYIHICTD
MiXK:

- KBeriamin TabneTku NpoIoHroBaHOTrO BEBiIbHEHHS 10 50 Mr (Tera
@apmacerotikan Bopke [Ipaiiser Jlimites Kamnani, VYropmuna (Teva
Pharmaceutical Works Private Limited Company, Hungary)

i
- Cepoksens® XR Tabnerku o 50 mr (Acrpa3enexa BB, Hinepnaunau

(AstraZeneca BV, Netherlands)) miczs npritomy OJIHOPA30BOT 103K Y
3/0pOBHX HAII€HTIB HATIIECEPIIE.

11. Iuzaiin
KJIIHIYHOTO
BUIIPOOYBaHHS

2010-2342:

LlopiBHsbHE JOCITIIKeH s GionocTymHOCTI Oararopa3oBux 103 ABOX
CKJIa/liB npenapary KBeTiamia TabneTkn ClOBIIBHEHOr0 BABIIBHEHHS IO
50 Mr, B yMoBax IIPUHOMY HaTIIecepLe

12. OcHoBHI kpuTepii
BKJTIOUCHHS

2010-2342:

[ lomyaamis nocikeH s BKIIFOYaia MalieHTIB Y0I0BiY0i Ta XKiHOYOT
crari BikoM 18 pokis ta ctapme, 3 IMT Bin 18,5 o 35,0 kr/M?, sxi Gyiu
BH3HAHI 3/I0POBHMH Ha OCHOBi anamuesy, EKT, nabopaTtopHOro
obcrexenns Ta dismanoro obcrexenns. Cy6 "€KTaMH, SIKi Malli [paBo Ha)
ydacTh, Oymnu namieHTH 3 musodpeHiero, mMu30aheKTHBHUM po3naom,
rH30(peniGopMHIM posianom a6o GimomsipHIM po3amom.

13. MocnimxyBanuit
miKapceKuUii 3acib,
croci6 3acTocyBaHHs,
cHIIa mii

2010-2342:

KBeTiarin TabIeTKu MpoIOHrOBaHOTO BUBiTEHEHHS 110 50 MT;
(Teva Pharmaceutical Works Private Limited Company, Hungary)
Cepist Ne: 1840110

BmicT nirouoi pewosnnn: 102,4% 3aspieHoro BMICTY

Jlata Bpo6uuuTBa: 01.2010

lo3a: 50 Mmr

Croci0 3acTocyBanus: nepopansHo HaTIecepue

14. TIpenapar
[OPIBHSHHS, 1034,
crocib 3acTocyBaHH4,
criia mit

2010-2342:
Cepoxsens® XR Tabierku mo 50 mr (AstraZeneca BV, Netherlands)

Cepist Ne: EX241
BmicT nirouoi pevosunn: 105,4% 3asBnenoro BMiCTY 1
/laTa 3aKingennst Tepminy npagatHoeri: 08.2010

[Mo3a: 50 mr
/%C 7 e
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Cnoci6 3acrocyBanns: nepopansuo HaTIecepie

15. Cynyrus Tepanis

2010-2342: nani Bincyrai

16. Kpurepii omiaku
eexTHBHOCTI

2010-2342:

Ha ocHoBi orapudmiyno-nepersopernx napameTpis

BUKOPHCTOBYBAIIHCS TaKi KPUTEpIi Ui OLiHKY G10eKBiBATEHTHOCTI Midc

TECTOBHM IPEMIAPaTOM Ta IPENapaToM MOpPiBHSHHS:

AUCtau

* 90%-Buii TOBip4Hit iHTEpBA BiTHOCHOTO CEPEIHEOTO 3HAYEHHST
AUCtau TecToBOr0 mpenapaty BiaHOCHO npenapary MOpiBHAHHS
noBuHeH 6yTH B Mexax 80,00%-125,00% i Cmax

*  Ockinbku iHTpain/mBiTyansHa BapiaGenpHicTh s Cmax
(23,21%) npemapary nopisasHES <30%, 90%-BHii JOBIpYmHit
IHTEpBAT BiHOCHOTO cepeIHBOro 3Havenns Cmax TECTOBOTO

Tpenapary BiIHOCHO IIpelapaTy NOPiBHAHHS IOBHHEH OyTH B
Mexax 80,00%-125,00%.

17. Kpurepii oninku
Oesnexu

2010-2342:

besneky omiHOBamH Ha OCHOBI BUMIPIOBaHHS OCHOBHHX IIOKA3HHKIB
KUTTENISUIBHOCTI, IICHX1aTPHUYHOI OIIHKH, IOAEHHOTO ¢bizuunoro
ornsany, EKT', a Takosxk TsoKkkocTi i nprumHHO-HACTIIKOBOTO 3B'S3Ky
[00IYHIX peakmii, 110 BUHMKATH ¥y CyO’€KTiB, sIKi mpuiimManu npemapar.

18. CratucTiuni
METOIH

2010-2342:

by/m pospaxoBaHi OIHCOBi CTATHCTHYH] MOKA3HEKH 1S
(bapMakoKiHETHUHHX IapaMeTpIB JUIS KOIKHOTO THITY JTiKyBaHHSI,
Jlucniepciiinmit ananiz (ANOVA) BUKOHYBABCs Ha OCHOBI
ylorapu(MiuHo-nepersopennx suavensr AUCtau, Cmax, Ctrough i
HCTIEPETBOPEHHX (IIYKTyalilHIX apaMeTpis. Ilepesipsnace
3HAYYINICTh MIOCIIAOBHOCTI, TIepiozy, THILY JIIKYBaHHS i cy6’eKTH,
3rPYIOBaHI 3a (haKTOPOM IOCIiTOBHOCTI.

Cepenni, pospaxosani MeTo0M HalMeHIIHX KBaJpaTiB, PI3HMII MiX
Cepe/IHIMH TUIIIB JIiKyBaHHS, PO3PAXOBAHMMI METOLOM HaHMEeHIIIX
KBaJIPATiB, i BiMOBINHI CTAHIAPTHI TOMUIKH IHX PI3HHIb OLIHIOBAITHCS
JULA JTI0TapHPMIUHO-IIePETBOPEHHX napameTpiB AUCtau, Cmax i
Ctrough.

Ha 0CcHOBI (EX CTATHCTHYHAX MOKA3HHUKIB Oynu pospaxoBaHi
CIiBBiTHOIIEHHS reOMETPHYHUX Cepe/IHIX JUIS THIIB JIIKYBaHHS i
BiAMOBiHI 90%-Bi noBipYi IHTepBaJIH.

19. Temorpadiuni
[0KA3HHKH

TOCITI [KYBAHOT
HOIyJIANii (CTarh, Bik,
paca, To1I0)

2010-2342:
Cepenne 3nauenns, CTaHIapTHE BiJIXHJICHHA i Tiana3on JemMorpadiuaux
JaHuX Ui 41 manieHTa, siki 6yH BKIOYeH] B Habip naHux, Oy
TaKuMH, cepeniHe + SD (niamason):

* Bik: 41 £ 11 poxkis (20 - 64 poxis)

* 3picr: 172,0 + 9,8 em (152,0 — 190,0 cM)
¢ Bara: 80,6+ 15,3 xr (51,5 - 111,2 xr)
IMT: 27,1 + 4,0 (18,7 - 33,1)

23 Oyim 6iJIHMH(§-é

3 41 nanienra, sxi 6y/1H BKIFOYEH] B anami3 NaHHX,
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HYOPHUMH, 6 — TaTHHOAMEPUKAHIUIMH 1 6 — a3iaTamu. HBanuars cim (27)
MANIEHTIB Oy/IH YoNOBiKaMH, a 14 — skiHKaMH.

20. PesynsTaru 2010-2342:
eextrBHOCTI Anasiit: Keetianin (A i B2: N=41/B1: N=44)
Tlapamerp TRT Cepenne Koutpacr Cnig- 90% M1 InTpa-ing,
Apud (KB%) [eomerp. 3}2::; Hik Bep ﬁ—BEE%}
Ha ocHosi Bumipanux nannx
AUCtau A 632,22 (40) 591,50
phEaag B1 644,32 (46) AnporuB | 97,12 92,14-102,37 16
609,04
B2 661,60 GD
Cmax A 46,24 (41) 43,43
Lot B1 48,46 (43) AnporuB | 97,22 90,04-104,98 24
B2 77,06 [€5) .6
AUCinf A 680,37 39)
(rirfacy) Bl 636,67 @5
B2 719,14 (38)
Tmax (ron) A 8,38 @n
B1 7,38 (44)
H2 532 (6) B1 i B2 npencrasisiors nepme i npyre sacrocysanus TiKYBAHHA BiANOBIAHO
Kel (#/rog) A 0,0899 (27)
B1 0,0944 (26)
B2 0,0944 24)
Thalf (rox) A 8,30 (28)
B1 8,00 (36)
B2 7,80 (20)
2010-2342:

21. Pesynrrata

[ IpOTATrOM IPOBEIEHHS IBOTO JOCIIUKEHHS He Oyno BimmiueHo
Oe3nexu

cepiosaux [P,
JKojna 3 [P He Maia 3HauHOrO BIUTHBY Ha Oe3nexy cy0’exTiB abo Ha
iTiCHICTH pe3ynbTaTis JOCHIIKEHHS.,

2010-2342:;

90%-Buit noBipumii inTepBan BinHOCHUX cepemmix AUCtau i Cmax
KBETIalliHy B I/1a3Mi IIPH 3aCTOCYBAHHI TECTOBOrO IIpenapary BiJIHOCHO
Npenapary MOpiBHAHHA 3HAXOMUBCA B Aianasoni 80,00-125,00%.
Taxnm unnOM, TectoBri npenapar (Kserianin Ta6nerku
[IPOJIOHIOBAHOIO BUBLITBHEHHS 110 50 MT Bij Kommanii TEVA
Pharmaceuticals Works Private Limited Company, Hungary) nokasas
IBUJKICTE 1 CTYIiHB abcopbuil, exBiBaieHTHI IIperapary MOpPiBHSIHHS
(Cepoxens® XR Tabnerku mo 50 mr Bix kommamii AstraZeneca BV,
Netherlands) y 3snoposux cy6’exris micis HPHEOMY OTHOPA30BHX
[I€POPAIBHUX 103 IICIIs IPHHOMY HATIIECEPIIE.

22. BucHoBOK
(3aKiTrOUueHHs)

3aABHUK (BIACHHK
peecTpamniiaoro /nionuc/
IIOCB1TYEHHS) (mizmuc)
Hupexmop /Ancimanmac Kynemic/
(ILI1.B)

| ¥
% (ALE el 7
/

Leti doxymenm nepexnadeno na YKpainceKy mogy nepexnadavem Beznapsn Auyw Apymionisnoio

/nevamia/ 34T «Dapmanizay, Pecny6nixa JTumea




Annex 30

to the Order of expert

evaluation conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of

Registration Certificate

(point 4 section IV)

REPORT N:e8
on clinical trial

1. Name of
medicinal
product (if
available -
Registration
Certificate
number)

Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg

2. Applicant

UAB “Farmlyga”, Republic of Lithuania

3
Manufacturer

Merckle GmbH
Graf-Arco-Str. 3, Ulm, Baden-Wuerttemberg, 89079

4. Conducted
studies:

ves

1) type of
medicinal

product, for
which
registration
has been
conducted or
planned

This application is for generic.

Tablets

5. Full name
of clinical

2010-2471 ROTIA BI PHA

A Multiple-Dose, Replicate, Comparatj i ilabjligy Stu Two /
ol




trial, code Formulations of Quetiapine 300 mg Prolonged Release Tablets under
number of Fasting Conditions in Subjects with Primary Psychotic and/or Bipolar

clinical trial ~ [Pisorder

6. Clinical trial

phase 2010-2471
Phase |

7. Period of  1g10.2471: 13.01.2011 — 13.02.2011
clinical trial

conduction

8. Countries |019.2471: Canada
where clinical

trial has been
conducted

2010-2471:; 34
9. Number of

enrolled
population

10. Aimand 4103471,

secondary The objective of this study was to evaluate the comparative bioavailability between:
goals of * Quetiapine 200 mg PR Tablets (Teva Pharmaceutical Works Private Limited
clinical trial ~ [Company, Hungary) and

* Seroquel Prolong® 200 mg Retardtabletten (AstraZeneca GmbH, Germany)
after a multiple-dose in healthy subjects under fasting conditions..

1 i £ 2010-2471:

1 - _DeSIg_n O IThis was an open-label, multiple-dose, randomized, four-period, two-sequence,
clinical trial two-treatment,

replicate, crossover study, designed to evaluate the comparative bioavailability of
two formulations

of quetiapine 300 mg tablets administered to male and female subjects with
primary psychotic and/or

bipolar disorder under fasting conditions.

* Subjects were randomly assigned to one of the two dosing sequences ABAB or
BABA under fasting

conditions.

* Concentrations of quetiapine were measured from the samples collected over a
24-hour interval after

dosing in each period.

y 2010-2471:

12_' Mam The study population included, male and female subjects 18 years of age or older,
criteria for  \with a BMI from 18.5

enrollment  fto 35.0 kg/m2, who were judged to be healthy based on a medical history, ECG,
laboratory evaluation,

physical examination. Eligible individuals were subjects with schizophrenia,
schizoaffective disorder,

N\NMICI DIMLIA
NNJTTIZT DIT TR
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schizophreniform disorder, or bipolar disorder.

13.
Investigated
medicinal
product,
method of
administration,
strength

2010-2471:

Quetiapine 300 mg PR Tablets (Teva Pharmaceutical Works Private Limited
Company, Hungary)

Lot No.: 1930210

Potency: 101.7% of label claim

Manufacturing Date: 02/2010

Dose: 300 mg (1 tablet)

Mode of Administration: Oral under fasting conditions

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

2010-2471:

Seroquel® XR 300 mg Tablets (AstraZeneca BV, Netherlands)
Lot No.: GV770

Potency: 102.1% of label claim

[Expiration Date: 06/2013

Dose: 300 mg (1 tablet)
Mode of Administration: Oral under fasting conditions

15. Concurrent
therapy

2010-2471: n.a.

16. Criteria for
efficiency
assessment

2010-2471: The 90% confidence intervals of the relative mean plasma quetiapine

IAUCtau and Cmax of the

test to reference products are within the 80.00-125.00% range.

Therefore, the test product (Quetiapine 300 mg PR Tablets from Teva
Pharmaceutical Works Private

Limited Company, Hungary) exhibited equivalent rate and extent of absorption to
the reference product

(Seroquel® XR 300 mg Tablets from AstraZeneca BV, Netherlands) in subjects
with primary psychotic

and/or bipolar disorder, at steady state, under fasting conditions.

17. Criteria for

2010-2471:
Safety was assessed based on vital signs measurements, ECGs and on the severity

safety and causality of adverse events experienced by subjects who underwent drug
assessment administration.
18. Statistical 2010-2471:

- Statistica Descriptive statistics were estimated for the pharmacokinetic parameters in each
methods treatment.

Three consecutive pre-dose concentrations within each period of the study, Cpd,
determined that the

plasma concentrations had achieved steady state prior to the pharmacokinetic

assessment days.

Analysis of variance (ANOVA) was applied to log-transformed AUCtau, Cmax,
Ctrough and to untransformed Fluctuation parameters. The significance of the
sequence, period, treatment, and subjectwithin-sequence effects were tested.

The least-squares means, the differences between the treatments least-squares

means, and the corresponding standard errors of these differences were estimated
for log-transformed AUCtau, Cmax and Ctrough parameters.

Based on these statistics, the ratios of the geometric means for treatments and the

corresponding 90% confidence jutenyalsewers galeylated.
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AUCtau

The 90% confidence interval of the relative mean AUCtau of the test to reference
products should be between 80.00-125.00%

Cmax Since the within-subject variability for Cmax of the reference product is <
30%, the 90% confidence interval of the relative mean Cmax of the test to
reference products should be between 80.00—125.00%.

Ctrough data was presented for information only.

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

2010-2471:

Thirty-four (34) subjects were dosed in Period 1 (23 in Group 1 and 11 in Group
2).
* Thirty (30) subjects completed the study

* Thirty-three (33) subjects are included in the pharmacokinetic and statistical
analyses.

0 Subject 02 completed 3 Periods of the study, receiving Treatments A1, B1 and
A2,

o Subject 10 completed 2 Periods of the study, receiving Treatments B1 and Al.

0 Subject 29 completed 3 Periods of the study, receiving Treatments B1, A1 and
B2.

o These subjects completed at least two periods of the study, including at least one
administration of the reference product, therefore, in accordance with the
protocol, data

from these subjects were included in the pharmacokinetic and statistical analyses

20. Results of
efficiency

2010-2471:
Analyte: Quetiapine (A1 & B1: N=33/42 & B2: N=31)

Means 90% C1 Intra- Intra-
el

Paramete i rast S =
arameter TRT 4 rithmetic (CV%) Geometric| CoM™st Ratio = Upper CV(%) CV(%)
AB BBl

Based on Measured Data

Al 4039.96 50

: 3507.39
?;2535:11 g: ig;'fj jg Avs.B 10026 9750 - 10310 9 NA

B2 377466 47 AR
Al 40745 58
34638
Cmax A2 37500 ¥
- : 2
(ng/mL) Bl 38255 83 57 AvsB 10111 9473 10793 22 23
B2  399.03 65 -
Al 4921 85
3770
Ctrough A2 4836 77 BEY N .
(ng/ml) Bl 5543 7 - Avs.B 8730 81.05 94.02 26 29

BZ 5301 69
Al 21634 @
Fluctuation A2 21774 37
(%) Bl 20663 41
B2 22176 53

21. Results of
safety

2010-2471:
No serious AEs were reported during the conduct of this study.
None of the AEs had a significant impact on the safety of the patients or on the

integrity of the study results.
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22,
Conclusion
(assesment)

2010-2471:

The 90% confidence intervals of the relative mean plasma quetiapine AUCtau and
Cmax of the

est to reference products are within the 80.00-125.00% range.

Therefore, the test product (Quetiapine 300 mg PR Tablets from Teva
Pharmaceutical Works Private

Limited Company, Hungary) exhibited equivalent rate and extent of absorption to
he reference product

(Seroquel® XR 300 mg Tablets from AstraZeneca BV, Netherlands) in subjects
with primary psychotic

and/or bipolar disorder, at steady state, under fasting conditions.

Applicant

(Registration

Certificate holder) m (signatureli
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Honarok 30

zio Topsiky npoBeseHHs ekciepTH3H
peecTpanifHuX MaTepiaiiB Ha JliKapchKi
3ac00¥, 110 TTOAOTECS Ha JIEPIKABHY
peectpauio (nepepeectpario), a TaKOXK
SKCICPTH3H MaTepialiB PO BHECEHHS
3MiH 10 peecTpauifiHux MaTepiais
IPOTATOM Jii peecTpamniiHoro
MTOCBI{UEHHS

(mysKT 4 po3nimy IV)

3BIT Ne 8
Npo KJIiHiYHe BUNPOOYBaHH

1. Hasga mikapcekoro
3aco0y (3a HasIBHOCTI -
HOMEp peecTpaniiHoro

Keetrkcon XR 50 mr, 150 mr, 200 mr, 300 mr i 400 mr

[IOCBITYEHHS)
2. 3asaBHUK 3AT «@apmitira» (UAB “Farmlyga”), Jlutocoka PecryGiiika
3. Bupobuux «Mepxrne 'Mm6X» (Merckle GmbH)

["'pad-Apxko-Iltpacce 3, Vibm, Banen-BiopremGepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden-Wuerttemberg, 89079)

4. ITposeneni
TOCII KeHHS:

Tak

1) T nmikapesKoro
3aco0y, 3a SKuUM

L[ 3as1BKa CTOCY€ETBCS reHEPHYIHOTO JIKapcBKOTO 3ac00y.

KJITHIYHOTO
BHIIPOOYBaHHS,
KOJIOBaHHH HOMEp
KITiHIYHOTO
BHIIPOOYBaHHs

[IpOBOOHIIACS abo TaﬁJ‘[eTKH
[JIaHYETHCS

peecTparis

5. IToBHa Ha3Ba 2010-2471

Pemnikatusue, HOPIBHSUIBHE JOCIKEHHS OloxocTymHOCTI
0araTopa3oBHX 103 JIBOX CKJIA/IIB npenapary Kserianig tabnerku
TIPOJIOHTOBAHOTO BHBiNbHEHHS 110 300 Mr, B yMoBax IpHHOMY
HATIIECEPIC Y MALIEHTIB 3 IEPBHHHEM IICHXIYHEM Ta/abo OinomapHuM
po3yiamom.,

6. ®aza kiriHiYHOrO
BUIIPOOYBaHHS

2010-2471
daza [

7. Ilepion mpoBenenHs
KITIHIYHOTO
BHIIPOOYBaHHS

2010-2471: 3 13.01.2011 p. mo 13.02.2011 p.

V) =t




8. Kpainu, e
[IPOBO/IHIIOCS KITiHIYHE
BHUIIPOOYBaHH:A

2010-2471: Kanaga

9. Kinexicts
TOCTTDKYBaHUX

2010-2471: 34

10. Mera Ta BTOpHHHI
it KTiHiYHOTO
BUIIPOOYBaHHS

2010-2471:

MeTor IIEOI0 TOCTIHKEHHS OyJ10 OLiHUTH HOPIBHSIIBHY OlomoCTyIHICTE
MIXK:

* KBerianin Tabnerku npoonrosanoro usiisHenHs mo 200 Mr (Tepa
®apmacsioTikan Bopke [Tpaitser JTimitex Kammani, VYropmuna (Teva
Pharmaceutical Works Private Limited Company, Hungary)

i
* Cepoxgens [Iponour® tabnerxu mo 200 mr (Actpa3enexa I'm6X,

Himeuunna (AstraZeneca GmbH, Germany)) micis npuitomy
Oaratopa3zoBHx 103 HaTIIeCepIle Y IaIlieHTiB.

11. uzaiin
KIHIYHOTO
BHIIPOOYBaHHs

2010-2471:

Lle 6y:t0 BinkpuTe panaoMizopane pemikaTupHe IIEpeXpecHe
JOCIIDKEHHS 6araTopasoBUX 703 3 HOTHpPMa IIEPiogaMH, IBOMA
[OCIIITOBHOCTAMH, IBOMA CXEMaMH JiKYBaHHs IS TIOPiBHAHHS
OlomocTymHOCTI NBOX CKiamin KBeTianiny tabnetok mo 300 mr, ski
BBOJIMITMCE HATIECepIe Cy0’ eKTam 40J10Bi0T Ta )KIiHOYoi cTaTel 3
[IEPBHHHMM IICHXi19HMM Ta/a00 GiloJSpHEM po3iamom.

* Cy6'extH Gynn BUIAKOBUM YHHOM oOpaHi 1mst oxHieT 3 1BOX
IOC/INOBHOCTE! T03yBanHs ABAB a6o BABA B YMOBAax 3aCTOCYBaHHs
HaTIecepIe.

* Konnentpanii ksetianiny sumiprosamm 3a 3pasKaMH, BiiOpaHuMu
[POTATOM 24-TOJMHHOTO {HTEPBaTy MiciIs BBEICHHS 103 Y KOXKHOMY
nepiomni.

12. OcroBHi kpuTepii
BKJIFOYCHHS

2010-2471:

[omyssmis mocmimKeH s BKITIOYama IIAIIEHTIB YOIOBIYOT Ta JKiHOUOT
cTari BikoM 18 pokiB Ta crapmre, 3 IMT Bix 18,5 mo 35,0 xr/m?, sixi Oyim
BH3HaHI 3J0POBUMH Ha OCHOBI anamue3y, EKT', maGoparoproro
oOCTexeHHS Ta (Gi3HYHOro 06CTEKEHHS. Cy6’exTamn, ki Manu npaBo Ha
y4acts, Oyiu narmieHTy 3 musodpeHiero, IH30aEKTHBHEM PO3JIamoM,
3o penihopmMunM posianom aGo OimosIpHIM po3nagoM.

13. NocmimkyBanmuit
IiKapceKuii 3acio,
CI10Ci6 3acTocyBaHHs,
cuia mii

2010-2471:

KBetianin TabneTki MpoIoHrOBaHOr0 BHBLILHEHHS MO 300 mr;
(Teva Pharmaceutical Works Private Limited Company, Hungag
Cepist Ne: 1930210 -

Bwmict airowoi pedosunn: 101,7% 3assi1eHoro BMICTY ol d
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Jlara Bupo6ruuTBa: 02.2010 P.
Jlo3a: 300 mr (1 TabreTka)
Croci6 3acTocyBanms: epopaisHo HaTIIeceple

14. TIpenapat
[IOPIBHAHHS, 034,
crocib 3acTocyBaHHs,
cHia mil

2010-2471;

Cepoxsens® XR tabmetku mo 300 mr (AstraZeneca BV, Netherlands)
Cepia Ne: GV770

Bwmict girodoi pevosunn: 102,1% 3aseresoro BMICTY

/laTa 3akinyenHs Tepminy npuaarHocti: 06.2013 p.

o3a: 300 mr (1 TabneTka)

Crioci6 3acTocyBanHs: [IepopalbHO HATIIECEPIE

15. Cynyrus Tepanis

2010-2471: nawui Bijxcyrni

16. Kpurepii ominku
edexTuBHOCTI

2010-2471:

90%-Buii TOBipYKi iHTEpBAI BiTHOCHHX cepennix AUCtau i Cmax
KBETialliHy B IIa3Mi IPH 3aCTOCYBAHH] TECTOBOIO TIpernapary BiJHOCHO
[Ipenapary MopiBHAHHS 3HAXOAUBCS B Jianaszoni 80,00-125,00%.
Taxum quHOM, TecTOBHI ipenapar (KBeTiamin TaGmerku
IIPOJIOHrOBAHOT0 BUBINMbHEHHS 110 300 Mr Bix kommanii TEVA
Pharmaceuticals Works Private Limited Company, Hungary) nokaszas
WIBHIKICT i CTyMiHb aGcopOIiii, expiBanenTHy npenapary HopiBHAHHS
(Cepoxpemp® XR Tabnetku mo 300 Mr Bix kommnanii AstraZeneca BV,
Netherlands) y cy6’exris 3 mepsurHEEM mcuxivamM Ta/aGo SinonspaEM
PO3J1a]I0M Y CTaHi PIBHOBArH 3a yMOB IIPHAOMY HaTIIecepLe. ‘

17. Kpurepii oninku
Oe3mexu

2010-2471:

besnexy oLiHIOBA Ha OCHOBI BEMipIOBAHHS OCHOBHHX [IOKA3HUKIB
KATTENIIBHOCTI, EKI, a Takox TsSoKKoCTi i IPHYUHHO-HACI JKOBOTO
3B'A3KY NOGIYHMX peakmiii, o BUHUKAIH y cy0’eKTiB, sKi mpuitMann
[perapar.

18. Cratuctiyni
METOI1

2010-2471:

ByIi pospaXoBaHi ONMUCOBI CTATHCTHYHI MOKA3HEKH ISt
(hapmMakoKiHeTHYHIX NapaMeTpiB U1 KOXKHOTO THITY JIIKYBaHHs.

Tpu mocmizIoBHi KOHIEHTpaITiT nepes| BBeeHHIM 1031 IPOTITOM
KOKHOTO repiony pocmimkenns, Cpd, Bu3Havanm, mo KOHILIEHTpaIii B
TIa3Mi JOCATIIM CTIHKOrO CTaHy Tepel AHAME (apmakokineTHIHOT
OI[IHKH.

Jucriepciitnnii ananis (ANOVA) BHKOHYBaBCs Ha OCHOBI
JIorapupMivHO-nepeTBOpenux 3nagvens AUCtau, Cmax, Ctrough i
HCTIEPETBOPCHHX (iIyKTyaniliHux mapamerpis. ITepeBipsnacs
3HAYYIIICTh TOCITi IOBHOCTI, mepiozy, THILY JIIKYBaHHS i cy6’eKTH,
3rPYNOBaHi 3a (haKTOPOM IOCIIiOBHOCTI.

Cepenni, po3paxoBani METO0M HalMEHIIIX KBaJIpaTiB, PI3HHILI MiX
CEPEHIMHU TUIIIB JIKYBAHHS, PO3PAXOBAHAME METOIOM HalMEeHIINX ~ -
KBAJPATIB, i BiAMOBIZHI CTAHAAPTHI MOMHJIKH 1IHX Pi3HHIG OLIHIOBAN
UL ToTapu(pMidHO-TIEPETBOPEHHUX napameTpis AUCtau, Cmax i

—
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Ctrough.

Ha 0cHOBI IMX CTATHCTHYHUX NOKA3HUKIB GyIH po3paxoBaHi
CIIBBIJHOIIEHHS T€OMETPHYHUX CEPEIHIX /IS THIIB TiKYBAHHS i
BiamoBiaHi 90%-Bi HoBipyi iHTEpBATH.

AUCtau

90%-puit noBipumii inTepsan BimHOCHOrO cepeHboro 3HAeHHA AUCtau
TECTOBOIO IPenapary BiHOCHO IpenapaTy HOPiBHSIHHS HOBHHEH OyTH B
Mexax 80,00%-125,00%

Cmax Ockinbku iHTpaiHwBinyatsHa BapiaGenbHicTs mist Cmax
npenapary nopiBusHHs <30%, 90%-Buil [oBipumit iHTEpBAT BiIHOCHOTO
CEPEIHBOro 3HaYeHHs: Cmax TecTOBOro mpenapary BiIHOCHO Mpernapary
NOPIBHAHHS TOBHHEH OyTH B Mexax 80,00%-125,00%.

Jlani mozo Ctrough 6ymu npeacrasieni umre ams iHpopmarii.

19. emorpadiuni
[HOKA3HUKH
ITOCITi Ky BaHOT
MOYJALIT (CTaTh, BIK,
paca, TOIIO)

2010-2471:

* Tpunuste otupu (34) cy6’exru npuitasim xosy y [epiox 1 23y
['pymi 1111y I'pymni 2).

* Tpuanare (30) cy6’exTiB 3aBepIIHIO JOCIKEHHS.

* Tpupusrs Tpu (33) cy6’ ekt Gynmu BKIIOUeH] y (hapMaKoKiHETHYHHI Ta
CTATHUCTUYHHUH aHAITI3H.

* Cy6’exr 02 mpoitmos 3 Iepionu 10CTimKEH S, OTPUMABIIH Tepamiro
Al,BliA2,

* Cy6’ext 10 mpoitmos 2 epiomu mocmimKeHss, oTpuMaBIy Tepariro
BliAl.

* Cy6’exr 29 mpoitmos 3 Ilepionu A0CIimKEHHS, OTPAMABIIH Teparmiro
B1, AliB2.

* Lli cy6’extr mpoiinum npuunaiiMai 2 epiogs JOCII I>KeHHS,
BKITIO4a04H NPpUHAMH] | BBeICHHA Ipenapary opiBHAHHSA, TOMY 32
IPOTOKOJIOM, JaHi uX cy6’ekTiB Gyiu BKIoYeHi y hapMakoKiHeTHIHMIL
Ta CTATHCTHYHUN aHAaITi3H.

20. PesynsTaru
eexTHBHOCTI

2010-2471:
5
Ananit: Kserianin (Al i B1: N=33/A2 i B2: N=31)
Mapamerp TRT Cepenne Konrpact Cnis- 90% M1 InTpa- InTpa-
D BillHO- iHn. iHAL
Apudp (KB%) Teomerp. el Hmx Bep KB(%) KB(%)
A-B B2-B1
Ha ocnosi sumipanux dant
AUCtau Al 4039,96 | 50
(Hr*r/ma) 3507,39
M R Ampoti | o026 | 9750 | 10300 | o /3
B1 4039,24 | 48 B . : :
B2 377466 | 47 349834
Cmax Al 407,45 58
(ur/ma) T 00 T3 346,38
B TP WD A“g‘“" 101,11 | 94,73 107,93 | 22 2
B2 399,03 | 35 34227
Ctrough Al 49,21 85
(ur/ma) 37,70
EE - AMOT | o730 | s10s | 9402 | 26 -
Bl 55,43 77 B .t Z ’
B2 53,01 69 43,19

(%) Az | 21774 | 37 :’/
B1 206,63 | 41 1A

B2 221,76 53

DayrTyauis Al 216,34 42 Z




21. Pesynbraru
Oe3mexkn

2010-2471:

L [poTrom mpoBe/ieHHs [BOTO JOCTiKEHHA He OyI0 BiaMiueHOo
cepitoznux [1IP.

PKozma 3 ITP He Mana 3HAYHOTO BIUIMBY Ha Ge3meKy cy6’ekTiB abo Ha
LTICHICTh Pe3yJIbTATIB JOCIIiIKEHHS.

22. BucHOoBOK
(3aKIIrOYeHHS)

2010-2471:

90%-Buit moBip4Hii iHTepBan BigHocHuX cepentix AUCtau i Cmax
KBETIaliny B IJIa3Mi IPH 3aCTOCYBAaHH] TECTOBOTO MPENApPATy BiIHOCHO
Tnpenapary IOpiBHAHHS 3HAXOMMBCA B Hianaszoni 80,00-125,00%.
Taxum unHOM, TecToBUit npenapar (Kpetiamin TabmeTKH
[IPOJIOHTOBaHOro BUBiMbHeHH 110 300 Mr Bix komnanii TEVA
Pharmaceuticals Works Private Limited Company, Hungary) nokazas
LIBHIKICTB i CTyNiHp aGcopOIIil, eKBiBaNeHTHY IpenapaTy HOpPiBHIHHS
(Cepoxsens® XR Tabnerku o 300 Mr Bix kommanii AstraZeneca BV,
Netherlands) y manientip 3 nepBuaHEM ncuxivnuM Ta/a60 GimomspHiM
PO3J1aJI0M y CTaHi piBHOBATW 3a YMOB IPHHAOMY HaTIIecepIie.

3asgBHUK (BITAaCHUK
peecTpaniiHoro
TIOCBITYCHHS)

/nionuc/

(migmuc)
Hupexmop /Ancimanmac Kyncmic/
(IL1.B)

/meuamra/ 34T « Papmuiza», Pecnybnixa JTumea

et doxymenm nepexnadeno na ykpaincoxy mogy nepexnadayem beznapan Anyw Apymionienoio
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Annex 30

to the Order of expert evaluation
conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of
Registration Certificate

(point 4 section I'V)

REPORT Ne 9 on
clinical trial

1. Name of
medicinal
product (if
available -
Registration
Certificate
number)

Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg

2. Applicant

UAB “Farmlyga”, Republic of Lithuania

3 Merckle GmbH

# Graf-Arco-Str. 3, Ulm, Baden-Wuerttemberg, 89079
Manufacturer
4. Conducted 7
studies:
1) type of
medicinal
product, for  [This application is for generic.
which Tablets
registration
has been
conducted or
planned

2010-2368

e BUILORE ||y g b g, it apitonte ConthRi i iy Stdy of
of clinical Two Fotmulations of Quetiapine 200 mg Prolonged-Rel Tablets

ARWLKO [ M




trial, code
number of
clinical trial

under Fed Conditions.

6. Clinical trial

phase 2010-2368
Phase I
7. Period of  pg19.2368:
clinical trial Period 1: May 15, 2010
conduction Period 2: May 22, 2010

Period 3: May 29, 2010

8. Countries

clinical trial

.. [2010-2368
where clinical  Cotinda
trial has been
conducted
9. Number of ?230'2368
enrolled

opulation
10. Aim and

2010-2368:

secondary The objective of this study was to evaluate the comparative bioavailability
goals of between:

. Quetiapine 200 mg PR Tablets (Teva Pharmaceutical Works
Private Limited Company, Hungary) and

. Seroquel® XR 200 mg Tablets (AstraZeneca BV,
Netherlands) after a single-dose in healthy subjects under fed
conditions.

11. Design of
clinical trial

2010-2368:

This was an open-label, single-dose, randomized, three-period, three-sequence,
two-treatment, partialreplicate,

crossover study, designed to evaluate the comparative bioavailability between
two formulations

of quetiapine 200 mg prolonged-release tablets administered to healthy male
and female subjects under fed conditions.

. Subjects were randomly assigned to one of the three dosing sequences
ABB, BAB and BBA under fed conditions.

. Concentrations of quetiapine were measured from the samples collected
over a 48-hour interval after dosing in each period.

. Pharmacokinetic parameters: AUCt, AUCinf, Cmax, Tmax, Kel and
Thalf were estimated based on plasma quetiapine levels for each subject
included in the dataset.

KOMIA BIPHA
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12. Main
criteria for

2010-2368:
The study population included non-smoking, male and female volunteers 18
years of age or older, with a BMI

enrollment from 21 to 30, who were Jjudged to be healthy based on a medical history, ECG,
laboratory evaluation and physical examination.
13. 2010-2368:
Investicated Quetiapine 200 mg PR Tablets (Teva Pharmaceutical Works Private Limited
. .g Company, Hungary)
medicinal Lot No.: 1960210:
product, Potency: 101.3% of label claim
method of Manufacturing Date: 02/2010
administration. | Dose: Mode of Administration: 200 mg Oral under fed conditions
3
strength

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

2010-2368:

Seroquel® XR 200 mg Tablets
Lot No.: EW539;

Potency: 101.3% of label claim
Expiration Date: 08/2010
Dose: 200 mg

Mode of Administration: Oral under fed conditions

(AstraZeneca BV, Netherlands)

15. Concurrent
therapy

2010-2368: n.a.

16. Criteria for
efficiency
assessment

2010-2368:

The 90% confidence intervals of the relative mean quetiapine AUCt and Cmax
of the test to reference products are within the 80.00-125.00% bioequivalence
range.

Therefore, the test product (Quetiapine 200 mg PR Tablets from Teva
Pharmaceutical Works Private Limited

Company, Hungary) exhibited equivalent rate and extent of absorption to the
reference product (Seroquel® XR

200 mg Tablets from AstraZeneca BV, Netherlands) in healthy subjects after

a single, oral dose, under fed conditions.

17. Criteria for
safety
assessment

2010-2368:
Safety was assessed based on vital signs measurements, ECGs and on the

severity and causality of adverse events experienced by subjects who underwent
drug administration.

18. Statistical
methods

2010-2368:
Descriptive statistics were estimated for the pharmacokinetic parameters in each treatment.
Analysis of variance (ANOVA) was applied to log-transformed AUCt and Cmax parameters,

The significance of the sequence, period, treatment, and subject-within-sequence effects were
tested.

The least-squares means, the differences between the treatments least-squares means, and the
corresponding

standard errors of these differences were estimated for log-transformed AUCt and Cmax
parameters.

Based on these statistics, the ratios of the ,1 atments and the corresponding
009, RO BISHEA

confidence intervals were calculated.

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

2010-2368:

Sixty (60) subjects were dosed in Period 1.

J Fifty-six (56) subjects completed the study.

Fifty-nine (59) subjects were included in the pharmacokinetic and
statistical analyses. o Subjects 03, 34 and 43 completed two periods of the study
and were, therefore, included in the pharmacokinetic and statistical analyses.

20. Results of
efficiency

2010-2368:

Analyte: Quetiapine (A: 8 =57/Bl:n=50 /B2- n=58 /Replicate Measures for the Reference @)

safety

Means 5 % CI Inira-Sab CV(%y)| Wider BE

il = €V Geometric| st Rafo | er Upper — A [B2B1 | Ramge
|Based on AMeazured Daa
ATCH A 253702 30 2537002
fehml) Bl 249425 36 419y AVSEB 10120 9740 - 10516 14 13 WA
— B2 B850 3 - 000000
Cmax A 42047 41 38784
inpml) Bl 36580 40 33371 AvsB 11622 10841 - 12460 26 25 NiA
B 3n3 4 0 B
AUCImf A4 257022 390 241387
mghmI} B3 253935 35
—— . W :337.9; S
v a % 2 Blamam: represent the first and second administration of treatment
&) Bl 592 W0 5 respectived
.. BR 578 & )
Kel A 01378 18
(1%) Bl 01430 21
- B2 01319 39
Thalf A s1g 17
) Bl 505 20

B: 5490 24

21. Results of [2010-2368:

No serious AEs were reported during the conduct of this study.
None of the AEs had a significant impact on the safety of the patients or on the
integrity of the study results.

22. Conclusion
(assesment)

2010-2368:

The 90% confidence intervals of the relative mean plasma quetiapine AUCtau
and Cmax of the test to reference products are within the 80.00-125.00% range.
Therefore, the test product (Quetiapine 200 mg PR Tablets from Teva
Pharmaceutical Works Private

Limited Company, Hungary) exhibited equivalent rate and extent of absorption
to the reference product

(Seroquel® XR 200 mg Tablets from AstraZeneca BV, Netherlands) in
subjects with primary psychotic and/or bipolar disorder, at steady state, under
fasting conditions.

LA DIDLIA
NUTTIZTDIT A
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Applicant
(Registration
Certificate holder)
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Homatok 30

10 Ilopsiiky NpoBeeHHs eKcrepTH3H
peecTpauifHux MaTepiaiie Ha JKapehKi
3ac00H, 0 MOAKOTHCS Ha [EpPIKABHY
peectpaitiro (nepepeecTpario), a TakoK
CKCIICPTH3H MaTepialiB PO BHECEHHS
3MIH JI0 peecTpauiiiHux MaTepiais
IIPOTSTOM Jii peectpariiinoro

IIOCBIAYCHHS
(mynKT 4 posminy IV)
3BIT Ne 9
Npo KjIiHiYHe BUNPOOYBaHHSA
1. Ha3Ba nikapcskoro [Keetuxcon XR 50 Mr, 150 mr, 200 Mr, 300 mr i 400 mr
3aco0y (3a HAgBHOCTI -
HOMED peecTpaniifHoro
[IOCBITICHHS)
2. 3asaBHUK SAT «®@apwmitiray (UAB “Farmlyga”), JTutoschka Pecniy6iixa
3. BupoOuux «Mepxie I'M6X» (Merckle GmbH)
['pat-Apxo-Illtpacce 3, Yibm, Banen-BiopremGepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden—Wuerttemberg, 89079)
4. Ilposeneni TaK
MOCIILKEHHS:

1) Tun mikapcskoro  |IIs 3asBka CTOCYETBCs FEHEPHYHOIO JIIKapChKOTO 3ac00y.
3aco0y, 3a IKuM

Tabnerku
[TpoBoaMIacs abo
[LIaHY€ETHCS
peecTpartis
5. IloBHa Ha3Ba 2010-2368
KIIIHIYHOTO
BEIPOGYBAHHS [TopiBHAIEHE HOCTDKEeHHS HiomoctymHOCTI 6a.ra'ropa301mx JI03 IIBOX
T HOI\:Iep CKJIamiB npenapary Kseriamin TaGierku CIIOBLIEHEHOr'0 BHBiJIBHEHHS IO
i 200 Mr, B yMOB HilOMY HaTmiece
KIIIHIYHOrO YMOBAX [IpHHOMY HaTIIECepIe
BHIIPOOYBaHHS

6. ®asza kminigyaoro  [2010-2368
BUIIPOOYBaHHs Dasa I

7. Ilepion mposenenns [2010-2368:
KJIIHI9HOTO

BHIPOGYBaHHA [lepion 1: 15 tpasus 2010 POKY;

Q /cf{’ﬁfﬂ:%f // @%




[lepion 2: 22 tpasus 2010 poxky;
[lepion 3: 29 tpasus 2010 poxky.

8. Kpaiuu, ne 2010-2368: Kanana
[IPOBOUIIOCS KJTiHIYHE

BUIIPOOYBaHHs

9. Kinekicts 2010-2368: 60
TOCITI JDKYBaHUX

10. Mera ta Bropunsi [2010-2368:
ini xnisiEoro M OCITLIKE OyJ10 OIIHUTH HOPIBHAIBHY 61000CTYIIHICTE
BHIPOGYBAHHA €TOIO LBOTO NOCIiKEHHS Oy 11 H 110D y OlogocTyi

MiX IIpenapaTaMmu:

* Kperianin tabnerku npononrosasoro suginsHenus 1o 200 Mmr (Tesa
Dapmacsrotikan Bopke Ipaitser Jlimiten Kammnani, Vropumna (Teva
Pharmaceutical Works Private Limited Company, Hungary) i

* CepoxBens® XR tabnerku mo 200 mr (Actpa3enexa BB, Hinepmanuu
(AstraZeneca BV, Netherlands)) micis npuitomy OJTHOPAa30BOI 103K
[iCTIs T/11 Y 310pOBHX Cy6’eKTiB.

11. uzaiin 2010-2368:
KJIIIHIYHOTO

§) i i OB JKaTHBHE TIePeXPecH
BHIPOGYBAHHS Lle 6y10 BinkpuTe parzom 30BaHE, YaCTKOBO PEIUTIKATHBHE IIEpeXpecHe

IOCITI [DKEHHS OHOPA30BOI 03U 3 TPHOMA TepiofaMu, TphoMa

IOCJTi TOBHOCTSAMH, TBOMA CXEMaMH JKyBaHHS JUIsl TOPiBHSHHS
GlomocTynHOCTI BOX CKitamin KBETialiHy TabJIeToK IPOIOHTOBAHOTO
BUBLIbHEHHS 110 200 MT, sIKi BBOMIIHCH mTicis 111 310pOBHM Cy6’eKTam
YOJIOBIYOI Ta KiHOUOT cTaTei.

* Cy6'extr Gynm BUIIAIKOBUM YMHOM oOpaHi U1 oxHiei 3 TproX
OCTIJOBHOCTEH nosysanHs ABB, BAB i BBA B ymoBax IIPHAOMY TTiCiIs
.

* Konuenrpariii kseriaminy BHMIPIOBAITH 3a 3pa3Kamu, BimiGpanumu
POTATOM 48-TOAMHHOIO iHTEpPBATY IIiCIIST BBEIEHHS 03K Y KOXKHOMY
repioi.

* DapMaKOKiHeTHYH] IapaMETpPH: ONiHIOBATH AUCt, AUCinf, Cmax,
Tmax, Kel i Thalf na ocropi PIBHIB KBETIaiHY y I1a3Mi KOXKHOTO
cy0’eKTa, BKIFOUEHOTO 110 Habopy JaHuX.

12. OcuoBHi kputepii [2010-2368:

BKITFOYEHHS . . e _ : ..
[Tomynsiis mociiuKkeH s BKITOYAIa Cy0’€KTIiB 40JI0BIHOT Ta KIHOYOT

crati Bikom 18 poxis Ta crapme, 3 IMT Bix 21 1o 30, sxi He manuM Ta
Oynu BU3HAHI 370POBHMH Ha OCHOB] anamuesy, EKT', naGoparopnoro
oOcTexeHHs Ta hi3HUHOro 06CTENKEeHHS.

o
13. Hocnimkypanmit  [2010-2368: f%@ /L/
MiKapChKHi 3acif, L%
x

!

f
/
/8

. - |
KBeTianiH TabeTky nponoHroBanoro BUBLIBHEHHS 110 200 Mr




croci6 3acTocysaHHs,
cHIa mii

(Teva Pharmaceutical Works Private Limited Company, Hungary)
Cepist Ne: 1960210;

Bumict nitouoi pedosunu: 101,3% 3asBneroro BMiCTY

Jlata BupoGHuITBA: 02.2010 p.

loza: 200 mr

Crioci6 3acTocyBaunns: nepopanso micns imm

14. TIpenapar
TIOPIBHSHHS, 71034,
crocib 3acTocyBaHH1,
cua il

2010-2368:

Cepokeens® XR tadnerku mo 200 Mr (AstraZeneca BV, Netherlands)
Cepist No: EW539;

Bumict mitogoi pevosunn: 101,3% 3assieHoro BMICTY

Jlata 3axinuenus Tepminy npugaraocti: 08.2010 p.

Jlo3a: 200 mr

Criocid 3acTocyBanus: nepopaisHo mics inu

15. Cynyras Tepamis

2010-2368: nani BiJICYTHI

16. Kpurepii orinku
eeKkTHBHOCTI

2010-2368:

90%-Buit DOBipuMit inTEepBa BigHOCHNX cepernix AUCtau Ta Cmax
KBETIaIliHy Y IJIa3Mi [IPH 3aCTOCYBAHHI TECTOBOTO IIpernapary BiJHOCHO
[Ipenapary NopiBHAHHS MoBHHEH OyTH B Mexkax 80,00%-125,00%
niana3zoHy 610€KBiBAIEHTHOCTI.

Taxnm arHOM, TecToBMi Tpenapar (KBeTianin Tabmerku
[IPOJIOHTOBAHOr0 BHBLIbHEHH: 110 200 Mr Bix kommnanii TEVA
Pharmaceuticals Works Private Limited Company, Hungary) nmoxazas
IIBHJIKICTE i cTymine abcopOuil, CKBiBAJIEHTHY IIPEIAPATy HOPiBHIHHS
(Cepoxeems® XR tabnerku mo 200 Mr Bix kommanii AstraZeneca BV,
Netherlands) y 3mopoeux cy6’exriB 3a ymos IPHIOMY OTHOPa30BOi 103H
[I€POPAILHO MiCIIA /11,

17. Kpurepii ouinku
be3nexu

2010-2368:

besnexy oriHioBati Ha OCHOBI BEMIpIOBAHHS OCHOBHHX IIOKa3HHKIB
pKuTTeNIIbHOCTI, EKT, a Tako K TSKKOCTI i [PUIAHHO-HACIIIIKOROIO
3B'3Ky MOOIYHUX peaKIlii, [0 BHHUKAIN y ¢y0’eKTiB, siki mpuiiMamm
pernapar.

18. Craructiyni
METOIH

2010-2368:

By pospaxoBaHi ONMCOBi CTATHCTHYHI MOKA3HUKH IS
(hapmMaKOKiHeTHYHHX MapaMeTpiB IS KOXKHOTO THITY JTiKyBaHHS.
Jlucnepciitnnit anamis (ANOVA) BHKOHYBaBcs Ha OCHOBI
norapudmiuro-eperBopenux 3Hagens AUCt i Cmax. ITepeBipsitacs
BHAYYIIICTh NOCTiIOBHOCT], IIEPiOJLy, THITY JIKYBAHHS i cy0’exTH,
3TPYIIOBaHi 33 (paKTOPOM IIOCTiAOBHOCTI.

Cepenni, po3paxosani MeTo10M HalMEHITHX KBa/IpaTiB, Pi3HALI MiX
CePE/HIMH THIIB JTiKYBaHHS, PO3PaXOBAHUMH METOIOM HAHMEHIIIHX
KBaZIpariB, 1 BIIIOBIIHI CTaHIapPTHi IOMHIIKH [[UX Pi3HUIb OI[HIOB
UL TorapuMivHo-nepeTBopernx napametpie AUCt i Cmax.

cAa
/

Ha 0CHOBI MX CTATHCTHYHUX TIOKA3HUKIB Gy pO3paxoBaHi
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CIiBBI/IHONIIEHHS TEOMETPHYHMX CEPeIHIX /IS THITIB TKyBaHHA i
BiANoBiHI 90%-Bi K0Bipyi iHTEpBAM.

2010-2368:

19. llemorpadiuni * Mictaecst (60) cy6’extis npuitasma xo3y y epion 1.

IIOKa3HHUKH 5 o .
‘ = * IPataecar micte (56) cy6’eKTiB 3aBepIIMIA JOCII IKEHHS.
JIOCITI DKy BaHOT , ; gt ;
. [* IPatnecar mew’sitb (59) cy6’exrin Oymu BKIIOYeH] y
[OITYJIAL] (CTaTh, BiK, ; 3 " |
et (papMakoKiHeTHYHMI Ta CTATHCTHYHMI aHATI3H.
PEea, * Cy6’exru 03, 34 Ta 43 npoiimm 2 nepionn JOCIIIKEHHS, TOMY Oy
BKIIIOYCH] y (hapMaKOKiHETHUHHIf Ta CTATHCTHYHMI aHaITi3H.
20. Pesynsratn 2010-2368:
eCI)eKTHBHOCTi Awuanir: Keerianin (A: n=57 / B1: n=59 / B2: n=58 / PenuikaTusHi KpuUTepii Aas npenapary
nopieHsiHHs (B))
Tapamerp TRT | Cepenne Kontpacr | Cnis- 90% 1 _[m*pa- }mpa- H_.Inpmuﬁ
Apud (KB%) | Teomerp. z‘e‘:z; Hinx Bep ;g’;'(% ) ;(HBH.(%] gg"‘““”
AB B2-B1
Ha ocnosi eumipsanux danux
AUCtau A 2537,02 39 2370,12 H/3
(arerua) 78T [ 249425 | 36 Ampomit | 10120 | 97.40-10506 | 14 13
2341,92 B
Bz | 251850 | 36
Cmax A 42047 | 41 387,84 WA
(mr/ma) Bl 365,80 T A npotu 108,41 —
= e - 333,71 B 116,22 124,60 26 25
AUCinf A 2579,22 39 2413,87
Gar*eima) R 383935 | 35
2387,93
B2 | 256101 | 35
Tmax A 5,45 29 B1 i B2 npenctasasiots nepure i apyre 1actocy iy
(rom) Bl 5,02 40
B2 | 578 36
Kel A 0,378 | 18
(afron) BL | 01430 | 21
B2 | 0,319 | 20
Thalf A 518 17
(roz) Bl | 5.0 b
B2 5,49 24
2010-2368:

21. Pesynsrarn

T [IpOTArOM IPOBE/ICHHS BOTO JOCIIPKEHHS He Oymo BimmiueHO

cepiio3Hux [1P.
JKonna 3 [P we mana 3naunoro BILUTHBY Ha Oe31exy cy6’exTiB a6o Ha
ULIICHICTh Pe3yIbTATIB JOCIiIKEHHS.

2010-2368:

90%-Buii DOBip4Mii iHTEpBAT BiHOCHHX cepeqnix AUCtau i Cmax
KBCTIaIliHy B I1a3Mi IIPH 3aCTOCYBAaHH] TECTOBOTO Ipenapary BiTHOCHO
NpernapaTy NOpiBHIHHS 3HAXOJUBCS B iaa3oHi 80,00-125,00%.
TakuM unHOM, TecToBHit npenapar (KBetiamin Ta6merku
[IPOJIOHTOBaHOTO BUBiNbHEHHS 110 200 Mr Bix kommamii Teva
Pharmaceuticals Works Private Limited Company, Hungary) nokazag
MIBHKICTE i CTymiHb a6copOii, CKBIBAJIEHTHY IIPENapaTy MopiBHAHHS
(Cepoxsens® XR tabnerku mo 200 Mr Bix koMmanii AstraZeneca BV,
Netherlands) y cy6’exriB 3 IIEPBUHHAM IICHXIYHHM Ta/a00 GimossapHuM
PO3JIAZIOM y CTaHi PiBHOBATH 3a YMOB NpHiioMy HaTmecepIie.

22. BucHoBok
(3aKTrOUeHHS)

3asBHUK (BIaCHHK

peecTpartiitHoro /nionuc/

IOCBITYEHHS) (minmuc) \\___77 /
Hupexmop /Arcimanmac Kyncmic/ "\
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no ITopsinky nporenenns EKCIIePTH3H
peecTpaniiuux Marepianis Ha JKapCchKi
3aco0m, 0 NOAI0THLCA Ha I€pXKaBHY
peecTpaltio (nepepee:CTpauuo), a TaKoXK
CKCIEPTH3H MaTepiaiiB po BHeCeHHs
3MiH 10 peecTpariiamx Martepiais
NPOTSroM Aii peectpartiiinoro

MIOCBITYECHHS
(myHKT 4 poszimy IV)
3BIT Ne 11
Npo KJiHiYHe BUNpPOOyBaHHs
1. Haspa mikapcrkoro [Keetuxcon XR 50 mr, 150 mr, 200 mr, 300 Mr i 400 M
3aco0y (3a HagBHOCTI -
HOMED peecTpaliiftHoro
[IOCBIT4EHHS)
2. 3asABHHK 3AT «®Dapmiiran (UAB “Farmlyga™), JTutoBcrka PeciiyGika
3. Bupobrux «Mepxkie I'm6X» (Merckle GmbH)
['pad-Apko-IlItpacce 3, Vism, banen-Broprembepr, 89079 (Graf-Arco-
Str. 3, Ulm, Baden-Wuerttemberg, 89079) ‘
4. TIposeneni TaK
IIOCTILIKEHHS:

3aco0y, 3a SKuM

1) Tun nikapeekoro  [Lls 3asmKa CTOCYETLCs FeHEPUYHOTO JIKApChKOTO 3ac0fy.

Tabnerku
IPOBOAMIACT 260
[IaHYETHCS
peecTpartis
5. IloBHa Ha3Ba 2010-2343
KJIIHIYHOTrO
BHIPOGYBAHHS, HactkoBo pemnikatushe, mopisHsIbEE RocmimKkenns 6iogocTymHOCT
kooBartmii HoMep ONHOPa30BOT I03H /IBOX CKJIAAiB mpenapary Keeriamin Ta6nerxu )
o [IPOJIOHTOBAHOTO BHBLIbHEHHS 110 50 MT B yMoBax OpuioMy micss iam.
BHIIPOOYBaHH;

BHUIIPDOOYBaHHS

6. @asa kiuiniugoro  [2010-2343
Daza l

KJTIHIYHOTO
BHIIPOOYBaHHs

7. Ilepiom npoBenenns 2010-2343: 3 13.03.2010 p. mo 28.03.2010 p.
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8. Kpainm, ne
[IPOBOJIUIIOCS KIiHIYHE
BHIIPDOOYBaHHs

2010-2343: Kanana

9. KinbkicTs
TOCIIDKYBaHHX

2010-2343: 60

10. Meta Ta BTOpHHHI
111l KTiHiuHOrO
BHIIPOOyBaHHs

2010-2343:

MeTor0 1B0ro KociimKeHHs OyJIO OUIHUTH NOPIBHAIBHY Gi0X0CTYIHICTE
MIK ITpernapaTaMy:

- KBerianin TaGetkn npomoHroBanoro BuBimbEEHHS 10 50 Mr (Tesa
Qapmacerotikan Bopkce Ipaitser Jlimiten Kammani, Yropuuna (Teva
Pharmaceutical Works Private Limited Company, Hungary)

i
- Cepoksems® XR tabreru mo 50 mr (Actpa3enexa BB, Hinepmanmu

(AstraZeneca BV, Netherlands)) micis mpuitomy OJIHOPa30BOI 403U
MiCJIA I y 310POBHX CY6’€KTiB.

11. Muzaiin
KITiHIYHOrO
BHIIPOOYBaHHS

2010-2343:

Lle Oyio BiKpHTE panmOMi30Bane, 4acTKOBO PEIUIIKaTHBHE [epexpecHe
JIOCITIIKEHHS OJTHOPA30BOT 1031 3 TPEOMa IIepioIaMH, TphoMa

IIOCITi IOBHOCTSIMH, IBOMA CXEMAMH JIKYBaHHA (IS ITIOPiBHSAHHS
BioocTymHOCTI MBOX CKIIaiB KBeTiaminy TableToK mpoJIOHrOBAHOro
BUBLITBHEHHS 110 50 MT, 5IKi BBOMIIHCE ITiCIs 114 3M0POBHM Cy6’exTam
90JI0BIUO] Ta JKiHOYOT cTaTei,

- Cy0'extr 6y/m BUNAagKOBHM YHHOM o0pani 11s oxHiel 3 TprOX
Ioc/InoBHOCTEl J03yBanHs ABB, BAB i BBA YMOBaxX IPUHOMY ITiC/Is
im.

- Konnenrparnii keetianiny Bumiprosami 3a 3pa3Kami, BiibpaHuMu
[POTATOM 36-TOIMHHOTO iHTEpBaTy Mmics BBEJICHHS JIO3H Y KOKHOMY
nepiomi.

- DapMaKkoKiHeTHYH] apaMeTpu: OliHIOBAIH AUCt, AUCinf, Cmax,
Tmax, Kel i Thalf na ocroBi pisnis KBeTialmiHy y m1a3mi KoxkKHOro
Cy6’eKTa, BKITFOYEHOro /10 HaBopy naHuX.

12. OcHoBHI kpurepii
BKITIOYEHHS

2010-2343:

[lomysismis goci ke s BKITOYaNa CyO€KTIB 40IIOBIYOT Ta KiHOYO]
craTi BikoM 18 pokiB Ta crapie, 3 IMT Bix 18,5 10 30,0, sixi e mamm
Ta Oy/IM BU3HAHI 37I0DOBHMH Ha OCHOBI anamuesy, EKT', maboparopuoro
00CTe)eHHs Ta PI3HIHOTO 06CTEKEHHS,

13. Jlocmimkysanuii
ITiKapchKuii 3aci6,
croci6 3acTocyBanHs,
cuia mii

2010-2343:

KBeriamin TabeTka nposoHroBanoro BHBUIBHEHHS 110 50 Mr
(Teva Pharmaceytical Works Private Limited Company, Hungary)

Cepin Ne: 1840110 — —
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Bwmict nirouoi pewounn: 102,4% 3aspienoro BMICTY
Jlata BupoGuunTRa: 01.2010 p-

Jlo3a: 50 mr
Cnoci6 3acTocyBanus: nepopansuo micis inu

14. TIpenapat
[IOPIBHAHHS, [103a,
croci6 3acrocyBaHHs,
cuna mii

2010-2343:

CepoxBens® XR tabnerku mo 50 mr (AstraZeneca BV, Netherlands)
Cepisa Ne: EX241

Bwmict stitouoi pewosunn: 105,4% zassienoro BMiCTY

/laTa 3akinyenns Tepminy npuaarHocri: 08.2010 p.

Jloza: 50 mr

Crroci6 3acTocyBanus: nepopansro micns iou

15. CymyTHs Tepamis

2010-2343: nani Bixcyrni

16. Kpurepii oninku
edexTuBHOCTI

2010-2343:

Ha ocnoBi sorapudmiuno [ICPETBOPCHUX MAPAMETPIB IS OLIHKH
0i0€eKBIBATEHTHOCTI Mi TECTOBHM IIPErapaToM i npemaparom
TMOPIBHSHHS BHKOPHCTOBYBAJIH HACTYIIHI KPHTEpii:

AUC

| 90%-Buii noBipumit inTepBan BigHOCHIX cepennix AUCt npu
3aCTOCYBAHHI TECTOBOIO IPENAPaTy BiIHOCHO Ipenapary mopiBHAHHS
[IOBHHEH OyTH B Mexax 80,00%-125,00% Tta

Cmax

| Ockinbku inTpainmBinyansna BapiabenbHicTh 1 Cmax Ipenapary
nopisHaHES _30%, 90%-Buit TOBipumii iHTEepBaN BifHOCHOTO
CCPEIHBOTO 3HaYeHHs Cmax TecTOBOIO Ipenapary BiTHOCHO Iperapary
[IOPIBHSHHS TOBHHEH OyTH B Mexax 80,00%-125,00%.

be3mexa:

Besnexy ouinroBanm Ha ocHOBI BUMIPIOBAHHS OCHOBHHX MOKA3HHKIB
PKUTTEMSAMBHOCTI, TKKOCT] 1 IPHYMHHO-HACTIIKOBOTO 3B'I3Ky MOGiuHMX
PeaKIii, mo BHHUKaH y cy6’eKTiB, ki NPHAMAIIH Ipemnapar.

17. Kpurepii ouinku
Gesnexu

2010-2343:;

besmexy oninroBanm Ha 0cHOBI BHMiPIOBaHHS OCHOBHHX TIOKA3HHKIB
PKUTTENIbHOCTI, EKT, a Takosx TsokkoeT | IPUYMHHO-HACII IKOBOI'O
BB'SI3KY MOGIYHUX peaKiiif, 1Mo BHHHKATH Y Cy0’eKTiB, sKi IpHitmay
Hpenapar.

18. Cratuctiuni
METOIH

2010-2343:

By pospaxosani ommcosi cratHeTHym] TIOKAa3HUKH 171
(hapmaxoKiHeTHIHIX MapaMeTpiB IS KOKHOTO THITY JTIKyBaHH.
Jlucnepciiiamii anais (ANOVA) BuKOHYBaBCS Ha OCHOBI
JlorapuMivHO-IepeTBopennx 3navens AUCE i Cmax. ITepesipsinace
BHAYYIICTE [OCITi0OBHOCTI, TepioTy, THILY JIiKyBaHHS i cy6’exrH,
BrPYIOBaHi 3a (hakTOpoM MOCIiIOBHOCTI.

Cepenui, pospaxosani Metonom HaliMeHmHX KBa/IPaTiB, Pi3HUII MiXK
CEPE/IHIMH THTIB JIKyBaHHS, PO3PAXOBAHUME METOZI0M HaHMEHIIHX

KBazparis, i BiAMORAA erargapTHi moMmKY X PI3HHIb OLiHIOBATHCS

. /’ﬁ{f{fwg Z 7
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JUIs ToraprMivHo-nepeTBopennx napamerpis AUCt i Cmax.

Ha 0CHOBI IMX CTATHCTHYHHX IOKA3HHUKIB Oy po3paxoBaHi
CIIBBITHOIIICHHS TE€OMETPHYHKX CEpEeNHiX JUIA THIB JIIKYBaHHS i
BimoBiHi 90%-Bi 0Bipuyi inTepBam.

2010-2343:

[lictaecar (60) cy6’ extis mpuitasm nosy y Iepiop 1.

[Istaecar Bicim (58) cy6’extiB 3aBepIimm oCimKeHIs Ta Oymu
BKJIIOYCHI Y hapMaKOKIHETHYHHH Ta CTATHCTHYHUI aHATI3H,

19. Ilemorpadiyni
MMOKa3HHUKH

ITOCITi JIKYBaHOT

oIy IAIi] (CTaTh, BiK,
paca, To1o)

20. Pesynbraru 2010-2343:
e(beKTHBHOCTi Ananit: Kserianin (N=58)
[apamerp TRT Cepenne Kontpact | Cnis- 90% 1 Iutpa- InTpa- Inprumii
o T BiIHO- [T, B inn. inn ZianaioH
Apud (KB%) eoMeTp. el MK ep KB(%) KB%) | BE
A-B B2-B1
Ha ocuoai sumipanux danucx
AUCtau A 606,85 (36)
HE*r/ma
urteua) BT [58815| 07) Ao | 10093 | 97,50 - 10440 | 13 13 W
B2 612,22 (36)
Cmax A 96,96 (53)
{rvaca) Bl | 89,29 (40) a2 oM | 101,89 | 96,00-108,15 | 23 21 nl
B2 97,37 (52)
AUCinf A 625,46 (35)
(urtriun) TR 60497 | G6)
B2 | 63024 | (39
Tmax A 5,36 (26)
(rox) Bl 538 @9 B1i B2 npencrapasiors nepuwe i apyre 3acrocysanns nixysanns sianosiono

B2 | 522 G3)
Kel A 01334 | (16)
(w/ron) Bl | 01392 | (19
B2 | 0,348 | (1§)
Thall A 535 %)
(ron) Bl | 503 D)
B2 | 527 (16)

2010-2343:

[IpOTArOM IPOBE/IEHHS IBEOTO AOCIIKEHHS He Oyno BigMiveHo
cepiiosHux [1P.

JKojna 3 T1P me Mana 3xaunoro BILTHBY Ha Oe3neky cy6’exTiB abo Ha
ULTICHICTB Pe3y IbTaTiB J0CIiIKEHHS.

21. Pesynprarn
Oesnexu

2010-2343:

90%-Buit moBipunii IHTEpBaJI BITHOCHHX cepennix AUCt i Cmax
KBETIAIliHy B IJIa3Mi [IPH 3aCTOCYBaHHI TECTOBOTO IIperapary BiJHOCHO
pernapaTy MOpiBHIHHS 3HAXOIUBCS B ANa30Hi 80,00-125,00%.
Taxum uuHOM, TecToBHI npenapar (KBeTianin Ta6neTky
[IPOJIOHTOBAHOTO BUBLILHEHHS 10 50 Mr Bij kommanii Teva
Pharmaceuticals Works Private Limited Company, Hungary) nokxazas
IIBH/IKICTS i CTyMiHb aGcopOuwii, CKBIBAJICHTHY IIPENapary MOPiBHIHHS
(Cepoxpems® XR tabierku o 50 Mr Bix KoMmmamii AstraZeneca BV,
Netherlands) y 310poBux cy6extis micns IPUHOMY OZHOPa30BoI 103U
[EPOPATBLHO THCIIA 114,

22. BUCHOBOK
(3aKITFOYeHHS)

3asBHHUK (BIACHHK
peecTpaniifHoro /nionuc/
TIOCBiTIEHHS) (miamuc)
2 Hupexmop /Ancivanmac Kyncmic/
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT Ne 11
on clinical trial

1. Name of
medicinal
product (if
available -
Registration
Certificate
number)

Quetixol XR 50 mg, 150 mg, 200 mg, 300 mg and 400 mg

2. Applicant

UAB “Farmlyga”, Republic of Lithuania

3. Manufacturer

Merckle GmbH

Graf-Arco-Str. 3, Ulm, Baden-Wuerttemberg, 89079

4. Conducted
studies:

yes

1) type of
medicinal
product, for
which
registration has
been conducted
or planned

This application is for generic.
Tablets

5. Full name of
clinical trial,
code number of
clinical trial

2010-2343

A Single-Dose, Partial Replicate, Comparative Bioavailability Study of
Two Formulations of Quetiapine 50 mg Prolonged-Release Tablets
under Fed Conditions

6. Clinical trial
phase

2010-2343
Phase |

7. Period of
clinical trial
conduction

2010-2343: 13.03.2010 — 28.03.2010 KOIMIA BIPHA
i
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8. Countries
where clinical
trial has been

2010-2343: Canada

conducted

R 2010-2343: 60

enrolled

ipopulation

. o [2010-2343:

peconcary goals e objective of this study was to evaluate the comparative bioavailability
of clinical trial atiaan:

|_ Quetiapine 50 mg PR Tablets (Teva Pharmaceutical Works Private Limited
Company, Hungary)

and

| Seroquel® XR 50 mg Tablets (AstraZeneca BV, Netherlands)

after a single-dose in healthy subjects under fed conditions.

11. Design of
clinical trial

2010-2343:

This was an open-label, single-dose, randomized, three-period, three-
two-treatment, partial
replicate, crossover study,
two formulations of
quetiapine 50 mg prolonged-release tablets administered to healthy male and
female subjects under fed
conditions.

| Subjects were randomly assi
BAB, or BBA under fed
conditions.,

| Concentrations of queti
36-hour interval after
dosing in each period.

| Pharmacokinetic parameters: AUCt, AUCinf, Cm
estimated based on

plasma quetiapine levels for each subject included in the data set.

sequence,

designed to evaluate the comparative bioavailability of

gned to one of the three dosing sequences ABB,

apine were measured from the samples collected over a

ax, Tmax, Kel, and Thalf were

12. Main criteria
for enrollment

2010-2343:

The study population included non-smoking,
of age or older, with a

BMI from 18.5 to 30.0, who were
history, ECG, laboratory
evaluation and physical examination.

male and female volunteers 18 years

Jjudged to be healthy based on a medical

13. Investigated
medicinal
product, method
of
administration,
strength

2010-2343:

Quetiapine 50 mg PR Tablets (Teva Pharmaceutical Works Private Limited
Company, Hungary)

Lot No.: 1840110

Potency: 102.4% of label claim

Manufacturing Date: 01/2010

Dose: 50 mg

Mode of Administration: Oral under fed conditions

KOMISt BIPHA
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14. Reference
product, dose,
method of
administration,
strength

2010-2343:

Seroquel® XR 50 mg Tablets (AstraZeneca BV, Netherlands)
Lot No.: EX241

Potency: 105.4% of label claim

Expiration Date: 08/2010

Dose: 50 mg

Mode of Administration: Oral under fed conditions

15. Concurrent
therapy

2010-2343: n.a.

16. Criteria for
efficiency
assessment

2010-2343: Based on the log-transformed parameters, the following criteria were
used to evaluate the bioequivalence

between the test and reference products:

AUC

The 90% confidence interval of the relative mean AUCt of the test to reference

products should be
between 80.00 — 125.00% and
Cmax

Since the within-subject variability for Cmax of the reference prduct was 30%,

the 90% confidence

interval of the relative mean Cmax of the test to reference products should be
between 80.00 —

125.00%.

Safety:

Safety was assessed based on vital signs measurements and on the severity and
causality of adverse events

experienced by subjects who underwent drug administration.

17. Criteria for

2010-2343:
Safety was assessed based on vital signs measurements, ECGs and on the severity

safity and causality of adverse events experienced by subjects who underwent drug
assessment A :
administration,
oo 2010-2343:
18. Statistical "= i ; o :
Descriptive statistics were estimated for the pharmacokinetic parameters in each
fuethods treatment

Analysis of variance (ANOVA) was applied to log-transformed AUCt and Cmax
parameters. The

significance of the sequence, period, treatment, and subject-within-sequence
effects were tested.

The least-squares means, the differences between the treatments least-squares
means, and the corresponding

standard errors of these differences were estimated for log-transformed AUCt and
Cmax parameters.

Based on these statistics, the ratios of the geometric means for treatments and the
corresponding 90%

confidence intervals were calculated.

indicators of the
investigated
population

19. Demographic[2010-2343:

Sixty (60) subjects were dosed in Period 1.
| Fifty-eight (58) subjects completed the study and are included in the

pharmacokinetic and statistical KQE”H_BiPH A
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(gender, age,
race, etc.)

analyses.

20. Results of
efficiency

2010-2343:

Analyte: Quetiapine (N = 58)

Means 90% C1 Intm-  Intm- Wider

. ! . Sub Sub BE
Parpoasher TR Arithmetic (CV%) Geometric Contmst  Ratio Lower Upper CV(%) CV{‘V;) Range
A-B B2.B

Based on Measured Data
AUCt A 606.85 (36) 568.15

(ng*himl) BL - s881S (1) go AvsB 10093 9750 - 10449 13 13 NA
e B2 61222 (36) TV
Crax A 9696 (53} 8713
(ng/ml) Bl 8929 (40 AviB 10189 9600 - 10815 23 21 NA

B 9137 (%)
AUCIE A" 62546 (39)
(ng*l/ml. Bl 60497  (36)

B2 63024 (35)

Tmax A 5.36 (26)

S Bl and B2 represent the first and second administration of reatment B,
th) Bl 3.38 (29) respectively,
JB2 s (3
Kel A 01334 (1)
(1/h) Bl 01392 (19)
B2 01348  (16)
Thalf A 535 (18)
i) BI 513 (17)

B2 527 (16)

21. Results of
safety

2010-2343:
No serious AEs were reported during the conduct of this study.

None of the AEs had a significant impact on the safety of the patients or on the
integrity of the study results.

22. Conclusion
(assesment)

2010-2343:

The 90% confidence intervals of the relative mean plasma quetiapine AUCt and
Cmax of the test to

reference products are within the 80.00 -125.00% range.

Therefore, the test product (Quetiapine 50 mg PR Tablets from Teva
Pharmaceutical Works Private Limited

Company, Hungary) exhibited equivalent rate and extent of absorption to the
reference product (Seroquel®

XR 50 mg Tablets from AstraZeneca BV, Netherlands) in healthy subjects after a

single, oral dose, under
"KOMIABIPHA
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[fed conditions.
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Annex 29

to the Order of expert

evaluation conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of

Registration Certificate

(point 4 section IV)

REPORT

on preclinical studies

1. Name of medicinal product @if
available - Registration Certificate
number):

Quetixol 50 mg, 150 mg, 200 mg, 300 mg and
400 mg

1) type of medicinal product, for
which registration has been
conducted or planned

This application is for generic.

2) conducted studies

NO

This is an application for an ‘abridged’
medicinal product made in accordance with
Article 10(1)

of Directive 2001/83/EC (as amended by
Directive 2004/27/EC) and therefore contains
no new

clinical or preclinical data, other than
supporting literature where necessary, in
accordance with

the provisions of the article.

2. Pharmacology:

NA

1) primary pharmacodynamics

NA

Lol s £ (;/Lcc 2
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2) secondary pharmacodynamics

INA

or medium-term studies

3) safety pharmacology NA
4) pharmacodynamic interactions [NA
3. Pharmacokinetics:

; Yes
1) analytical methods and reports on
their validation
2) absorption NA
3) distribution INA
4) metabolism NA
5) elimination INA
6) pharmacokinetic interactions INA
(preclinical)
7) other pharmacokinetic studies  |NA
4. Toxicology:
1) single use toxicity INA
2) repeated doses toxicity NA
3) genotoxicity: NA
in vitro
in vivo (including additional INA
assessment on toxicokinetics)
4) cancerogenicity: INA
Long-term studies NA
Short-term studies NA




Additional studies NA

5) reproductive and developmental [NA

toxicity:

Effect on fertility and early NA

embryonal development

embryotoxicity NA

Prenatal and postnatal toxicity INA

Studies where the product is NA

administered to offspring (immature

animals) and/or remote effect is

estimated

6) local tolerability NA

7) additional toxicity studies: NA

antigenicity (formation of INA

antibodies)

immunotoxicity NA

study of mechanisms of action NA

drug dependence INA

metabolite toxicity INA

impurity toxicity NA

other NA

; . . .+ |The application is for 50 mg, 150 mg, 200 mg,
:t.u(éoncluswns teganiing preclinical 300 mg and 400 mg prolonged-release tablets
Y ofquetiapine fumarate, which is the generic

version of the reference product containing the
same
active ingredient, marketed as Seroquel XR by
AstraZeneca. Quetiapine was first

4



marketed in

the Community under the brand Seroquel by
AstraZeneca on 27/04/1998 and as such has
been

authorised in the Community for a period
exceeding 10 years.

Applicant
(Registration
Certificate holder) (mgnature
&m@&w A b e e wwfl
(sumame:;\name father’s naﬂle)
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JlomaTtok 29

1o Iopsaaxy npoBeneHHs eKCepTH3H
peecTpaniiHuX MaTepianiB Ha JIiKapchKi
3acobu, [0 MOJAIOTECS Ha JEPIKABHY
peecTparniio (epepeecTpariio), a TaKokK
EKCIIEPTH3U MATEPiaiB PO BHECEHHS
3MiH JI0 PeeCTpallifiHuX MaTepiais
IPOTATOM Jii peecTpaniiHoro
MIOCBITYEHHS

(nysKT 4 po3niny IV)

3BIT

Npo JOKJIHIYHI JOCiHKeHHs

1. Ha3Ba nikapcskoro 3acofy (3a
HassBHOCTI - HOMEpP peecTpaiiHoro
TIOCBiTYEHHS):

Cepoxsens XR [Seroquel XR] 50 mr, 150 mr, 200
Mr, 300 Mr i 400 mr

1) Tun nixapcekoro 3aco0y, 3a SKHM
IPOBOAUIIACS 200 IUIAHYETBCS peecTpallis

Lle 3asBKa Ha reHEpUYHUI JTiKapCHKHA 3aci6

2) mpoBeieH] TOCIiKeHHS

HI

ITe 3asBKa HA «CKOPOYECHMIAY JIIKAPCHKHIA 3aci0,
skl OyB BHTOTOBJIEHHH BimoBiqHO 1o crarti 10(1)
Hupextusu 2001/83/€C (i3 3MiHaMu, BHECEHUMHU
Hupextusoro 2004/27/€C), i TOMy He MICTHTE
YKOJHHX HOBHX KIIHIYHHUX 9H JOKIIHIYHHX JaHHX,
OKpiM JOIIOMDKHOI JTiTepaTypH, 1€ 1 He0OXi/HO,
BI/ITIOBIZTHO IO IIOJIOKEHE CTATTI.

2. ®apmakooris:

[lani BincyTHI

1) nepeuHHA papmakoHHAMiKa

JlaHi BigCcyTHI

2) BTOpHHHA (hapMaKoquHaMiKa

Jlani BijcyTHi

3) dbapmaxomnoris 6e3nexkn

Jlani BigcyTHI

4) hapMaxkoquHaAMIvHI B3aeMoIii

Jlani BigcyTHI

3. dapMakoKiHETHKA:

1) anamiTHYHI METOAMKY Ta 3BiTH IOJ0 IX
BaJTigarii

Tax

2) BCMOKTYBaHHS

Jlan1 BiaCcyTHI

Vhoweerp P
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3) po3noin

JlaHi BigcyTHI

4) MeTabomizm

Jlani BigcyTHI

5) BUBeIeHHS

Jlani BigcyTHi

6) bapmMakoKiHeTHYHI B3aeMOIil
(1oKmiHIYHI)

[lani BijicyTHi

7) i1 (hapMakoKiHeTHYH] ZOCIIIKEHHS

Jlani BigcyTHI

4. ToKCHUKOIIOTIs:

1) TOKCHYHICTE y pa3i 0{HOpPa3oBoOro
BBEIEHHSA

Jlani BijcyTHI

2) TOKCHYHICTE y pasi IOBTOPHUX BRBEIEHD

Jlani BijcyTHi

3) reHOTOKCHYHICTb;
in vitro

Jlani BijicyTHi

in Vivo (BKITFOYAIOUH JO/IATKOBY OIIHKY 3
TOKCHKOKIHETHKH )

Jlani BimcyTHi

4) KaHIIepPOTreHHICTE:

[lani BigcyTHi

JIOBIOCTPOKOBI JIOCIII[GKEHHS

Jlani BigcyTHi

KOPOTKOCTPOKOBI JOCTIi JDKEHHS
abo MoCTiPKeHHs CepeIHbOT TPUBAIOCT

Jlani BigcyTHI

0IaTKOB1 ,[[OCJ'[i,[[}KeHHSI

Jlani BigcyTHi

5) penpoayKTHRHA TOKCHYHICTE Ta
TOKCHYHHH BIUIHB Ha PO3BHTOK IIOTOMCTBA!

Jlani BiacyTHi

BILTHB Ha QepTHILHICTE 1 paHHii
eMOpiOHATBHUMN PO3BUTOK

IlaHi BizcyTHi

eMOPIOTOKCHYHICTE

Jlani BigcyTHi

[IpeHaTaIbHA 1 TOCTHATAIbHA TOKCUYHICTE

[lani BigcyTHi

TOCIII/DKEHHS, TIPH SIKUX [IperaparT
YBOZHTECS IIOTOMCTBY (HECTATEBO3PIIHM
TBapHHaM) Ta/abo OIIHIOETELCS Bimmanena

[lani BigcyTHi
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6) MicLeBa EPEHOCHMICTh

JlaHi BigCyTHI

7) MOJIATKOBI TOCII[DKEHHS TOKCHIHOCTI:

Jlani BincyTHI

AHTUT€HHICTE (YTBOPEHHS aHTHTINI)

[lani BincyTHi

IMYHOTOKCHYHICTE

[lani BizcyTHi

NOCTI/DKEHHS MEXAHI3MIB i1

Jlaui BicyTHI

iKapchKa 3aJeKHICTh

JlaHi BiACYTHI

TOKCHUYHICTE MeTabOIITIB

Jlani BigcyTHI

TOKCHYHICTE JIOMIIIOK

Jlani BiaCyTHI

\HIIIE

Jlani BijcyTHI

5. BUCHOBKH 100 JOKIIHIYHOTO
BUBYECHHS

114 3asBKa cTOCYETHCS TAOJIETOK IMPOJIOHIOBAHOTO
BUBLIBHEHHS KBeTiaminy gymapara mo 50 mr, 150
mr, 300 mr 1 400 Mr, IKHH € TEHEPHIHOIO BEPCi€io
[perapary nNopiBHAHHA, IO MICTHTh TOH caMHi
AKTHBHUI IHIPEJIIEHT, SIKHi TPOAETHCA ITi T HA3BOK
Cepoksens XR xoMmnaniero «Actpa3eHnekay
(AstraZeneca). KeTiamin 6yB Brepiue BUBeAeHUN
Ha puHoK €C mix 6pergom CepokBesib Bijl KOMIIaHil
Actpa3eneka 27.04.1998 p. i 6y no3ponenuii B €C
Ha TepMiH Oinbliie 10 pokis.

3asaBHUK (BIACHUK
peecTpaniiHoro

/nionuc/

IIOCB1I4EHHS)

(mignuc)

Hipexmop /Ancimanmac Kyncmuc/

(IL L B.)




CERTIFICATE OF COMPLIANCE

for plasma master file

Annex 29

to the Order of expert

evaluation conduction

of registration materials on medicinal
products submitted to state
registration (re-registration), as well
as

expert evaluation of materials on
making

amendments to registration materials
during validity term of

Registration Certificate

(point 4 section [V)

REPORT

on preclinical studies

1. Name of medicinal product (if
available - Registration Certificate
number):

Seroquel XR 50 mg, 150 mg, 200 mg, 300
mg and 400 mg

1) type of medicinal product, for
which registration has been
conducted or planned

This application is for generic.

2) conducted studies

NO

This is an application for an ‘abridged’
medicinal product made in accordance with
Article 10(1)

of Directive 2001/83/EC (as amended by
Directive 2004/27/EC) and therefore contains
no new

clinical or preclinical data, other than
supporting literature where necessary, in
accordance with

the provisions of the article.

2. Pharmacology:

NA

1) primary pharmacodynamics

NA

KOnis BIPHA
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2) secondary pharmacodynamics

or medium-term studies

3) safety pharmacology NA
4) pharmacodynamic interactions  |NA
3. Pharmacokinetics:

1) analytical methods and reports on Tes
their validation

2) absorption NA
3) disﬁibution NA
4) metabolism NA
5) elimination NA
6) pharmacokinetic interactions NA
(preclinical)

7) other pharmacokinetic studies NA
4. Toxicology:

1) single use toxicity NA
2) repeated doses toxicity NA
3) genotoxicity: NA
in vitro

in vivo (including additional NA
assessment on toxicokinetics)

4) cancerogenicity: NA
Long-term studies NA
Short-term studies NA




Additional studies NA
5) reproductive and developmental [NA
toxicity:

Effect on fertility and early NA
embryonal development

embryotoxicity NA
Prenatal and postnatal toxicity NA
Studies where the product is NA
administered to offspring (immature
animals) and/or remote effect is
estimated

6) local tolerability NA
7) additional toxicity studies: NA

antigenicity (formation of antibodies)[NA

immunotoxicity NA
study of mechanisms of action NA
drug dependence NA
metabolite toxicity NA
impurity toxicity NA
other NA

5. Conclusions regarding preclinical
study

The application is for 50 mg, 150 mg, 200
mg, 300 mg and 400 mg prolonged-release
tablets of

quetiapine fumarate, which is the generic
version of the reference product containing
the same

active ingredient, marketed as Seroquel XR

by AstraZeneca. Qostippipewas et -




/

marketed in

been

authorised in the Community for a period
exceeding 10 years.

the Community under the brand Seroquel by
AstraZeneca on 27/04/1998 and as such has

Applicant
(Registration
Certificate holder)

@

(si gnature
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(sumanf\name father’s naﬁxe)
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