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EXECUTIVE SUMMARY

This is a review of the dissolution testing data only.

There is no USP method for this product, but there is an FDA-recommended method (900 mL,
Water (plus 0.3% SDS for 150 mg; 0.6% SDS for 300 mg and 1% SDS for 600 mg), Paddle, at
60 rpm. The firm conducted the dissolution testing for all three strengths using the method
recommended for the 600 mg [900 mL, Water (plus 1% SDS), Paddle, at 60 rpm]. The firm’s
dissolution testing data for the 600 mg passes the FDA-recommended specifications [NLT ©® %5
(Q) in 30 minutes at the L2 level and NLT ®*% (Q) in 60 minutes at L1 level] and is acceptable.
The firm should repeat dissolution testing for the 150 mg and 300 mg using Water plus 0.3% and
0.6% SDS, respectively.

The DBE will review the fasting and fed BE studies and waiver requests at a later date.




- RLD METHOD:

Dissolution method

Medium:

900 mL water + 0.3% SDS (150 mg)

900 mL water + 0.6% SDS (300 mg)

900 mL water + 1% SDS (600 mg)

Apparatus

Paddle at 60 rpm

Specifications

NLT ““% (Q) in 30 minutes

NLT % (Q) in 60 minutes

Source of Method: [NDA 21-014/SCF-014, dated April 27, 2005]

Table 1: Summary of In Vitro Dissolution Data
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Figore 3t Dissslution Rate Profile.

Oxearbazepine 600 mg Tablets Comparative Dissolution Rate
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Table 2: SAS Transport Files

Fasting BE Study
Plasma Data ' o Yes
PK data o Yes
' Fed BE Study '
Plasma Data Yes
PK Data ' Yes

COMMENTS:

1.  The firm conducted dissolution testing on all three strengths using the dissolution medium
recommended by the FDA for only the 600 mg (Water + 1% SDS). The dissolution
“testing on the 600 mg is acceptable and meets FDA specifications of NLT Oy, (Q)in 30
minutes and NLT %% (Q) in 60 minutes at .2 and L1 levels, respectively.

2. The firm has submitted complete in-vivo study data summary, dissolution data and
formulation data in the electronic format that are recommended by the Division of

Bioequivalence.

DEFICIENCY COMMENTS:

The firm’s dissolution testing data with the FDA-recommended method are acceptable for the
600 mg. However, the firm did not conduct dissolution testing on the 150 mg and 300 mg using
the FDA-recommended methods for these two strengths. The firm should repeat dissolution
testing for the 150 mg and 300 mg using Water plus 0.3% and 0.6% SDS, respectively.

RECOMMENDATIONS:

The in vitro dissolution testing conducted by Apotex Inc. on its test products, Oxcarbazepine
Tablets (150 mg and 300 mg) is incomplete for the reason cited in the deficiency comment

above. > / , /17 /o §//O [N

Patrick Nwakama, Pharm.D. 4 Branch III Daté

I S e/ o

Yih-C_hainlI?ihng, Ph.D.,Team Le Branch ITI Date /

isbo o kan = afehs

Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence

Office of Generic Drugs




BIOEQUIVALENCE DEFICIENCY
ANDA: 77-747 : APPLICANT: Apotex Inc.
DRUG PRODUCT: Oxcarbazepine Tablets, 150 mg, 300 mg and 600 mg

The Division of Bioequivalence has completed its review of the
dissolution testing portion of your submission (s) acknowledged
on the cover sheet. The review of the bioequivalence (BE)
studies and waiver requests will be conducted later.

The following deficiency has been identified:

You conducted dissolution testing:on all three strengths using
the method recommended only for the 600 mg and did not propose
any dissolution specifications. Your dissolution data for the
600 mg is acceptable. Your dissolution testing on the 150 mg
and 300 mg is incomplete. Therefore, the Division of
Bioequivalence recommends that you repeat dissolution testing on
the 150 mg and 300 mg using the following dissolution method and

specifications:

The dissolution testing should be conducted in 900 mL, Water
(plus 0.3% SDS for 150 mg; 0.6% SDS for 300 mg and 1% SDS for
600 mg), Paddle, at 60 rpm; NLT ®®e (0) in 30 minutes and NLT
® @ (Q) in 60 minutes].

With your response to the above deficiency, please acknowledge
that you have accepted the above dissolution method and
specifications.

Please note that the bioequivalence comments provided in this
communication are preliminary. These comments are subject to
revision after complete review of the application.

Slncerely yours,

W@@LM

/1, Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence
Office of Generic Drugs .
Center for Drug Evaluation and Research




CC: ANDA 77-747
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
HFD-651/ Bio Drug File
HFD-658/ Reviewer
HFD-658/ Team Leader

Endb_rsements: i S/
HFD-658/ P. Nwakama 12/¢7
HFD-658/ YC Huang { < #{ 1>/ /w —

HFD-650/ D. Conner d! r[,"L//g'L//db/

DISS OLUTION — Incomplete : Submission date: 07/14/05
INOTE: The in vitro testing is incomplete. The fasting and fed BE studies and waiver
requests are pending review] ,

1. DISSOLUTION (Dissolution Data) . o< Strength: 600 mg
: Outcome: AC
2. DISSOLUTION (Dissolution Data) [ Strength: 150 mg & 300 mg
“ Outcome: IC

Outcome Decisions: IC — Incomplete (Dissolution data)
WinBio Comments: IC
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I Executive Summary

This application references Trileptal® tablets and includes one fasting and one fed BE

study

The fastmg study is a single-dose, two-way crossover study using male healthy
‘volunteers given a dose of 1. X 600 mg. The results of the fasting BE study (point
estimate, 90% CI) for Oxcarbazepine tablets are LAUCt 0.98, 94.59-101.75, LAUCw0
0.99, 94.70-102.70, and LCmax 1.00, 85.61-116.54,

The fed BE study is a single-dose, two-group, two-way crossover study using male
healthy volunteers given a dose of 1 X 600 mg. The results of the fed BE study (point
estimate, 90% CI) for Oxcarbazepine tablets are LAUCt 0.97, 94.44-98.97, LAUC
0.96, 93.89-98.57, and L.Cmax 0.94, 88.94-100.16.

The bioequivalence studies are incomplete for several reasons. Please refer to the
deficiencies section.

The applicant requests waivers of in vivo BE study requirements for the 150 mg and 300
mg tablets. The formulations of the 150 mg and 300 mg tablets are proportional to the
600 mg tablet, which underwent in vivo testing. The dissolution testing conducted by the

* firm on the 150 mg, 300 mg, and 600 mg tablets was previously reviewed, and was found
incomplete. The firm submitted a study amendment (02-07-06) containing dissolution
data. However, the firm will requested to provide further information. The testing is
incomplete. Waivers of in vivo bioequivalence study requirements for the 150 mg and
300 mg tablet will be granted pending a satisfactory response to the deficiencies.

‘The application is incomplete.
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III.  Submission Summary

A. Drug Product Information

Test Product
Reference Product
RLD Manufacturer
NDA No.

RLD Approval Date
Indication

Oxcarbazepine Tablet
Trileptal® Tablet
Novartis

20-014

01-14-00

‘Used for treatment of partial seizures in adults and children
ages 4-16 with epilepsy.
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B. PK/PD Information

Bioavailability

Food Effect
Tmax

Metabolism

Excretion

Half-life
Relevant OGD or DBE
History

-Following administration oxcarbazepine is completely

absorbed

Food has no effect on the rate and extent of absorption
4.5h (3-13 h)

Oxcarbazepine is metabolized in the liver to the 10-

~ monohydroxy metabolite, which is primarily

responsible for the pharmacological effect of
Trileptal®. ,

Oxcarbazepine is cleared from the body primarily as
metabolites. More than 95% of the dose appears in the
kidneys and less than 1% as unchanged as parent.
Fecal excretion accounts for less than 4% of the
administered dose. '

2 hours

Relevant AND, Protocols, and Controls:

The DBE has not previously reviewed any ANDAs for
this drug product; reviewed two protocols (04- _
059/ ®@and 02-034/Roxane); reviewed multiple
controls including: 03-737/ ©® 03.154/ @@
03-610/ ®® 03-179/ ©® 03-193/ @@ 03-

214/ ®® 04-699/ ©® and 04-672/ @9,

A cluster of ANDAS 1s under review:

1.77747  Apotex ~ Ethan (incomplete)

2.0 B Zak (incomplete)

3.77794 Sun Jenny (acceptable)
- 4.77795 Roxane X7 (incomplete)

5. ®@  Surendra (working)

6.77801 Taro Ethan (this review)

7.77802  Glenmark Jane (working)

Bioeguivalence Testing and Dissolution:

Based on the protocols and controls the ANDA
sponsors should conduct two BE studies (single-dose
fasting and single-dose non-fasting) on the 600 mg
strength tablet and the lower strengths (150 mg and

~ 300 mg tablets) may be eligible for a biowaiver.

The applicant should conduct comparative dissolution
testing using the FDA-recommended method:

Medium: Aqueous sodium dodecyl
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sulfate solution

Volume: . 900'mL

Temperature: - 37°C

USP Apparatus: ~ Apparatus II (paddle)
- Rotation: 60 rpm

Specification: NLT @4(Q) in 30 minutes
NLT  %(Q) in 60 minutes

The concentration of SDS was varied for the tablets:
o 1.0% for 600 mg
o 0.6% for 300 mg
e 0.3% for 150 mg ,
Note: SDS is required due to the poor solubility of
oxcarbazepine )
Agency Guidance None.
Drug Specific Issues (if any) ~ N/A

C. Contents of Submission

Study Types Yes/No? How many?
Single-dose fasting Yes ' 1
Single-dose fed Yes 1
Steady-state -~ No NA
In vitro dissolution Yes 3
Waiver requests - - Yes 2
BCS Waivers - No NA
Vasoconstrictor Studies No NA
Clinical Endpoints - No ~ NA
Failed Studiés - No ‘ j NA
Amendments ~ ' Yes } 1
CTD Tables Yes 8
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D. Pre-Study Bioanalytical Method Validation

Method for fasting study
Table 3. Bioanslytical Method Validation (STUDY: OXCA-BATB-ULABGS-2FA}

Information Reguested Data for Oxearbazepine | Data for
10-bydroxzyearbazepine
Bioanakyiicsl method validation | Section 16.4 Zection 16.6
yeport Iocation
Internal Stendsed (35} ©)“) (OXE)
Wethod description Auroranted solid phase Axnomated solid phm
o extraction. extraction.
HPEC-MSMS detection | HPLL- NESXMS detection
Limait of quantification 10.0 ngf'mf_ {momizal} | | 500 ng‘ml (nomimnsl
Average recovery of drug 38.07 % 8562 %
Average recovery of IS 19703% 9703 %
Standard curve concanfations 10.6 o 2000.0 (nominal) | 8.0 to 10000 0 {nesinal)
(ngiml) )
QC concenfrations (pgml)y QC A 300 QC A IME
QU B! 7500 QU B 375040
QC £ 15000 QCC . “Gﬁﬁ .

QC Tutraday ;ﬁnreﬂisiﬂn range
{CV%)

15
QUAI31mi3%
QCE: 24176 %
DL 23104 %

QUA 40w 13i%
QCH 3dw0l02%
QU 07wili%

QT Intraday acouracy range
{Dew)

QUA 30w i3%
QUB: -79m68%
QLe -104whB%

QC A 4110125 %
OCB: -831w3.4%
QCC: -9.910 0.9 %

QC Interday precision range
{CVS

6.5t 787

T3 91%

QT Interday accuracy range
{Soldev)

S0teD8%

A%w08%

Bench-top stabslity 2 hrs af room temperaiure | 2 hrs at room izmptmﬁzre
] 13lirsonwce | 3 hez onice

Stock stability 20 days at -80°C set | 28 days at -30°C set poin

] , point feeger freezer

Stock: stabeliby {IS) 13 days at S0°C et 13 days at EG”C set point
‘ point feemer figezer

Processed stability 30.5 g (refiigersied) 3003 hrs {refngeated)

Freeze-thaw stability 3 cveles 3 cyeles

Long-term storage stability

56 duys at -80°C st

.| point freezey

56 days at -80°C set peint
figezer

Ditution teznry

Diuted 2 fold md 4 fold

Diluted 2 fold and 4 fold

| Selectivity

No iverféring peaks

_noded in blank plasma

szmples

Mo, mterfering peaks noted
in blawk plasma sapaples -
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Method for non-fasting study

Tabde 3. Biconalytical Metbod Validatton (STUDY: ONCA-IMTB-01 4B03-2FE}

Information Reguested

Data for Oxearbazepine

Data for
10-bydroxycarbazepine

Bioanalytical method valedation
repori location

Section 16.0

Internal Standard (I5)

(b) (4)

Sechion [6.6

I (b) (47—

Method descnption

Auromated solid phase
extraction.
HPLC-MEMS detection

Antomated solid phass
exiraction.
HPFLC-MS4S detection

(C¥%)

GC B: 2.6t0 104 %
GCC 2192 %

Limii of quantification 10.0 ngiml. (nominal} 0050 pg/mb {rominad)
Average recovery of dmg 48.93 % 4335 %
Average recovery of IS 3782 % 5762 %
Standard curve concenfrations 10.9 to 600D .G 0.030 to 10.00¢
{ng/mL) (mominal) ug/mk (nominal)
QC concenirations QC A: 300 egml) | QC A 0150 {pg/ml)
QC B: 22500 QT B: 3730
. QC €. 4500.0 QC C:7.500
0QC Inéraday precision rapge QCA3IwTi% QCAa: 3978 %

QCB: 353w48%
QCC: 34p78%

QC Intraday aceurscy range
{(%Dev)

QC A 57003 %
QCB: 530t Id3%
QUC B85t02.0%

QCA: 07t073%
QUEB: 30w i2%
QUC: Blpll%

QU Interday precision rangs

T2t 73 %

IBwil%

(CVH)
0C Interday accuracy range DBt d3% Siw33%
eDev)
Bench-top stability 3.3 hrs at room 3.5 hrx at room
PERIpErAture fewpersfure
Stock stabality V6 days at -§0°C st 34 days at -80°C set point
point freszer freezer
Stock sabaliry (I3} 76 days at -80°C set - 76 days st -B0°C set pomt
point freezer | freezer
Processed stability 28 lirs {refrigersted) U8 his (reftiperated)
Fraece-thaw siabality 3 cycles 3 cycles
-| Loug-tern: storage stability &1 daye at -80°C et 61 days-at -80°C set point
' point freezer freemer
Dilution integrity Diluted 2 fold and 4 fold | Dilwied 2 fold and 4 fold
Selectivity o inferfenug peaks Na mierfering peaks noted
nted m blapk plasma

in blesd plasma samples

sampies

The analytical method is acceptable.
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E. In Vivo Studies

1. Single—dosé Fasting Bioequivalence Study

Study Summary, Fasting Bioequivalence Study

Study No. _ 01AB03-2FA

Study Design - : . Single-dose, 2-way crossover, fasting
No. of subjects enrolled 20 (+4 alternates)
No. of subjects completing 20 (+3 alternates)

No. of subjects analyzed 20

Subjects (Healthy or Patients?) | Healthy

Sex(es) included (how many?) | Male: 20 Female: 0

Test product Oxcarbazepine Tablet

Reference product Trileptal®

Strength tested ' 600 mg

Dose : 1 X 600 mg

© Subject Ho. _ Ar tic Mean F ters {£SD)
Study {WFp Treatments
Ref. No. Study Study Type Strength Study
Chjestive Design P Lot Crvax AuCL | AUCinf Report
Agz: mean ingml}  Tmax  (ngthimll o (nghil) o Thalt Kel Logation
{Rangej* Analyte  (pwgtmlf () (meghimi  (moghwill  {hy  fih)
Caommgarative, o Cuosrbazepne 4320 182 5061.2 544 1148 0.00378
Rantosrizad. 2-way UX%T“‘“EP’”E £330 pein] 3 10043
. Q‘DSS_?A‘EI’ . 05;‘5;.& )
oxga.  SowElsbily B pucdomized o (c25-108) # 10-Hkoes T ada 173.680 WesE9 1008 A7
e of single-doss. i Cakazephie £1223 - 174.345 + 25442 .
QXCARBAZEPINE oo ey :
VAR TEyS poges S IBEEL 3 - a1z
2FA ; {Apatec fasting, st Gicarbazzpine  14%04 134 F920.1 £403.0 1138 - 08063 8312
ngjans 2vay P TRILEFTALE 4700 £817.4 8620
TRILEFTRL oot ns<a) e, )
t[‘aﬁtﬁ% sma | BiCHpoy 742 8% 7018 WL 67 00N
i nderE. ﬁ G374 Catazepine 1016 + 24008 24801
oandilioms :
Covparsie, " COucarbazegine . 31358 182 78841 7223 1152 006148
Randorized, 2-way : m%%%%le ©o31838 £IT45 1 #17433
Crossawmr o ‘
Bivavailsbiliy Sy S, $0-Hatiroxy 8,147 EE) 66,887 182731 6% 0.07180
QR Tondomizel MmO [e25-184] Copazepre 41163 L6305 211
" ONCARBAZEFINE -+ peaithy
[E =1 o labsl, aech . - 5342
2FE TABLETS {Agoiex Fed, | bjedts - Oxcatbazepine 23252 10 7500.4 £230.4 200 506052 3.4.2
'"&l;;‘;h 2wy ‘['1—‘-5- 3‘54_,;’ TRLEPTALS: 242313 £1707.4 #3204 :
TRILEPTAL Souver e T 3
gt s %;'{,EE 10-Hyeroxy- 5,207 a7 0882 LR WH2  .07073
(Now o [FaigT] Carbazepie 1057 +77.807 +27.888
ondiions

*Based on sutjests Inplied in phamacokinesitsimsisvest anatysis.
Saced on subgecis dosed in pariod 1.

3 Units for Crvcarbazsping das

? Units for_lomdrwyc.arbm:ine daxa

#nits for 1Deydrosy-Carbazenine dars within CRUAINTE-0TABI-2FA shily were axpresses as ngmL inthe repart. For presemation purposss Within this tabie znd 1o facibzate comparison Lesween the iwo studies, 10-Hydroay-
Garbazepine concariration <ists for Uiis siudy were convered o megmlwmits, .
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Fasting Bioequivalence Siudy

Parameter Analyte Oxcarbazeping  Trileptal® Ratio 50% C.i.
ing"mi} Onorbazepine 40577 80535 231 048~ 1617
AUCE
(mcg*hmk) ¥ 10-Hydrony-Carbazsping 172373 177.891 3] BE- D8
(ng*himL) Csicathozapire WA 83275 933 #MT-1027
AUCinf
(mog WLl 8 10-Hydroxy-Carbazepine 175.085 1TE.381 7.5 850 - 1066
{ngfmLy ‘Crearbazepine 13482 v 13457 =~ E ) 55 ~138.5
Cmax
{moyimt) # 18-Hydrozy-Carbazrzpine 7.208 7.248 5.1 20.% - 1058
Fed Bicequivalence Study )
Parameter Analyte Oxcarbazepine  Trileptak® Ratio 80% C.1.
(g} Oxcarbazeping 74578 e %7 %4 - 980
Auct
(mog™tint) 10-Hydrosy-Carbazapine 184,010 167737 953 97.2- 604
{ro"et} Uheebszening 7TRE 89380 652 93.9- 985
RBCI )
(meg™Rink ) 10-Rydraxy-C. T 167.571 170.720 953 7.3 - 964
(ngimL} Cacarbazepine 20274 3018 044 83.9-100.2
Gmax
{megimL} 10-Hydroxy-Carbazeping §.038 4161 838 074 - 100.3

Nofe: Geomeinic Means, Ratic of Means, and B0% Cis are based on the least zquares estimpies

# Uniiss for 10-Hywkoxy-Carb zzepine date wilhin CXCAIMTE-GIABI3-3F4A ziudy were expresses as npiml infhe report. Fror sresentation puipasss within this fable s to faxffizie romparison benvesn dw wo swdies, 10-Hydrony-
Carbazspine soncanination data for this siudy were convested to meg/ml. units, . )

STUDY: OXCA-IMTB-01ABO3-2FA
Additional information in Table 16.5.8.6

Number of samples

Number of recalculated

values used after

: reanalyzed : S
Reason why assay was repeated . - Vreanalvys-ls .
) Actual % of total Actual % of total
number | assays aumber assays
T | R T R T | R T R
Pharmacokinetic 0| 0 0 0 g 10 0 0
B: Analysis Incomplete 0] 1 0 o011 0 |0 0 0
F: Quiside Range 4 51046 | 057 0 | O 0 0
G: Highest and/or Lowest Std 51 3| 037] 034 0 |0 0 0
Missing
Total 91 9 ]102]102]| 0 |0 0 0

Did use of recalculated plasma concentration data change study outcome? No, there were no PKX

repeats.
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2. Single-dose Fed Bioequivalence Study

10

Study Summary,

Study No.

Fasting Bioequivalence Study
01ABOS5-2FE :

Study Design

randomized

Single-dose, two-group, two-way Crossover,

No. of subjects enrolled

116

No. of subjects completing

113

No. of subjects analyzed

113

Subjects (Healthy or Patients?)

healthy

Sex(es) included (how many?)

Male: 113

Female: 0

Test product Oxcarbazepine Tablet
Reference product Trileptal®
Strength tested 600 mg
Dose 1 X 600 mg
: “Subiest Mo, . Arithmetis Mean Parameters (£5D)
Study {L9FY Teatments
Ref. No. Study Stugy Tome Sirength Stady
Obieclive Design p Lot 2] Cmox Alct AUCIHT Report
Are: mean (gL’ Tmex  (nghimiy’ (ng'hlml} Thalt  Kel Location
{Range)* Analyte (nw:grrnL) ih} (mcg’h’m[) [nmg’hfml) [} {1y
Comrgatstie, AR Cisarbazegine 14229 1862 5512 Fa4ed 1idir 000078
Ran;bm?-d 2 Ny mﬁ;ﬁn&i’ilﬁ 24230 FE11 & 10043
owce.  Dawiahiity Sy Randomizzd, oy (625188 #i0-Avsexy. TR st 173.600 7RG 1608 0OTOR
WIE qoao ooy singiedoss, o ; Catszepne 21223 £20245 £35.44
012308- gen [, st Y
SFA T“‘ﬁf“‘m“ fasting, gt Oeabazagine 14384 154 51201 P 1838 BOSE3 5312
and 2way Py TRILEFTALY 4768 =874 8520
TRLERTAL  goggi (1843 RLERTH. '
s e, #ioHpdoy. T2 538 170185 151171 07s  0.07280
[ W""a’r‘}mw3 N DIBIE5TR) Comazapne #1010 +24.088 274,001
sendiions B
 Conpwatve. . Ouarbozepine 318 162 o541 23 1152 005166
Randoerized, Z-way O%G%WE £1983.0 HITEL 117423
Crossauer S0,
e RS e — mm}f{, EHyrok 3347 48 168.380 897N 956  2.07160
Py - _ ioale-dogs. H13 (1830} Cupazepine 31168 26319 28,111
MeB0s  OXCARBAZEPINE  oooiane heatthy et , .
¥ TABLETS womx iy S’-‘*ﬁs‘* Owaibazepne 33252 170 70004 82201 1200 DO 5312
_ Ineana 2wy foul 343 TRIEPTALS 2R3 NG iAl s .
TRUEPTABD 2N (1% - 55) Pl
’ i ) 600 Feet 10y 8237 17 189.652 72T 1202 BO7073
Nowmils), G5 o107 Cabazepne 51060 +27.807 £27.88
seaditions

*Basess o0 s&tg‘eo's inthaded in pls.nmwmnia sestaistoal analysis.
“Based vecis gosed inpared 1.

 Units for Qvcarbazepine dats.
? Unils farw—ﬁyamy-cadm;smn*-:- dama

#Uniis for 10+ydrony-Carbazepine data within CRCA-INMTE-DTAB53-2FA siurly were expressed 3 nphal. the memorL For gresentadtn purposss wilthin tis saide and te filiate cooopaisan bemeen 1hz bvo Shadies, 1G-Hydroxy-
Carcazening Goncentralion daia for this study were converes o mogmL wits,
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Fasting Bioequivalence Study

Parameter Analyte Oxcarbazeping  Trileptal: Ratin 90% .1
{ng*hml} Croadsszagie 40577 535 251 “H-17
AUCH
{meg™vinl ) ¥ 13-kydrovy-Carbazepine 172473 377601 B2 83902
. (ngriveal) Oroachazeping :‘\353,94 83275 03§ 837 1027
. AUCing -
{meg"himi} # 10-Hydroxy-Carbazepéne 175988 Te.381 57.5 55.0 — 0G0
“{ngimL} Unearbazening 13432 1345.7 5239 8551 16,5
Cmax
{mcgimL) # 10-Hydrosy-Carbazzpine 7.206 i 7.248 5.1 00.0 — W0ES

Fed Bioequivalence Study

Parameter Analyte Oxcarbazepine  Trileptals Ratio 90% CJd,
{ng"nfini} Oroarbszepine T4ELS 0 6.7 43 060
AUCt
{mog B ) 10-Hydmay-Carbazepine 184.2(0r 167,757 953 97.2- 904
ing"hril} Coarbazeping 77328 30360 @82 Qag- 921
AUCin{
{meg*ml} A0-Hydmsy-Carbazepine 167.871 170.720 953 97.3 - 994
‘ (ng/miy Gixcarbazeping 2027 4 31018 o5 B.9-102.2
Cmax
{mogeml.y 10-Hydrony-Carhazzpine £.058 9161 255 87.4 -100.3

Nofe: 3eomatric: Means. Ratio of Means, 008 &% Cis are based on the least squsres estimates.

11

# Unils for 10-Hydrony-Carhazapine dara within OXGA-IMTE-01AEI2-2F4 study were expressed a5 npiml in the rezen. For preserizsion purpaszs wilhin s tabie and 1o faciitae comparison bemsesn 1he two sudies, 18-Hydroxy-
Carbazepine oonceniralion daia for this shnly wers convedied 1o oyl wils.

STUDY: OXCA-IMTB-01AB05-2FE

Additional information in Table 16.5.8.6

Numnber of samples
reanalyzed

Number of recalculated
values usad after

Reason why assay was repeated —— - reanalysis ——
Actual % of total | Actual % of total
number A3says number AS5aYS
T | R T R T R T R

Pharmacokinetic 0 0 0 0 0 0 0 0
B: Analysis Incomplete 8 ['12 | 0.16| 0.24 0 0 0 0
C: Poor Chromatography 28 5 | 0.56 | 0.10 0 0 0 0
G: Highest/Lowest Std Missing 23 |29 | 046 | 058 | O 0 0 0
F: Qutside Range 15| 31 | 0.30 | 0.62 0 0 0 1 0
Total 74 | 771 149 | 155 | O 0 0 0

Did use of recalculated plasma concentration data change study outcome? No, there were no PK

repeats.
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F. Formulation

Location in appendix

Are inactive ingredients within IIG limits?

If no, list ingredients outside of limits

If a tablet, is the product scored?
If yes, which strengths are scored?
Is RLD scored?

Is the formulation acceptable?
If not acceptable, why?

G. In Vitro Dissolution

Firm’s Method and Specification
Medium

Volume (mL)

USP Apparatus type

Rotation (rpm)

FDA Recommended Specification

F2 metric calculated?
If no, reason why F2 not calculated

Is method acceptable?

Is proposed specification acceptable?
If not then why?

H. Waiver Request(s)

Strength for which waivers are requested

Regulation cited
Proportional to strength tested in vivo?
Is dissolution acceptable?
Waiver granted?
If not then why?

12

Yes

N.A.

Yes

All strengths.

Yes. All three strengths are
scored.

Yes

N.A.

Water

+0.3% SDS for 150 mg
+ 0.6% SDS for 300 mg
+ 1% SDS for 600 mg

900

I

60 .

NLT % (Q) in 30 minutes and NLT
(Q) in 60 minutes

No

Rapid Dissolution

No. The firm did not specify the volume of
media and rotation speed used for testing.
N.A.

N.A.

(b) (4)/ :
0

150 mg and 300 mg

21 CFR 320.22 (d)(2)

Yes

No

No

Refer to deficiencies section
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I. Deficiency Comments

1. The firm used different batches of the RLD in the fasting and non-fasting
studies. The firm should provide explanation for such usage.

2. The firm did not provide the potency of the RLD in the fasting study (Batch #:
019J4374) and non-fasting study (Batch #: F0107).

3. The firm provided only summary reassay tables for both studies. It should
provide details of reassayed samples in tables (subject #, treatment, period,
sampling time, reason for reassay, original value, reassayed value(s) and reason
for the selection of the value for the statistical analysis). -

4. The firm did not provide the medium, volume of medium and rotation speed
used for in vitro dissolution testing. The firm used 2 different lots of 600 mg RLD
tablets in the BE studies, but provided dissolution only on the lot 019J4374. It
should provide dissolution testing on the 600 mg RLD lot F0107.
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J. Recommendations

1. The in vivo bioequivalence study conducted under fasting conditions by Apotex
comparing its oxcarbazepine tablets 600 mg to the reference product Trileptal® 600 mg
tablet (Novartis) is incomplete due to deficiencies #1-3.

2. The in vivo bioequivalence study conducted under non-fasting conditions by Apotex
comparing its oxcarbazepine tablets 600 mg to the reference product Trileptal® 600 mg
tablet (Novartis) is incomplete due to deficiencies #1-3. ' :

3. The dissolution testing conducted by Apotex on its oxcarbazepine tablets, 150 mg, 300
mg, and 600 mg is incomplete due to deficiency #4. The dissolution testing should be
conducted in 900 mL of water (plus 0.3% SDS for 150 mg; plus 0.6% SDS for 300 mg;
plus 1% SDS for 600 mg) using USP Apparatus II (Paddle) at 60 RPM. The test product
should meet the following specifications: .

Not less than™“% (Q) of the labeled amount of oxcarbazepine in the
dosage form is dissolved in 30 minutes and not less than @@ (Q) of the
labeled amount of oxcarbazepine in the dosage form is dissolved in 60
minutes and .

4. The formulations of Apotex’s 150 mg and 300 mg oxcarbazepine tablets are proportional
to the 600 mg strength tablet, which underwent in vivo bioequivalence testing. The firm
has previously acknowledged the acceptance of the FDA recommended method and
specification. A waiver of in vivo bioequivalence study requirements for the 150 mg and
300 mg tablets will be granted when the firm provides a satisfactory response to the

deficiencies #1-4.

The application is incomplete.

N nyiSrm t-25-0¢

Ethan M. Stier, Ph.D., /Team II, Ipate Signed

). Vi 4|2cfacoe

iniwhsG. Neturkar, Ph.D., Team II, Date Signed

4«%% G 4/75 /p¢

Dale P. Conner, Pharm. D.
Director, Division of Bloequlvalence
Office of Generic. Drugs
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IV.  Appendix

_ A. Individual Study Reviews

1. Single-dose Fasting Bioequivalence Study

a) Study Design . -

Study Information

TOXCA.IMTB-01AB03-2FA

Study Number

Study Title Randomized, 2-Way Crossover Study of
Oxcarbazepine 600 mg Tablet and Trileptal®
Following a 600 mg Dose in Healthy
Subjects Under Fasting Conditions

Clinical Site APOTEX
Weston, Ontario

Principal Investigator D. Satok, M.D.

Study/Dosing Dates I: 10-16-04

, I1: 10-23-04
Analytical Site APOTEX

Weston, Ontario

Analytical Director

(b) (6)

Analysis Dates

11-5-04 to 11-30-04

Storage Period (no. of days from the first
day of sample collection to the last day of
sample analysis)

45 days

15
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Test or Reference Test Reference
| Treatment ID A B

Product Name Oxcarbazepine Trileptal®

Manufacturer Apotex Novartis

Batch/Lot No. 025-19A 019]4374

Manufacture Date 09-04 N.A.

Expiration Date N.A. | 06-07

Strength 600 mg 600 mg

Dosage Form Tablet Tablet

Batch Size R N.A.

Production Batch Size N.A.

Potency (absolute difference is less | 99.1 Not Provided

than 5%)*

Content Uniformity (mean, %CV) | 98.4(1.2) N.A.

Formulation See Table B

Dose Administered 1 X 600 mg 1 X 600 mg

Route of Administration Oral

No. of Sequences 2

No. of Periods 2

No. of Treatments 2

No. of Groups |1

Washout Period 7

Randomization Scheme

AB: 14,67.11,12.15,16,19,20

BA:2,3,5,8,9,10,13,14,17,18

' Blood Sampling Times (h)

Pro-dose, 0.33, 0.66, 1, 1.33, 1.66, 2.0, 25,3,35,4,
5.6,7.9.12,16,24,36 48, and 72

Blood Volume Collected/Sample | 10 mL
Blood Sample Procéss’i‘ng/SAtorage -80°C

IRB Approval ' Yes
Informed Consent Yes _
Subjects Demographics See Table I

Length of Fasting

At least 10 hours

Length of Confinement

From at least 10 hours prior to drug administration

till the 36 hour blood draw

Safety Monitoring

Vital signs and adverse events were monitored by

qualified personnel

Comments on Study Design:

The firm did not provide the potency of the RLD.

b) Clinical Results

16
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Table 1 Demographics of Study Subjects

Study Ne. DA DA VIADDS A

Trestment Groupe )
Tiest Product N =23 Pefersnre Praduct M= 23
Age year)
Mean + 5D WET+B37 057 =857
Bange 1248 1548
Sronps
<18 {09 G0 Yy
18 -4 WD (BT AUHET %)
41 - 3713 %) 3%
6% -75 4 (0% {0 %5
=75 D639 {0 %03
Sex
Femsle 0 (0 %) HEGR2Y
hdnle 23 {30038 A3 {1803
FHace
Asizn 1443 %) 1.3 %
Bluck 3(13%) 3 {13 %
Cancasian 13565 %) 134565 %)
Hispseic 288 %) 2{8.8 %y
|- Odher 4 (17.4% 40174 4
QOtleor Fargors Subject OC2R e wirhebrewe due ro sn adverss evet

Table 2 Dropout Information

Subject No

Reason

Period Replaced?

22 (unused
alternate)

Adverse Events

I no

17
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Table 3 Study Adverse Events

TABLET ln'cizdan"ces of Adverse Events in Individual Studies — {Dxsoarbazepine Tablets)

. Faporbed by Trssimaat =]
Eysdemiddverse Even =
e Farled Sisguivalonag Sty Fed Bloaquivalnte SINGY
Shady Mo. CHCABITESIABO5-I584 © BSugy Mo ONCHLNTS 0 ABGE.2FE)
frdernal oucs: QCIGRTY Ureermal Sogs: QUIIENET. OXIZE05N
Tl Bedsranoy Teet . Retarsnon
Cazdino dlocrdsrs .
Abigveriiciss Block T degiee 1 (3. 0% TIE.3%] DS
SarireRbrenal Twordrs ‘
HEE aRaliista oral ERELS) 4 43.5%)
Dlzerhes 114.3%) N
wid phraon ¢ty onndlitons
Falipse . - 3 108,35 £ 53}
Feafng abnommad & (3.3 3 ik
st Diozpmien . 1 ¥0.5%)

. Bwrchien Tongue . 1 {0.5%]
Feeling Dok . i FRELY] AT
Appinadon sis pain 1 (3.255)

Cathiler slis osdems 1] 4.255}
CEnetr site hnemmTisge 1 (8,28
Catneler glle emaloms 164.3% HAB%)
\erdpuniure She pweding (& I%) 12.5%1
Inury, anid ¢ .
Comuskan 1 4.2%) 148,35 160.3%)
Welabodsm and naitiion dlenrder -
Biressed Appatlie EEEELT
M Eail urec e flecues T
Back pain T .25
Heryou: eysess cieoniore
Cfzniness B B2 24ETH) 7 05.2%) - % 45.9%1
Headycie . 148,35} - ALERY 04T
Dechamnance M Zuenton ; )] IV 7%
Seenmsienzs 1 28] 4 42.3%] 2T 1%y TEDHY
Parassiness seal - R R . 3 L% 1 8.5%]
BWICODE: o 1 {3.8%)
Ealanee dkordet ' T B0

Page t of 1

Table 4 Protocol Deviations

Type ‘ Subject #s | Subject #s
' (Test) - (Ref.)

‘Blood samples for the 5 hour time point will stored | All All
at room temperature for 7 minutes

Error in Recording Sampling time at 72 hours by 10 -
one hour (note: the plasma level of drug was zero at
48 hours, so an error in the 72 hour time point will
not affect the outcome)

Comments on Dropouts/Adverse Events/Protocol Deviations: There was one dropout.
The number of adverse events observed in the test group was greater than in the reference
group. The protocol deviations did not compromise the outcome of this study.
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Analytical Results

Table 5 Assay Quality Control — Within Study

st
Cal.
Standards
Conc.
(ng/mlL)

_ Oxcarbazepine
QC Conc. | 30.0 750.0 1500.0
(mg/mL) |
~ |Inter day | 8.2 6.6 6.3
- | Precision
(%CV)
Inter day | 97.7 101.3 95.7
Accuracy
(%)

1200.0

1600.0

2000.0

Inter day
Precision

(NCV)

41

6.3

44 | 54

44 | 42

3.5

3.7

4.3

3.8

Inter day
Accuracy
(%)

98.0

102.5{101.8|104.6

102.0{104.4

98.7

98.6

94.1

95.6

Linearity.
Range
(range of
R? values)

0.9913-0.9988

Comments on Study Assay Quality Control: Acceptable

Any interfering peaks in
chromatograms?

No

Were 20% of chromatograms included? | Yes

Were chromatograms serially or
randomly selected?

Randomly

Comments on Chromatograms: Acceptable
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Table 6 SOP’s dealing with analytical repeats of study samples

SOP No. Date of SOP | SOP Title
ABM-BL- | 06-15-04 Routine Batch Analysis
0154 : '

Table 7 Additional Comments on Repeai: ‘Assays

Were all SOPs followed?

The firm provided only a summary reassay
table. It should provides details of
reassayed samples in a table (subject #,
treatment, period, sampling time, reason
for reassay, original value, reassayed
value(s) and reason for the selection of the
value for the statistical analysis).

Did recalculation of plasm_ai concentrations
change the study outcome?

No. There were no PK repeats

Does the reviewer agree with the outcome | See Above
-of the repeat assays?
If no, reason for disagreement See above

Summary/Conclusions, Study Assays: Incomplete

d) Pharmacokinetic Results
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Table 8 Arithmetic Mean Pharmacokinetic Parameters

Parent
PARAMETER | UNITS TEST REFERERCE RATIOT/R
MEANI1 | %CV |MEAN2| %CV
AUCy nghr/mL | 534440 | 18.79 | 5404.92 | 15.76 0.99
AUC. nghr/mL | 505127 | 19.62 | 5120.14 | 15.96 0.99
CMAX ng/mL 1438.96 | 4329 | 1436.37 | 32.78 1.00
KE hour! 0.06 2425 | 006 | 16.36 1.02
THALF hour 11.49 23.89 11.38 17.66 1.01
TMAX hour 1.52 43.04 124 | 39.69 1.23
Metabolite
PARAMETER UNITS : TEST REFERENCE RATIO T/R
o MEAN1 | %CV | MEAN2 %CV
AUCy., nghr/mL | 176688.51| 14.40 181171.09 | 13.79 0.98
AUC,. nghr/mL | 173690.41 | 14.02 | 179185.36 | 13.43 0.97
CMAX ng/mL | 7307.80 | 16.73 | 7411.73 | 13.71 0.99
KE hour™! 0.07 | 1687 | 007 |1504 0.97
THALF hour 10.18 | 1935 978 | 1577 1.04
TMAX hour 548 | 3042 | 538 3620 1.02
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Table 9 Geometric Means and 90% Confidence Intervals

0 arbazﬁé;“iihe Tablets

Parent :
PARAMETER TEST | REFERENCE |RATIO T/R - 90 % CI
LSM1 LSM2 RLSM12 | LOWCI12 | UPPCI12
AUC,., 5344.40 5391.72 099 94.91 103.33
AUC, 5051.27 5120.14 0.99 94.93 102.38
- CMAX 1438.96 1436.37 1.00 85.21 115.15
- LAUCI 5253.89 5327.53 0.99 94.70 102.70
" LAUCT 4957.75 5053.45 0.98 94.59 101.75
LCMAX 1344.16 1345.72 1.00 85.61 116.54
Metabolite
oARAMETER | T2 REFERENCE | RATIO T/R 90 % CI
| LsM1 | LSM2 | RLSMI2 | LOWCII2 | UPPCII2
'LAUCL | 175055.50 |  179581.38 097 95.04 99.98
LAUCT | 17217059 | 17769105 0.97 94.34 99.52
- LCMAX | 7206.26 7347.96 0.98 90.89 105.82

Table 10 Additional Study Information

Were the subjects dosed as-more than one group?

Root mean square error, LAUCO-t 0.0664
Root mean square error, LAUCco 0.0716
Root mean square error, LCmax . 0.2812
Kel and AUCoo determined for how many subjects? 19
Do you agree or disagree with firm’s decision? Yes
| Indicate the number of subjects with the following:
““measurable drug concentrations at 0 hr 0
' -first measurable drug coricentration as Cmax 0
No

‘Comments on Pharmacokinetic and Statistical Analysis:

22
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1. The pharmacokinetic parameters and 90% confidence intervals calculated by the reviewer
agree with firm’s calculations. The 90% confidence intervals for mAUCo-t, InAUCeo and

InCmax are within the acceptable limits of 80-125%.

Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: Incomplete

Table 11 Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study

Test (n=20) Reference (n=20)
Time (h) | Mean Conc. %CYV | Mean Conc. %CVY T/R
(ng/mL) (ng/mL)

0 0.00 ‘ : 0.00 '
0.33 192.00 153.35 268.66 - 11003 - 0.71
0.66 847.47 58.40 982.80 58.63 0.86
1 1192.92 66.45 1143.80 53.86 1.04
1.33 1122.36 . 46.24 1138.94 42.39 099
1.66 1118.48 33.77 | 1075.29 38.93 1.04
2 95925 38.22 192525 32.10 1.04
2.5 _ 710.93 42.94 692.09 4481 . 1.03
3 52273 48.54 548.41 57.15 0.95
35 _ 403.98 54.19 : 463.25 54.36 0.87
4 304.68 56.70 342.70 58.73 0.89
5 © 27146 52.57 264.12 4117 1.03
6 | . 196.48 35.06 192,80 27.78 1.02
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7 147.92 29.12 147.61 2839 1.00
9 92.27 23.48 101.07 29.02 091
12 88.45 40.04 . 8422 33.40 1.05
16 63.67 40.90 63.10 " 28.16 1.01
24 3442 26.24 33.13 36.39 1.04
36 18.93 62.82 1936 33.73 0.98
48 238 253.80 1.97 251.66 1.21
72 0.00 . 0.00

Figure 1 Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study

Plasma Oxcarbazepine Levels
Oxcarbazepine Tablets, 600 mg
ANDA 77-747
Under Fasting Conditions
1 X 600 mg

Plasma
Levels
(ng/mL)

1=Test (Apotex), 2=Reference (Novartis)
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PLASMA oxcarb LEVELS

oxcarb OXCARAZEPINE,600 mg , ANDA #77-747
UNDER FASTING CONDITIONS
DOSE=1 X 600 mg

TIME, HRS
TRT — 1 8882

1=TEST(AFOTEY) 2=REF(NOVARTIS)

2. Single-dose Fed Bioequivalence Study

‘a) Study Design

Study Information

OXCA-IMTB-01AB05-2FE

Study Number
Study Title Comparative, Randomized, 2-Way
' Crossover Bioavailability Study of
Oxcarbazepine 600 mg Tablet and Trileptal®
_ Under Fed Conditions
Clinical Site APOTEX
: . Weston, Ontario
Principal Investigator D. Satok, M.D.

I: 01-08-05 for Group I and 01-12-05 for

Study/Dosing Dates
: ' ' Group II
1 II: 01-15-05 for Group I and 01-19-05 for
_ , . Group II
Analytical Site APOTEX _
, . ' ' Weston, Ontario
‘[ Analytical Director i
| Analysis Dates

Storage Period (no. of days from the first

01-21-05 to 03-08-05
59 '

o day of sample collection to the last day of

25
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sample analysis) _

26

,quod,Sampling Times

.| Test or Reference Test Reference
| Treatment ID _ 1A B
Product Name Oxcarbazepine Trileptal®
Manufacturer Taro Novartis
" | Batch/Lot No. - 025-19A F0107

| Manufacture Date 09-04 NA.
Expiration Date N.A. 08-07
Strength | 600 mg 600 mg
Dosage Form Tablet Tablet

| Batch Size R I N.A.
Production Batch Size N.A.
Potency 99.1 Not Reported
Content Uniformity 198.4 (1.2) N.A.
Formulation’ See Table B .
Dose Administered 1 X 600 mg 1 X 600 mg
Route of Administration Oral
No. of Sequences 2
No. of Periods 2
No. of Treatments 2
No. of Groups = 2 group I 1-61 (prefix of OC used for group I) and

N group II 1-58 (prefix of OX used for group II)
Washout Period , 7 ,
Randomization Scheme See Randomization Scheme in Attachments
(for 'stuv_dy' sub jécts) , _
' Pre-dose, 0.33, 0.66, 1, 1.33, 1.66, 2.0, 2.5, 3, 3.5, 4,

5,6,7,9,12,16,24,36,48, and 72

Blood Volume Collected/Sample | 10 mL
Blood Sample Processing/Storage | -80°C
IRB Approval ' Yes
Informed Consent Yes

Subjects Demographics

See Table 12

Length of Fasting before Meal

At least 10 hours

Length of Confinement

From at least 10 hours prior to drug administration.
till the 36 hour blood draw

Safety Monitoring

Vital signs and adverse events were monitored by
qualified personnel

Standard FDA Meal Used?

Yes

omments on-Study Design: The firm did not report the potency of the RLD. Also, the
-a different lot of RLD than was used in the fasting study.




ANDA 77-747
Oxcarbazepine Tablets

b) Clinical Results

Table 12 Demographics of Study Subjects
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Srdy No., OXCA-BTB-1EAB05-2FE
: Tregimpor Groups
“Test Produet W =39 Refraore Praoduct W =30

Age {years) .
Mfean + 50 3434 +895 3429 +895
Fange B -33 18- 53 '
Graoups
=18 0 (3% 90 %5
13-4 42711 %) 42 {TLE %
41-64 PY{28.9 % 17220
6573 0 (3% G0 %%
>73 00%) Q4 %)
Sax v

Famdle 003%) 4{0%;

Ydade 32 (10020 39 {300 %0
Face

Hsian 4 (HEW 3 (5.3 %o}

Btk H{16.9 %) 1G {352 2%}

Gancesian AF{FH3I % IBERIY

Hispamdc F11.9%) ERe R:A

Ciihee 3G I{E1 %)
Qtler Paczors Subject DT volmtaily withdrew prior to periad 2.

Subject QTS was rensoved priar to period 2 due o advarse even

Table 13 Dropout Information

Subject No | Reason Period Replaced?
OCl14 | Voluntary Interperiod No
0C56 Syncopal, 1st degree AV Block Prior to Period 2 No
0X43 Elevated AST and AST Prior to Period 2 No

Table 14 Study Adverse Events
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TABLE 7 incidenices of Adverse Events in Individual Gtudies — (Ducarbazepine Tablets)

parbed i Traximaat Groug
SywlameAdvares ks Facled Sloagaivalonas Study ‘Fad Elssqubsalence Eudy
-&“lmﬂy Ha. ﬁaxnamﬂm.wsns-ﬁa} 2uch Ho. {OXCA-IMTE-01ABDE.2FE]
fliizrnal aode: QCIEAT | ltrigrral Code: OCIIRMG1, OXITEHRZ)
Teel Refarsnds Taed Rafarsainy
2andis0 dicerd srs ] ;
; ulsr Black st degres 13255 144,33t j RECEDY
Fastrogetaciingl Cieardare .
Hupasasihacly oral . 211.3%) 4 32%]
Diggrhea 1 [4.3%} .
1 and i S8 RordIRens
Saliges 5 i 164285} Sl
Faatng abnurss B )
Chest Disconttert
Bavcilen Tangue
Fosing Dasmk ERECY
Appitestian site Dain 1 {3.2%)
Cathefersib: oedema 14.4. 3%}
Cashemr sl hasmurmage 1 (4.255)
Cathater sie hemaboms - - - 144.3%) .35
“eripunciure s8s sweling 105, 3%} ] 140.9%:)
Isfury, and i
SR 1 @A2%; WA IR 160.5%]
Netatroem and nutriBon disaedsr .
Secrezsed Appetie . LEL3%R)
Miesiils dxt and e Hismus :
ok pain . B 114.23%} .
HEPIoUT Cyulam denrdsre X
Sfrrnesy 2B 248,731 . T EDN%] 248.9%
Hendurise 1 42.3%] 2H1.5%) 2KB.F7%)
Dieumanics i astemkon . TETRS Z 0]
Sannolzis . 1 @I RECAE ) &T.1%) T 46.0%]
R e ) TETRL IR
Syncoge . 1 40.3%)
Bt d5onmet T mEm

Page §of 1

Table 15 Protocol Deviations
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Type

#in Test

Group

#'in Ref.

Group

Period I Subject OC3 was served meal 54 minutes
before dosing (30 minutes in protocol)

1

Period I Subject OX21 did not report for 72 h
sample due being in a car accident unrelated to
medication

1 .

Samples in period 1 and 2 were stored on ice for 1-
98 minutes instead of immediately being transferred
to -80°C

Multiple

Multiple

Vital signs taken 1-5 minutes earlier than scheduled
in Period I and II

Multiple

Multiple

OC 35 did not show up for 72 hour blood draw

1

Study was initiated with less than 120 subjects

0OC27 consumed water 5 minutes earlier than stated
time during Period I

1

Freezer fell to -57°C for 3 hours and 13 mlnutes
during period II

Multiple

Multiple

The 3 hour sample for OC03 in perlod I was
recorded at the theoretical time, because the
recorded time was 26 minutes earlier than the,
recorded time (not at Cmax; reviewer set value to
missing in data set and determined that it had no
affect on the outcome of the study)

1

The 1.66 h sample for OC52 during Period 1I had a
sampling time deviation, but the actual time was not
known, so a deviation of 10:17 was used (not at
Cmax; reviewer set value to missing in data set and
determined that it had no affect on the outcome of

the study)

30

Comments on Adverse Events/Protocol Deviations: There were three dropouts. The number of
adverse events observed in the reference group was greater then the number observed in the test
group. The protocol deviations did not compromise the outcome of this study. '

¢) Bioanalytical Results
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Table 16 Assay Quality Control — Within Study

Oxcarbazepine
QC Conc. | 30.0 {2250.0{4500.0
(ng/mL)
Inter day | 8.7 7.0 7.2
 Precision
(% CY)
Inter day | 96.3 | 99.0 | 97.2
Accuracy
(%)

Cal.
Standards
Conc.
(ng/mL)
Inter day
Precision
(% CV) .
Inter day | 101 |98.5| 102 | 101.6|101.0| 100.4 | 99.7 [100.1|98.3|98.0
Accuracy |
(%)
Linearity
Range
. |(range of
R’ values)

10.0 ] 20.0]100.0] 200.0 [600.0]1200.0]2400.0] 3600 [4800

30 | 56| 55 | 50 | 48 | 47 | 48 | 48 | 44 | 5.9

0.9913-0.9998

Comments on Study Assay Quality Control: Acceptable

Any interfering peaks in There are no interfefing peaks in the
chromatograms? _ chromatogram.

Were 20% of chromatograms included? |Yes

Were chromatograms serially or Randomly
randomly selected?

- Comments on Chromatograms: Acceptable

Table 17 SOP’s dealing with analytical repeats

TSOP No. .

Date of SOP

SOP Title

ABM-BL-
0154

06-15-04

Routine Batch Analysis
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Table 18 Additional Comments on Repeat Assays

Were all SOPs followed?

The firm provided only a summary reassay
table, It should provides details of
reassayed samples in a table (subject #,
treatment, period, sampling time, reason
for reassay, original value, reassayed
value(s) and reason for the selection of the
value for the statistical analysis).

Did recalculation of plasma concentrations

change the study outcome?

No. There were no PK repeats

Does the reviewer agree with the outcome | See Above
of the repeat assays?
If no, reason for disagreement See above

Summary/Conclusions, Study Assays: Incomplete

d) Pharmacokinetic Results

Table 19 Arithmetic Mean Pharmacokinetic Parameters

Parent

PARAMETER | UNITS TEST REFERENCE RATIO T/R
' MEAN1 | %CV [MEAN2| %CV
AUCy., nghr/ml | 792232 | 2207 | 822007 | 20.93 0.96
AUC,. nghr/mL | 7654.08 | 22.80 790045 | 21.61 0.97
CMAX ng/mL 3138.85 | 37.08 | 3325.20 | 36.73 0.94
KE hour” 006 | 1706 | 006 | 18.46 1.02
THALF hour 1152 | 17.63 | 12,00 | 29.09 0.96
TMAX hour 1.69 51.31 1.70 53.19 0.99
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Metabolite

PARAMETER | UNITS ,TEST REFERENCE RATIO T/R
MEAN1 | %CV |MEAN2| %CY

AUC,., meghr/mL | 16974 | 1538 | 172.79 | 16.02 0.98
AUC., meg-hr/mL | 166.88 15.77 | 169.85. | 16.25 0.98
CMAX mcg/mL 8.15 14.31 8.23 12.79 0.99
KE hour 0.07 13.64 0.07 1415 | Lot
THALF hour 9.88 1527 | 1002 | 16.17 0.99
TMAX hour 4.68 30.08 4.37 32.00 1.07

Table 20 Geometric Means and 90% Confidence Intervals

Parent
p TER TEST REFERENCE RATIO T/R 90 % CI
LSM1 - LSM2 RLSM12 | LOWCI12 | UPPCI12
AUCq., 7924.43 8221.39 0.96 94.00 98.77
AUC,q 7657.35 | 7902.03 0.97 94.59 99.22
CMAX 3144.96 3331.11 0.94 89.03 99.80
LAUCI 7732.88 8038.03 0.96 93.89 98.57
LAUCT 7457.84 7713.98 0.97 94.44 98.97
LCMAX 2927.41 3101.64 0.94 88.94 100.16
Metabolite
p TER TEST REFERENCE | RATIO T/R 90 % CI
LSM1 LSM2 RLSM12 | LOWCI12 | UPPCI12
LAUCI 167.87 170.72 0.98 97.29 199.39
LAUCT 164.91 167.74 0.98 97.22 99.42
LCMAX 8.07 8.16 0.99 97.39 100.29

Table 21 Additional Study Information
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Root mean square error, LAUCO-t 0.1061
Root mean square error, LAUCoo ~ 1 0.1096
Root mean square error, LCmax 0.2690
Kel and LAUCo determined for how many subjects? | 111
Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the.following:
-measurable drug concentrations at 0 hr ~ 0
-first measurable drug concentration as Cmax 0
“Were the subjects dosed as more than one group? Yes. Subjects were dosed in two
groups. :

Comments on Pharmacokinetic and Statistical Analysis:

1. The subjects were dosed in 2 groups. Therefore, the following model was used for statistical
analysis:

Model Y= group seq seq*group subject (seq*group) per (group) trt trt*group

Since the trt*group was not statistically significant (p>0.05) for LAUCT, LAUCI, and LCmax,
this term was dropped from the analysis. Results given in table 8 and 9 are from this analysis.

2. The pharmacokinetic parameters and 90% confidence intervals calculated by the reviewer

agree with firm’s calculations. The 90% confidence intervals for InAUC0-t, nAUCe and
InCmax are within the acceptable limits of 80-125%.

Summary/Conclusions, Single-Dose Fed Bioequivalence Study: Incomplete
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Table 22 Mean Plasma Concentrations, Single-Dose Fed Bioequivalence Study

Test (n=113)

.Reference (n=113)

Time (h) | Mean Conc. | %CV | Mean Conc. | %CV | T/R
(ng/mL) (ng/mL)
0 0.00 0.00
0.33 126.87 205.74 139.20 18621 | 0.91
0.66 1077.86 118.40 1353.22 11033 | 0.80
1 2185.32 73.81 2440.63 . 69.42 | 0.90
1.33 2488.49 55.68 1257331 58.16 | 0.97
1.66 2349.00 45.83 2338.69 4542 | 1.00
2 2105.07 40.66 2007.96 37.86 | 1.05
2.5 1552.48 4127 1592.80 4439 | 0.97
3 1137.40 45.40 1199.05 50.68 | 0.95
3.5 802.49 55.85 848.27 60.69 | 0.95
4 594.30 © 68.36 581.62 61.82 | 1.02
5 350.85 105.22 330.37 11473 | 1.06
6 172.28 84.72 163.85 8173 | 1.05
7 108.13 48.51 109.64 5425 | 0.99
9 74.64 26.77 75.52 2594 | 0.99
12 67.54 2325 67.92 2025 | 0.99
16 53.29 25.26 53.54 21.54 | 1.00
24 31.91 28.14 32.77 29.44 | 0,97
36 13.45 62.58 17.03 130.73 | 0.79
48 2.39 21125 2.17 24398 | 1.10 .
72 0.00 0.11 1063.01 | 0.00
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' Figure 2 Mean Pllasma Concentrations, Single-Dose Fed Bioequivalence Study

Plasma Oxcarbazepine Levels
Ozxcarbazepine Tablet, 600 mg

ANDA 77-747
Under Fed Conditions
1 X 600 mg
Plasma
Levels 2000
(ng/mL.) 3
i
ui"' T T T T T T "‘—“Tn T
0o 10 20 0 »40 50 60 70 80

1=Test (Apotcx), 2=Reference (Novartis)
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B. Formulation Data

Oxcarbazepine Active | 150.0 300.0 | 600.0
Crospovidone, NF
Mefhylcellulose O@ONF
-Magnesium stearate, NF
Colloidal silicon dioxide, NF ,

(b) (4)

Hydroxypropyl ®)

methylcellulose 0@ NF
Hydroxypropyl cellulose, B |
NF

Polyethylene glycol  ®@NF

Titanium dioxide, NF

Yellow ferric oxide
(b) (4)

Total tablet weight B | 184.0 | 368.0 | 736.0

Reviewer’s Comment: The tablets are proportional.
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C. Dissolution Data

The dissolution testing for 150 mg, 300 mg, and 600 mg tablets was previously reviewed and
found to be incomplete. The firm was requested to perform testing using the FDA recommended
method. The firm submitted the data (see Amendment dated 02-07-06). However, the firm did
not specify the volume of medium used or the rotation speed. The firm will be requested to
provide this information.

Table 1 Oxcarhazepime Tabiets 150 mx Lotr025-21, Apui@i Tuc.

i P [ws Jw (v [we [vr v Jw  [wie [wnl i | Bemp | Mew |%EsD
s (b) (4) (b) (4) 43 44
10 B 3 T
is 7] 50 )
0 B EE) ¢
0 ] 5 3
43 N 101 %
50 101 4
%0 B 01 4
‘Fallz 2: Teibepial Tablats 150 mg LoE14B31235, Manufacturer: Novartis, Expiry Date: 172008
Time fusimss . % Dissolred
- Vi vz (v Jve v Jws [vr [vs s Twio [¥i [v12 | Remes | Mam | NRSD
: (b) (4) ®) @ |73 0
[ ] ] £
1% 84 &
0 ] i) 3
0 B 54 n
43 B w7 3
& ] o5 I
20 oy 1
Ssp Fizure | for the dissolurion sate profite 150me streagth.
Fables 3: Oxcarbazepine Tablets 300 mgz, Lat #025-20, Apotex Toc.
Vil 2 [wx (v Jws [ws Jyr [we [wr [wm» |30 (812 | Fempe | Mhen |wEED
5 (b) (4) (b) (4) |12 41
50 7 36 33
i3 B 5 T
7 ; B W 1%
30 B 51 13
+3 i 5% 3
@ ] 99 1
) B ] 2
Tabbe 4: Trileptal Tablets 300 myg, Lot #580J3088, Manuafachurer: Novarfis, Expiry Date 0152007
v e [wr [va [v3 [ws  Jwr  [ye s [ver (@ Jyir | Pempe | Mws |oRsp
s, (b) (4) (®) @) ]az 4
T B 8 0
§] ] & §
20 4 88 &
w0 ] 92 3
1% B 87 2
& ] 59 !
&0 a4 )
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‘Table §: Oxcarbazepiee Tabletz 800 mz, Lot #25-19, Apotex Inc.

Ssiyies % Diszobred ’
WoTwz Te [we W W [wz s [wr [3I0 [V W2 | Resse | Muse | NESD
3 O@ )@ T
i ] bE i
35 __ 35 12
2 ki 1
T _ [z it
43 83 3
£ ] 7 4
k2] 97 1
Table §: Trilegtal Tablefs 600 mg, Lot S0E0J43, Manulacturer: Novartss, Expiry Bute: 0572007
ET 2R N [ Tz [we [ue Jwie [911 [¥12 | Bomm | Mew [%55D
5 ®) @ ®) @)z e
1] 7 75 g
% i B3 5
0 o 30 3
{30 i R E]
4§ 8% T
0 3 o7 T
0 ] 97 1
See Figwe 3 for the dissalution rsta profile for §00 my sreugth,
Dissolution Reviews
77747D0705.doc
D. Consult Reviews
None
E. SAS Output
Statistical Program file _Output file
Analysis
‘Single dose
fasting study L
FASTPARENTANALYI FASTPARENTANALYI
SFIRMDATA. txt SFIRMDATAOUTPUT.
Single dose fed
study ‘ ' ,
FEDPARENTANALYIS MFEDPARENTOUTPU
FIRMDATAGRPNOTIN | TGRPNOTINMODEL.T
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F. Additional Attachments

random‘zétidnfedsch
eme, pdf
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BIOCEQUIVALENCE DEFICIENCIES

ANDA: 77-747 APPLICANT: Apotex

DRUG PRODUCT: Oxcarbazepine Tablets
150 mg, 300 mg, and 600 mg

The Division of Bioequivalence has completed its review of your
_submission(s) acknowledged on the cover sheet. The following
deficiencies have been identified:

1. You have used different batches of the 600 mg RLD in the
fasting and non-fasting studies. Please provide explanation for
such usage.

2. Please provide the potency of the RLD in the fasting study
(Batch #: 019J4374) and non-fasting study (Batch #: F0107).

3. You provided only summary reassay tables for both studies.
Please provide details of reassayed samples in tables (subject
#, treatment, ©period, sampling time, reason for reassay,

original value, reassayed value(s) and reason for the selection
of the value for the statistical analysis).

4. Please provide the medium, volume of medium and rotation
speed used for in wvitro dissolution testing. You wused 2
different lots of the 600 mg RLD tablet in the BE studies, but
provided dissolution only on the lot 019J4374. Please provide
dissolution testing on the 600 mg RLD lot F0107.

Sincerely yours,

Dale P. Tonne¥? Fharm. 'D.

Director, Division of Bioeguivalence
Office of Generic Drugs

Center for Drug Evaluation and Research




Endorsements: (Final with Dates)
HFD-650/Ethan M. Stier f/mw Lf zSO(
HFD-655/S. G. Nerurkar
HFD-617/K. Suh

HFD-650/Dale Conner %5, 29éé?ﬁéw;

V: \flrmsam\apotex\ltrs&rev\77747NO705
Printed in final on 04/25/06

BIOEQUIVALENCY Submission Date: 07-14-05

1. FASTING STUDY (STF)
Clinical: APOTEX

Weston, Ontario V/mnwome:IC

Analytical: APOTEX
Weston, Ontario

2. FOOD STUDY (STF)
Clinical: APOTEX

Weston, Ontario \/dutcome: IC

Analytical: APOTEX
Weston, Ontario

Ic

Ic

3. DISSOLUTION WAIVER (DIW)
/Outcome :
4. DISSOLUTION WAIVER (DIW)
Outcome:
5. STUDY AMENDMENT (STA) Strengths:

nd 600 mg
/gutcome: IC

Outcome Decisions: IC - Incomplete

Strength: 600 mg

Strength: 600 mg

Strength: 300 mg

Strength: 150 mg

150 mg,

300 mg,




JUL 11 2006

DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 77-747

Drug Product Name  Oxcarbazepine Tablets

Strength 150 mg, 300 mg, and 600 mg tablets
Applicant Name Apotex

Address . 150 Signet

~ Toronto, Ontario
Submission Date(s) 07-14-05
Amendment Date(s) - 02-07-06; 05-25-06

Reviewer Ethan M. Stier, Ph.D.
. First Generic No ,
File Location ___V:\firmsam\apotex\ltrs&rev\77747A0506

L. Executive Summary

Apotex has previously submitted a 'single-dose fasting bioequivalence study comparing its test
product, Oxcarbazepine tablets, 600 mg to the RLD product, Trileptal® tablets, 600 mg, in the
original application, dated 07/14/05 (V:\firmsam\apotex\ltrs&rev\77747N0705).

The firm submitted the current amendment in response to the Division of Bioequivalence (DBE)
deficiency comments requesting the firm to submit additional study information regarding the
bioequivalence studies and to conduct additional dissolution testing.

The requested study information and in vitro dissolution testing dated were submitted in the
current amendment. All are acceptable. However, the ﬁrm should acknowledge the FDA
recommended method and specification.

The applicant requests waivers of in vivo BE study requirements for the 150 mg and 300 mg

tablets. The formulations of the 150 mg and 300 mg tablets are proportional to the 600 mg tablet,

which underwent in vivo testing. The dissolution testing conducted by the firm on the 150 mg,
300 mg, and 600 mg tablets is complete. However, the firm should acknowledge the FDA
recommended method and specification. Waivers of in vivo bioequivalence study requirements
will be granted for the 150 mg and 300 mg tablets after the firm’s satisfactory response to the
deficiency.

The application is incomplete pending firm’s acknowledgment of the dissolution method and
specifications.
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C. Appendix............. R 8

II1. Background:

See the review of the original submission of the study.
(V:\Mfirmsam\apotex\ltrs&rev\77747N0705)

IV. Current Submission:
DEFICIENCY COMMENT #1

1. You have used different batches of the 600 mg RLD in the
fasting and non-fasting studies. Please provide explanation for
such usage.

FIRM’S RESPONSE: The firm stated that the high variability of Cmax observed in the fasting
study necessitated using a larger number of number subjects than initially planned in the non-
fasting study. The quantity of drug that the company had purchased prior to initiation of the BE
studies was not sufficient to conduct the larger non-fasting study. Therefore, the company had to
purchase more drug for the study and was not able to purchase the same lot used in the fed study.

REVIEWER’S COMMENT: The firm’s response is acceptable.
DEFICIENCY COMMENT #2

2. Please provide the potency of the RLD in the fasting study
(Batch #: 019J4374) and non-fasting study (Batch #: F0107).

FIRM’S RESPONSE: The potencies of the RLDs used in the fasting and non-fasting studies
were 98.7% and 101.5%, respectively.

REVIEWER’S COMMENT: The firm’s response is acceptable.

DEFICIENCY COMMENT #3

3. You provided only summary reassay tables for both studies.
Please provide details of reassayed samples in tables (subject
#, treatment, and period, sampling time, reason for reassay,
original value, reassayed value and reason for the selection of
the value for the statistical analysis). '

FIRM’S RESPONSE: The firm provided the requested information.

REVIEWER’S COMMENT: The firm’s response is acceptable.




DEFICIENCY COMMENT #4

4, Please provide the medium, volume of medium and rotation
speed used for in vitro dissolution testing. You wused 2
different lots of the 600 mg RLD tablet in the BE studies, but
provided dissolution only on the lot 019J4374. Please provide
dissolution testing on the 600 mg RLD lot FO0107.

FIRM’S RESPONSE:

Part I: Comparative Testing between RLD (lot FO107) and test:

Table 1: Oxcarbazepine Tablets 600 mg Lot# 025-19, Apotex Inc.

Tirme (minutes) % Dissolved
Vi w2 v Jv4 [vs [v6 [vz v [vo [vio [vii [V12 | Ramge | Mean |%RSD

5 D@ | ®@ |8 15
10 7] by 14
15 B 34 12
20 ] 46 i
30 B 54 11
45 ] 83 8
0 ] 2 !
90 B 97 1

Table 2: Trileptal Tablets 600 mg Lot# F0107, Manufacturer: Novartis, Expiry Date: 08/2007

Time (minuteg) % Digsolved
Vit vz (w3 (v fvs [v6 (w7 fve& w9 [vio viL [VI2 | Range | Mean |%RSD

3 B @ BY@ |31 2
10 N 75 8
15 N 87 |4
20 T 91 2
30 B 95 2
& ] 97 2
60 u 97 2
90 ] 08 2




Part II: Medium, Volume, Rotation Speed used for In Vitro Testing

Dissolution method

Medium:

900 mL water + 0.3% SDS (150 mg)

900 mL water + 0.6% SDS (300 mg)

900 mL water + 1% SDS (600 mg)

Apparatus

Paddle at 60 rpm

REVIEWER’S COMMENT:

I) The firm’s response was acceptable.

1) The dissolution method and specification for Apotex’s product had not been
previously determined due to deficiencies in the dissolution testing. The firm has now
completed satisfactory dissolution testing. The reviewer requested a dissolution
consultation because the data for 600 mg tablet does not conform to the FDA
recommended method and specification at the S1 or S2 level. Based on the
consultation, the following method and specification are recommended (see

attachments below):

Medium: Water (0.3% SDS for 150 mg tablet; 0.6% for 300 mg tablet; 1.0%
for 600 mg tablet)

Volume: 900 mL

Temperature: 37°C

USP Apparatus: Apparatus I (paddle)

Rotation: 60 rpm '

Specifications:  NLT| ©% (Q) in 30 minutes and NLT % (Q) in

60 minutes for the 150 mg and 300 mg tablets; NLT @o (Q) in 30
minutes and NLT ®® (Q) in 60 minutes for the 600 mg tablet

dissolutionconsutt.rtf  dissolution data




A. Waiver Request

Strength for which waivers are requested 150 mg and 300 mg -
Regulation cited 21 CFR 320.22 (d)(2)
Proportional to strength tested in vivo? Yes
Is dissolution acceptable? No

No

Waiver granted?

If not then why? Refer to deficiencies section

B. Deficiency Comments

1. The firm should acknowledge the FDA recommended dissolution method
~and specification.




1.

C. Recommendations

The in vivo bioequivalencé study conducted under fasting conditions by Apotex
comparing its oxcarbazepine tablets 600 mg to the reference product Trileptal® 600 mg
tablet (Novartis) is acceptable.

The in vivo bioequivalence study conducted under non-fasting conditions by Apotex
comparing its oxcarbazepine tablets 600 mg to the reference product Trileptal® 600 mg
tablet (Novartis) is acceptable.




3. The dissolution testing conducted by Apotex on its oxcarbazepine tablets, 150 mg, 300
mg, and 600 mg is incomplete due to deficiency #1. The firm should accept the following
FDA recommended method and specifications: 900 mL of water (plus 0.3% SDS for 150
mg; plus 0.6% SDS for 300 mg; plus 1% SDS for 600 mg) using USP Apparatus II
(Paddle) at 60 RPM. The test product should meet the following specifications:

1) 150 mg and 300 mg tablets:

Not less than ©“% (Q) of the labeled amount of oxcarbazepine in the dosage
form is dissolved in 30 minutes and not less than ®“% (Q) of the labeled
amount of oxcarbazepine in the dosage form is dissolved in 60 minutes

1) 600 mg tablets:
Not less than @ (Q) of the labeled amount of oxcarbazepme in the dosage

form is dissolved in 30 minutes and not less than® % (Q) of the labeled
amount of oxcarbazepine in the dosage form is dissolved in 60 minutes

4. The formulations of Apotex’s 150 mg and 300 mg oxcarbazepine tablets are proportional
to the 600 mg strength tablet, which underwent in vivo bioequivalence testing. The
dissolution testing is complete. However, the firm should acknowledge the acceptance of
the FDA recommended method and specification. A waiver of in vivo bioequivalence
study requirements for the 150 mg and 300 mg tablets will be granted when the firm
provides a satisfactory response to the deficiency #1.

b oy Ds

Ethan Stier, Ph.D., rangh II ! Date signed

. — 7[ Lt l 2006
rkar, Ph.D., anch 11 Date signed
W AN D), F i foe
# Dale P. Conner, Pharm. D. Date signed
Director, Division of Bioequivalence

Office of Generic Drugs




D. Appendix

None




BIOEQUIVALENCE DEFICIENCY

ANDA: 77-747 APPLICANT: Apotex

DRUG PRODUCT: Oxcarbazepine Tablets
150 mg, 300 mg, and 600 mg

The Division of Bioequivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiency has been identified:

Please provide acknowledgement for your acceptance of the
following dissolution method and specification:

Medium: water (plus 0.3% SDS for 150
" mg; plus 0.6% SDS for 300 mg; plus 1%

SDS for 600 mg)

Volume: 900 mL

Apparatus: USP Apparatus II (Paddle)

Rotation Speed: 60 RPM : :

Specifications: 150 mg and 300 mg tablets: Not less
than % (Q) of the labeled amount of
oxcarbazepine in the dosage form is
dissolved in 30 minutes and not less
than ®®¥s (Q) of the labeled amount of
oxcarbazepine in the dosage form is
dissolved in 60 minutes
600 mg tablets: Not less than % (Q)
of the labeled amount of oxcarbazepine
in the dosage form is dissolved in 30
minutes and not less than ®% (Q) of
the labeled amount of oxcarbazepine in
the dosage form is dissolved in 60
minutes

Sipcerely yours,

\\.#;;) Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs '
Center for Drug Evaluation and Research
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Endorsements: (Final with Dates) 7[,,[06
HFD-650/Ethan M. Stier &/~ £-10-00 '
HFD-655/5. G. Nerurkar '

HFD-617/K. Suh
4 HFD-650/Dale Conner ZAf) 3 /( (0%
V:\firmgam\apotex\ltrs&rev\77747A0506
Printed in final on 07-10-06

BIOEQUIVALENCY Submisgsion Date: 07-14-05

1.  FASTING STUDY (STF)  gtrength: 600 mgy
Clinjcal: APOTEX
Weston, Ontario ' Outcome: IC

Analytical: APOTEX
Weston, Ontario

'2. FOOD STUDY (STP) Strength: 600 mg
Clinical: APOTEX .
Weston, Ontario s Outcome: IC

Analytical: APOTEX
Weston, Ontario

3. DIBSOLUTION WAIVER (DIW) Strength: 300 mg
X Outcome: IC

4. DISSOLUTION WALVER (DIW) Strength: 150 ng
- W Outcome: IC

5. STUDY AMENDMENT (STA) . 8trengtha: 150 mg, 300 mg,

/and 600 mg
Outccme: IC

Outcome Decisions: IC - Incomplete




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

- ANDA #: - 77-747 SPONSOR:  Apotex
DRUG & DOSAGE FORM: Oxcarbazepine Tablets
STRENGTH(S): 150 mg, 300 mg, and 600 mg
TYPES OF STUDIES: Fed and fasting
CLINICAL STUDY SITE(S): Apotex, Weston, Ontario, Canada
ANALYTICAL SITE(S): Apotex, Weston, Ontario, Canada
STUDY SUMMARY: Acceptable
DISSOLUTION: Granted
WAIVER:
DSI INSPECTION STATUS
Inspection needed: No Inspection status: Inspection results:
First Generic No |
New facility
For cause
Other
Proposed Dissolution Method and Specifications from Original Submission Acceptable?
Yes No X (If no, project Manager should verify and sign below when

acknowledgement amendment is received)

DBE Dissolution Method and Specifications acknowledged by firm? Yes X No
AMENDMENT DATE: 08-04-06

PROJECT MANAGER: o DATE:
PRIMARY REVIEWER: Ethan M. Sticr, Ph.D. BRANCH: I
INITIAL:  Ethan M ) A pATE: §-31-06

v

INITIAL: __~7 \J/

U~
DIRECTOR, DIVISION OF BIQEQUIVAX.ENCE: " Dale P. Conner, Pharm.p.
INITIAL: /s DATE: G/é}m 74
YL/ Z

/

TEAM LEADER: Ph.D. 4 | BRANCH:
‘/1 U DpaTE: gfz‘ )QB@Q
|






