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. Executive Summary

Abacavir (ABC), a guanosine analogue, and lamivudine (3TC), a cytosine analogue, are
nucleoside reverse transcriptase inhibitors (NRTIs). Both products are approved for the
treatment of HIV infection in combination of other antiretroviral drugs. Once daily dosing
of lamivudine is approved. Abacavir is approved for twice daily dosing; the NDA for once
daily dosing of abacavir was submitted (NDA 20977, SE2-012) on October 2, 2003. The
-approval of the ABC/3TC combination tablet is dependent on the approval of abacavir
once daily dosing. The ABC/3TC combination tablet (as a component of combination
therapy) is expected to improve adherence to a regimen already established in clinical
practice. The pivotal bioequivalence study, CAL10001, confirmed the bioequivalence of
the fixed dose combination tablet to equivalent doses of Ziagen® and Epivir®.

A. Recommendation

The Clinical Pharmacology and Biopharmaceutics information provided by the applicant
is acceptable. '

B. Phase IV Commitments

None.



C. Summary of Clinical Pharmacology and Biopharmaceutics Findings

The clinical pharmacology of abacavir (ABC) and famivudine (3TC) have been
extensively studied in both healthy volunteers and HIV-infected patients. The current
submission only includes one pivotal bioequivalence study, which compares the
bioavailability of ABC/3TC combination tablet relative to equivalent doses of the
marketed Ziagen® and Epivir®. The study also evaluated the effect of food on the
bioavailability of ABC/3TC formulation. As shown in the following table,
bioequivalence was achieved for both abacavir and lamivudine following
coadministration of the fixed dose combination of abacavir/lamivudine (600 mg/300
mg) compared to sequential administration of the currently marketed products

Epivir® and Ziagen®.

Geometric LS Meana Ratio of
| PK Parameter TreatmentA | TreatmentB | GeometriclS
N=25 Nz95 Means ‘ 90%Cl
_AB
| AUCjqgt (ug*h{ml_) T 1412
AUC.. [ughiml) | 1415
Omax(igml) | 468
AUCiest (UgimL) | 1236 0951
"AUC.. (og'himL) | 1260 | 0952 | .
meax (ugfmL) 2.64 2 84 o 0. 930 0.865-0: 999

Treatment A-=Fixed dose combination of abacawrnamwudme (600 mg/300-mg) Fasted,
Treatnent B = ZINGEN (2 x-300 mg) +EPIVIR (2x 150 my) Fasted

Treatment C = Fixed dose combination of abacavirlamivudine {600 mg/300 myg) Fed

2 based onfog-trangformed data.

Following administration of the fixed dose combination of abacavir/lamivudine (600
mg/300 mg) in the fed state, a lack of effect of food on the rate and extent of
bioavailability of lamivudine was demonstrated. The extent of bioavailability of
abacavir was unaffected in the fed state, compared to the fasted state, but the Cmax
was reduced. These results are similar to those from previous studies of the effect of
food on ABC and 3TC tablets given separately. Both ABC and 3TC can be given with
or without food, and thus ABC/3TC can be given with or without food.




90% Cl

T2 6109088
1415 0.908 0862~02947 
468 0.757 0.684-0.838

Treatment A fxed dose comblnataon of abacav:r/tamwudme (600 mngOO mg)-Fasted
Treatment8 = ZIAGEN (2 x 300 mg)+EPIVIR (2 x 150 mg) Fasted

_Tregtment C = fixed dose combination of abasavirlamivudine (600 mg/300 mg) Fed

a  basedon log-transformed data,

The sponsor also provided the dissolution method and the dissolution specification for
ABC/3TC formulation, as shown below:
Apparatus: Paddle, USP dissolution apparatus 2
Rotation: 75 rpm .
Temperature: 37 °C
Medium: 200 mL of —————vn—
Specification: Q = — at 30 min.

The proposed dissolution method and dissolution specification are acceptable.
We requested a Division of Scientific Investigations inspection of the clinical.and
analytical sites for the bioequivalence study. The inspection results indicate that the
bioequivalence study conduct and analytical procedures were acceptable.

Il. Question Based Review

A. G_eneral Attributes

a) What are the highlights of the chemistry and physical-chemical properties of the
drug substance, and the formulation of the drug product?

Abacavir sulfate and lamivudine drug substances used in this product are the same, and
are sourced from the same sites, as those for the approved Ziagen® (abacavir sulfate)
Tablets, Epivir® (lamivudine) Tablets. Please see Clinical Pharmacology and Chemistry
reviews for NDA 20-977, NDA 20-564 and all supplement and amendments.

The product is a tablet for oral administration containing 600 mg of abacavir (as abacavir
sulfate) and 300 mg of lamivudine. The composition of abacavir-lamivudine tablets is
given below.



Gamtmn-:ént Funt;ticﬁ | Réfemﬁne:te
- {  Standard

e ]

| Abacavir Sulfate L — Active | GlaxoSmithKiine

| Lamivudine | 300 Active GlaxaSrithKline

| Microcrystalline Cellulose N R NF

| Sodium Starch Glycolate \ l' NF

| Magnesium Stearate ' NF

| Total Core Tablet Weight | 1375

| Opadry® Orange YS-1-13065-A | 412 FimCoat | Supplier

Note:

1. Equivalentio 600 mg Abacavir per tablef based ona :
2. Thetshlattargel filni coalweightis ——based.on atfieorelical weightoali of
3 —

b) What is the proposed mechanism of drug action and therapeutic indication?

Abacavir (ABC), a guanosine analogue, and lamivudine (3TC), a cytosine analogue, are
-nucleoside reverse transcriptase inhibitors (NRTIs). The principle mechanism of action
for the active moieties of ABC and 3TC is the inhibition of the HIV-1 reverse
transcriptase (RT) enzyme via chain termination after incorporation of the nucleoside
analogues into viral deoxyribonucleic acid (DNA). Both products are approved for the
treatment of HIV infection in combination of other antiretroviral drugs.

¢) What is the proposed dosage and route of administration?

The proposed dose of lamivudine/abacavir 300 mg/600 mg for adults and adolescents is
one tablet daily given orally, in combination with other antiretroviral agents.

d) What efficacy and safety information contribute to the assessment of clinical
pharmacology and bigpharmaceutics study data?

No pivotal clinical study was conducted with lamivudine/abacavir combination tablets.
B. General Clinical Pharmacology

No new information was submitted. See clinical Pharmacology reviews for NDA 20-977,
NDA 20-564.



C. Intrinsic Fac_:tors

No new information was submitted. See Clinical Pharmacology reviews for NDA 20-
977 and NDA 20-564.

D. Extrinsic Factors

No new information was submitted. See Clinical Pharmacology reviews for NDA 20-
977 and NDA 20-564.

E. General Biopharmaceutics

a) What is the in vivo relationship of the proposed fo-be-marketed formulation to the
pivotal clinical trial formulation in ferms of comparative exposure?

A pivotal BE study (CAL 10001) was conducted to compare the biocavailability of
ABC/3TC combination tablet relative to equivalent doses of the marketed Ziagen®
and Epivir®. As shown in the following table, bioequivalence was achieved for both
abacavir and lamivudine following coadministration of the fixed dose combination of
abacavir/lamivudine (600 mg/300 mg) compared to sequentlal administration of the
currently marketed products Epivir® and Zlagen®

Ratio of
| PK Parameter GeomptrioLs. -
Means - 90%C
R AB
| _ Abacavir | |
AUCaet (ug*h./m]_) 1412 i - 1412 » 1.000 0.955-1.048
AUCeo {ug™himL) ‘ 14.15 14.15 1.000 0.954-1.048
,Cmax (ug!mL) o ' 4.‘;6_8 4.94 ' 0946 0.85‘5-1.04‘8
S o Lam:vudme B
AUCEstghiml) | 1286 | 1800 | 0851 | 0.91008%
AUC., (ug'himl) | 1260 | 1323 | 092 | 00120004
| Cmax (ug/mL) 2.64 - 284 - 0930 0.865-0.999
Treatment A = Fixed dose combination of abacavirllamiviiding (600mgl300 mg) Fasted; '
Treatmen! B = ZIAGEN {2 x 300.mg} +EPIVIR (2 x150 mg) Fasted
Treatment C = Fixed dose combination of abacavirflamivudine (600 mg/300 my) Fed
a  based onloo-fransformed data.

b) What is the effect of food on the bioavailability (BA) of the druq from the dosage
form? What dosing recommendation should be made, if any, regarding
administration of the product in relation to meals or meal types?

The pivotal BE study (CAL 10001) also evaluated food effect on the
pharmacokinetics of abacavir and lamivudine. As shown in the following table,
following administration of the fixed dose combination of abacavir/lamivudine (600
mg/300 mg) in the fed state, a lack of effect of food on the rate and extent of
bioavailability of lamivudine was demonstrated. The extent of bioavailability of
abacavir was unaffected in the fed state, compared to the fasted state, but the Cmax




was reduced. These results are similar to those from previous studies of the effect of
food on ABC and 3TC tablets given separately. Both ABC and 3TC can be given with
or without food, and thus ABC/3TC can be given with or without food.

90%Cl

o <ug/mL)‘ - 06640858

, 354 '
_ . . "~ Lamivudine _
AUCust (ugthfml) | 1236 _11.89 _0920 1_006

| _AUC (ug*‘h/mL) _

| Tréatment B= ZiA SEN (2x 300 mg) + EPIVIR {2 x 150 mg) Fasted
[: Treatment € = -fixed dose combination-of abacavitlamivuding (600 mg/300.mg) Fed
a  basedon log-fransformed dafa.

¢) How do the dissolution conditions and specifications assure in vivo performance
and quality of the product?

The method for the determination of dissolution of abacavir and lamivudine from
Abacavir-Lamivudine Tablets is the same as the approved method for Ziagen® (abacavir
sulfate) and Trizivir® (zidovudine, lamivudine, abacavir sulfate)Tablets, as shown below.
Apparatus: Paddle, USP dissolution apparatus 2
Rotation: 75 rpm '
Temperature: 37 °C
Medium: 900 mL of
Specification: Q =. —_ at 30 min.

The rationale for selecting this method is summarized here.

Selection of dissolution medium

The dissolution medium of ~— " hydrochloric acid (HCI) used for abacavir/lamivudine
combination tablets is the same dissolution medium as that approved for Ziagen®
Tablets and for Trizivir® Tablets. The sponsor indicated the use of —— HCI maximizes
the differences in the UV spectra of abacavir and lamivudine allowing the use of
multicomponent UV analysis. Multicomponent UV analysis was used for Trizivir® Tablets
to determine the concentrations of abacavir and lamivudine in the multicomponent
Sample Solution.

The in vitro dissolution characteristics .of the bioequivalence batch of Abacavir-
Lamivudine Tablets in several media were studied. The sponsor indicated that greater
than — abacavir and lamivudine are dissolved in 30 minutes across a range of
biologically relevant pHs (data not provided). These results indicated that Abacavir-
Lamivudine Tablets are rapidly dissolved. These observations are consistent with
previous data for Ziagen® and Trizivir®. The selected dissolution medium is acceptable.



Selection of dissolution apparatus and rotation speed

Paddle is used as a dissolution apparatus for Ziagen® and Trizivir® Tablets, and is
selected for abacavir/lamivudine combination tablets. The paddle rotation speed was

=

-

Table 1 Dissolution Results for Abacavir-Lamivudine Tablets
Batch 18129-001-12 at ~——

% Dissolved
| Tablet , Abacavir Lamwudme
| 15 minutes | 30 minutes | 45 minutes | 15 minutes | 30-minutes | 45minutes
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Mean B % 7 9 | 10
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Table 2 Dissolution Results for Abacavir-Lamivudine Tablets
Batch 18129-001-12 at 75 vRPM

| Tablet

% Dissolved .

Abacévir

Lamivudine
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30 minutes

45 minutes | A5:minutes
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Table 3 Dissolution Results for Abacavir-Lamivudine Tablets
Batch 18129-001-12 at »

% Dissolved

| Tablet Abacavir | Lamivudine

45 minutes

15 minuites | 30 minotes-| 45 minutes

=

ix (O 00~ O> Cn i GRS L

KO =k &

| 0 | 1 100 105 | 103

‘Mean

= e =

Max

%RSD | 59 | 09 09 64 | 34 34

The following figures show the mean % dissolved abacavir and lamivudine at  -otation
speeds.
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Dissolution Profile of Lamivudine in Abacavir-Lamivudine Tablets,
Batch 8060661 (n= 12

féﬁ
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Dissolution Results for Abacavir-Lamivudine Tablets Batch B060661
Used in Bioequivalence Study CAL10001

% D:ssafved

Tablat Abgcavir ' ” Lamwudme

ninutes | 30 minutes 5 mmm? » mmuf:es | 45 minutes |

MO0~ s o hy
]
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The dissolution profiles for the batch of abacavirdamivudine tablets used in
bioequivalence study CAL10001 demonstrate that the product is highly soluble and
rapidly dissolving. The results from individual dissolution profiles for batches used for
other clinical and stability studies (Batch B060662, B062405, and B086990, submitted
on 11/21/2003) also complied with the proposed specification of Q = «— abacavir and
lamivudine dissolved in 30 minutes. Therefore, the dissolution specification set by the
sponsor is acceptable.

13



F. Analytical Section

The standard curve and QC data indicated that the plasma assay methods for abacavir
and lamivudine were precise and accurate as shown in the individual review for Study
CAL 10001 (Page 20).

Labeling Recommendation

14
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Iv.

Individual Study Report Reviews

An Evaluation of the Bioequivalence of a Combined Formulated Tablet (600mg /300mg
abacavir/lamivudine) Compared to Ziagen® (abacavir) 2 X 300mg Tablets and Epivir ®
(lamivudine) 2 X 150mg Tablets Administered Concurrently and the Effect of
Food on Absorption of the Combined Formulation in Healthy Adult Subjects
(Study CAL 10001)

Objectives:

e To evaluate the bioequivalence between a single tablet composed of 600mg
abacavir and 300mg lamivudine versus the treatment of Ziagen® (abacavir) 2 x
300mg tablet and Epivir® (lamivudine) 2 x 150mg tablet administered
sequentially.

e To evaluate food effect on the absorption of the new combination formulation of
abacavir/lamivudine.

Population: Thirty healthy adult (18-55 years of age, inclusive) male and female
subjects were enrolied into the study. Twenty-five subjects completed all dosing periods
and were included in the PK Summary Population. Five subjects prematurely
discontinued from the study: two due to protocol violations, two withdrew consent, and
one was withdrawn at the investigator's discretion.

Study Design: This was a single-center, open-label, randomized, single-dose, three-
way crossover study. All subjects who completed screening were allocated to receive
one of the three treatments in each period, in a randomized, balanced fashion, using a
random code based on two 3 X 3 Latin squares.

Treatment Sequence

- Sequenice Sample Size Period 1 Per;od 2 _ Period 3

T S : "B v 7

3 5 B 3 A

3 5 ¢ A B

4 5 A C_ B

5 5 B A C

6 5 o B A
Treatment A: Fixed dose combmatton of abacavur’lamwudme (600:mg/300 mg) following an overnight

fast,
Trealment B: ZIAGEN-{abacavir} 2 x 300mg tabletand EPIVIR{lamiviidine).2 x 160mg tablet
* sequentially following an overnight fast,
Treatment C: Fixed dose.combination of abacavirffamivudine (600 mg/300-tg) flve minutes following-a
standardized breakfast.

There was a washout period of 5 to 10 days between each dose.

Formulation: Batch numbers for investigational product are provided in the table below.

Study Drug Dose Batch Number
Ziagen® tablet 300mg 1ZP2321
Epivir® tablet 150mg 12P2545
abacavir/lamivudine tablet 600mg/300mg B060661

19



Sample Analysis: Human plasma samples were assayed for abacavir and lamivudine
using validated HPLC/MS/MS methods. The standard curve and QC data indicated that
- the plasma assay methods for abacavir and lamivudine were precise and accurate as
shown in the following table.

Analyte Linear Between | Between | QCsamples | Validation sample for
range Run Run Bias (% (ng/mL) stability and conditions
(ng/mL) | Precision | Deviation)
_ (%CV)
Abacavir ) <7.07 ~— e Stable > 12 hours at

room temperature
e Stable for at least 3
freeze thaw cycles

Lamivudine <6.78 ¢ Plasma sample extracts

. were stable for at least
96 h at room
temperature.

PK Analysis: Blood samples were collected at pre-dose (within 30 minutes prior to dose)
and 0.25,0.5,0.75, 1,1.5,2,25, 3,4, 5, 6, 8, 10, 12, 16, and 24 hours after dosing
during each of the three treatment periods.

Results: The following figures show the plots of mean plasma abacavir (ABC) and
lamivudine (3TC) concentration-time profiles.

Appears This Way
On Original
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Subject 30, Psriod 2, Treatment C, 0.25 v sample was exciuded

Treatment A = Combination Tablet (abacavir 600mg, lamivudine. 300mg) Fasted
Treaiment B = ZIAGEN {abacavir) 24300 mg and EPIVIR (lamiudine) 2Xi50 mg Fastad
Treatment C = Combination: Tablet: (gbacavir 600mg, kamivudine: 300mg) Fed
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Plot of Mean Plasma 3TC Concentration~tme Profiles
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Subject- 30, Pariod 2, Treatment C, 0:25 hr samplo’ was exciuded

Treatmemt'‘A = Combingtion Tablst. (abacavir 600mg;. lamivuding 300mg) Fasted
Treatrnant B = ZIAGEN {abacavi) 2X300 mg: and EPVIR -(lamivudirie} 2150 mg Fasted
Treatrnent C = Combiretion Tablet: (abacevir 600, lamiviidine 300mg) Fed
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Derived pharmacokinetic parameters for ABC and 3TC are summarized in the following

tables.
Plasma ABC Pharmacokinetic Parameter Estimates:
Geometric Mean _(95% Cl); Pharmacokmetlc Summary”PopuIatlon
Plasma APV-F arameter T : (:
T AUG (g hmL) 1445
e | (42 91-15:58) |  (12.87-1555) (11, 5814, 08)
AUC.., {pg:h/mL) 14.24 1418 1281
o (12.94-1561) [ (12.90:15.59) (11.61-14.13)
Conex (11gimL) 469 ' 4.91 352
o (4.15-5.30) | (4.46-5.41) (3.13- 3 95)
tinax (R)2 1.00 - 0.75 250
hlh)
, - , (2.59- 3 17) (2 79-3 31)
Treatmeht A = fixed dosé: cembmatlon of abacav dme (800 mg/300 mg) Fasted
Treatment 8 = ZIAGEN-{2 x 300.mg) +EPIVIR (2 x 150 my) Fasted
TreatmentC = fi xed dose combination of abacaviglamivudine (600 mg/300 mg} Fed

8 tnaevalies are miedian {range).

Plasma 3TC Pharmacokinetic Parameter Estimates:
Geometric Mean (95% ClI); Pharmacokmetlc Summary Population

Plasma APV PK Parameter Treatment A Treatment B Treatment C
N=25 N=25 N=25
AUCkst (ng.h/ml) 12.34 12.95 11.85
_ {(11.411336)  f (11.974401) | (11.0412.72)
AUC... {ug.himL) 1287 | 13.18 12.08
(11.64-1388) | (12.20-14.24) (11.27-12.86)
Crax (LLg/mL) 264 2.82 226
_(2.37-2.95) (2.61-3.05) (207-248)
tmax (h)a 200 1.50 3.00
{1.00-5.00) {0.75-4.00) (1.00-5.00)
ty (h) 4.93 4.99 4.86
‘ {4.63:5.26) {4.74-5.25) (4.57-5147)
Treatment A = fixed dose combination of abacavifiamividing {600'mg/f360 mg) Fasted
Treatment B =ZIAGEN {2x-300 mg)+ EPIVIR (2 x 150 mg) Fasted

Treatment C = fixed dase combination of abacavirlamivudire {600:mg/300 mg) Fed
a - haavillues are mednan (range). .

For the bioequivalence portion of the study, the 90% confidence intervals for the ratio
(Treatment A: Treatment B) of the geometric LS means for AUC s, AUC. and Cpax for
both ABC and 3TC were completely contained within the predefined equivalence range
of 0.80-1.25. Abacavir (ABC) and Lamivudine (3TC) pharmacokinetic parameters
following single oral administration of the fixed dose combination of abacavir/famivudine
(600 mg/300 mg) compared to sequential administration of Epivir® and Ziagen® are
summarized in the table below.
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['BK Parameter o
90%-Cl

082 | 0912009
08650999

:izAU'ciasf (UghimL)
AUC (ug*himL

| Treatment B= .
“Treatment C = Fixed dose combination of abacav&rflam;vudme {SGO mg1300 mg) Fed
a_  basedonlog-fransformed data,

The plasma PK parameters t and t; for both ABC and 3TC were generally similar
following administration of the fixed dose combination of abacavir/lamivudine (600
mg/300 mg) compared to administration of the individual Epivir® and Ziagen® tablets.

For the food effect analysis, when the fixed dose combination of abacavir/lamivudine
(600 mg/300 mg) was administered with a standard (high fat) breakfast, ABC AUClast
and AUC~ were unchanged compared to administration in the fasted state. However,
ABC Cmax was decreased by approximately 24% with food. The 90% confidence
intervals for the ratio (Treatment C: Treatment A) of the geometric LS means for AUClast,
AUC= and Cmax of 3TC were completely contained within the predefined equivalence
range of 0.80-1.25. Abacavir (ABC) and Lamivudine (3TC) pharmacokinetic parameters
following single oral administration of the fixed dose combination of abacavir/lamivudine
(600 mg/300 mg) fed compared to administration of the fixed dose combination of
abacavir/lamivudine (600 mg/300 mg) fasted are summarized in the table below.

Geometric LS Meana Ratio of
PK Parameter | TreatmentA | TreatmentC | GeometricLS 90% Cl
N=25 N=25 |  Means
CIA
' Abagavir |
AUChst (ug"imL) | 14.12 12,74 0.902 0.861-0.945
AUC.. (ugh/ml) 14.15 ‘ 12.79 0.903 1 0.862-0.947
Cpax (UgfmL) 4.68 3.54 ‘ 0.7'57 0.684»0.838»
L Lamivudine '
AUGs{ugthinl) | 12.36 ' 11.89 0.962. 0:920-1.006
AUC (ug*h/mL) 12.80 - 1213 0963 0.922-1.005
Crnax (uglml_) 2.64 2.27 0.860 [ 0.800-0.924 _
Treatment A = fixed dose combinalion of abacaviflamivudin (600 mg/300 mg) Fasted
Treatment B = ZIAGEN (2 x 300 mg) + EPIVIR {2 x 150 mg) Fasted
Treatment C-= fixed dose combination of abacavirlamivudine (600 mg/300 mg) Fed

a  based enlog-fransformed data.
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The time to peak concentration was delayed with food, and was extended by
approximately 1-1.5 hours for both abacavir and lamivudine. The data show
concomitant administration of the fixed dose combination of abacavir/lamivudine (600
mg/300 mg) with food did not alter the rate or extent of exposure of lamivudine based on
AUClast, AUC«~ and Cmax data. For abacavir, administration of the fixed dose
combination of abacavir/lamivudine (600 mg/300 mg) with food did not alter the extent of
systemic exposure (based on AUCIast and AUC), but caused a decrease in the rate of
bioavailability (Cmax was decreased approximately 24%). These results are similar to
those from previous studies of the effect of food on ABC and 3TC tablets given
separately. Both ABC and 3TC can be given with or without food, and thus ABC/3TC
can be given with or without food.

Appears This Way
On Origingl
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The following figures show the stickplot of AUC and Cmax of ABC and 3TC.

AUCIHf {h*ug/mL)

100-

Plasma ABC AUGInf (h*ug/mL)
=

T T ~— - T
A B c

Treatment A = Combination Tablet {abacsvir £00mg, lambvudine 300mg) Fasted
Treatment B = ZIAGEN (abacavir) 2X300 mg end EFIVIR (lemivudine). 2X150 mg Fasted
Treatment C = Combination Tabiet {abacavi 800mg, tamivudina 300mg) Fad
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Comparative Sermii~log Plot of Plasma ABC PK Pararristers vs Treatrmiant
Crmax -(ug/mL) '

104

Plasma ABC Ciax {ug/miL)

T T : T
A B v

Treatment A = Combination Tablet {abacavir 600mg, lamivudine 300my) Fasted
Treatment B = ZIAGEN (abscavi) 2X300 mg end EPIVIR (amhwuding) 2X150 mg Fasted
Treatment C = Combinaticn Thblet {abacavir 800mg, lamivuding 300mg} Fed
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Comparativa: Sami ~log Plot of Plasma’ 8TC PK 'Paramaters va Treatment
AUCHT (h*ug/mL)

100

b
°

Flasma 3TC AUCInf (h*ug/mL)

T T
A B o]

Treatment-A = Combination Tablet (abacavr 600mg, lamhvudine 300mg} Fasted
Treatment B = ZIAGEN (abacavir) 2X300 mg end EPIVIR (Jamivudine) 2150 mg Fasted
Treatrent C = Cembinaticn Tablet {abacavi 800mg, lamivudina 300mg) Fed

28



104

Plasma 3TC Cmax {ug/mL)

Cmex. {ug/mL)

Treatmant A = Combination Tablet {abacawr 600mg, lamivudine 300mg)} Fasted
Treatment B = ZIAGEN (abacavr) 2X300 mg and EPIVIR (lamivuding) 2X150 mg Fasted
Treatmant C = Combination Tablet {abacavir 800mg, lamivuding 300mg} Fod

Conclusion:

1.

Bioequivalence was achieved for both abacavir and lamivudine following
coadministration of the fixed dose combination of abacavir/lamivudine (600
mg/300 mg) compared to sequential administration of the currently marketed
products Epivir® and Ziagen®.

Following administration of the fixed dose combination of abacavir/lamivudine
(600 mg/300 mgq) in the fed state, a lack of effect of food on the rate and extent of
bioavailability of lamivudine was demonstrated. The extent of bioavailability of
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abacavir was unaffected in the fed state, compared to the fasted state, but the
Cmax was reduced. These results are similar to those from previous studies of
the effect of food on ABC and 3TC tablets given separately. Both ABC and 3TC
can be given with or without food, and thus ABC/3TC can be given with or
without food.
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