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1. Background information on the procedure

1.1. Submission of the dossier

The applicant Teva Pharma B.V. submitted on 5 October 2009 an application for Marketing
Authorisation to the European Medicines Agency (EMA) for Lamivudine / Zidovudine Teva , through the

centralised procedure falling within the scope of the Article 3 (3) — ‘Generic of a Centrally auth d
product’ of Regulation (EC) No. 726/2004. The eligibility to the centralised procedure was a@ pon
by the EMA/CHMP on 30 June 2008 0\%

The legal basis for this application refers to:

Article 10(1) of Directive 2001/83/EC, as amended. ®

ead of non-clinical and

The application submitted is composed of administrative information, com @quality data and at
least a bioequivalent study with the reference medicinal product Combivi@l

clinical unless justified otherwise. K

The chosen reference product is: %

m Medicinal product authorised in the Community/Members @ ere the application is made or
European reference medicinal product:

e Product name, strength, pharmaceutical form: Com$@50/300 mg Film-coated Tablets

e Marketing authorisation holder: Glaxo Group Ltd

e Date of authorisation: 18 March 1998 O

[ ]

Marketing authorisation granted by: Q
- Community
— Community Marketing authorisatio ers: EU/1/98/058/001-002
m Medicinal product which is or has begg orised in accordance with Community provisions in force

Q: onstrated by appropriate bioavailability studies:

e Product name, strength, phar, utical form: Combivir 150/300 mg Film-coated Tablets

e Marketing authorisation holder: Glaxo Group Ltd.
 Date of authorisation: 18+/abch 1998
e Marketing authorisatiNra ed by:

e Bioavailability s umber(s): 2009-2018
*

- Community %
— Communit @ g authorisation numbers: EU/1/98/058/001-002

Scientific A(@
The ap ic@ d not seek scientific advice at the CHMP.

Licensihg status:

The product was not licensed in any country at the time of submission of the application.

1.2. Steps taken for the assessment of the product

The Rapporteur appointed by the CHMP was:

Rapporteur: Dr. P. Demolis
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The application was received by the Agency on 2 October 2009.

The procedure started on 21 October 2009.

The Rapporteur's first Assessment Report was circulated to all CHMP members on 22 January 2010

During the meeting on 15 — 18 February 2010, the CHMP agreed on the consolidated List of

Questions to be sent to the applicant. The final consolidated List of Questions was sent to the

applicant on 22 February 2010

e The applicant submitted the responses to the CHMP consolidated List of Questions on 20 July 2010.

e The Rapporteur circulated the Assessment Report on the applicant’s responses to the List of
Questions to all CHMP members on 9 September 2010

e During the CHMP meeting on 20-23 September 2010, the CHMP agreed on a list of outstanding
issues to be addressed in writing by the applicant

e The applicant submitted the responses to the CHMP list of outstanding issues on 18 October 2010.

e The Rapporteur circulated the Assessment Report on the applicant’s responses to the list o%

itted

outstanding issues to all CHMP members on 5 November 2010

e During the meeting on 15-18 November 2010, the CHMP, in the light of the overall data@
and the scientific discussion within the Committee, issued a positive opinion for grqnt%)
Marketing Authorisation to Lamivudine / Zidovudine Teva on 18 November 2010. T, licant
provided the letter of undertaking on the follow-up measures to be fulfilled post; isation on

18 November 2010 Q
@0\
%)
&
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2. Scientific discussion
2.1. Introduction

Problem statement

Lamivudine/Zidovudine TEVA 150/300 mg, film-coated tablets is a generic medicinal product
containing lamivudine and Zidovudine as active substances. The product is intended for the treatment
of HIV infection. For this application, the reference medicinal product is Combivir. 8

Lamivudine and zidovudine are nucleoside analogues which have activity against HIV. Bo edicinal
products are metabolised intracellularly to their active moieties, lamivudine 5’-triphosp, P) and
zidovudine 5’-TP respectively. Their main modes of action are as chain terminators iral reverse
transcription. Lamivudine-TP and zidovudine-TP have selective inhibitory activi t HIV-1 and
HIV-2 replication in vitro; lamivudine is also active against zidovudine—resistaﬁ\" ical isolates of HIV.

Lamivudine in combination with zidovudine exhibits synergistic anti-HIV ac@against clinical isolates

in cell culture. @»

The safety and efficacy profile of lamivudine and zidovudine for the\é‘ment of HIV infection has
been demonstrated in several clinical trials, details of which can nd in the EPAR of the reference
medicinal product. In addition, there is a long-term post-mar, Xperience contributing to the
knowledge of the clinical use of these active substances. Q this application is generic application

referring to the reference medicinal product Combivir, t otal basis is the demonstration of

bioequivalence. O

The indication proposed for Lamivudine/Zidoyudi VA is the same as authorised for the reference
medicinal product, which is indicated in antb iral combination therapy for the treatment of Human
Immunodeficiency Virus (HIV) infection.

©

2.2. Quality aspects Q
2.2.1. Introducti \

The product is pre§®as scored film-coated tablets containing 150 mg of lamivudine and 300 mg of

zidovudine a: au\@ubstances.

are:

Other ingr@
Tablet #Microcrystalline cellulose, sodium starch glycolate (Type A), sodium stearyl fumerate
Tab t: Hypromellose, hypromellose, polysorbate 80, macrogol 400, titanium dioxide E171

The film-coated tablets are packed in OPA/AIu/PVC Aluminium blisters or HDPE tablet-containers with
polyethylene child resistant screw cap with induction seal.

2.2.2. Active Substance

Lamivudine

The active substance lamivudine is described in the Ph. Eur.
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Lamivudine is a white or almost white powder that is soluble in water, sparingly soluble in methanol
and slightly soluble in ethanol. Its chemical nhame is 4-amino-1-[(2R,5S)-2-(hydroxymethyl]-1,3-
oxathiolan-5-yl]pyrimidin-2(1H)-one hydrate (5:1). Lamivudine possesses two asymmetric carbons
and is expected to be optically active. Lamivudine exists in two polymorphic forms and are controlled
during manufacture.

The information on the manufacturing process is provided in an ASMF. Two different manufacturing
processes are presented. Lamivudine is controlled by the manufacturers according to the Ph Eur
monograph with additional tests which concern technical properties of the active substance The
specifications of the drug substance include appearance (Ph Eur), identification (specific optical

rotation, IR, enantiomeric purity), absorbance, related substance (HPLC), enantiomeric purity ),
heavy metals, water content (Karl Fischer), sulphated ash, assay, residual solvents (GC), @e size,
bulk density (Ph Eur) and tapped density (Ph Eur). The analytical methods and the speti ons used

content instead). Batch analysis data (n=2) of the active substance is provided ults are within

the specifications and consistent from batch to batch. \

for control of active substance are the same as in the Ph Eur monograph except Ios& ing (water

Stability studies were carried out on 7 batches of lamivudine obtained wi Qtwo manufacturing
processes applied for (4 batches and 3 batches). Up to 18 months under | long-term conditions

(30°C/65% RH) for and 6 months under ICH accelerated condition °C/75% RH) were provided.
The stability samples were stored in a mini-size simulation of th
during stability studies were character, identification (IR), po
substances (HPLC), water content and assay. Forced degr

inal packing. Parameters tested
identity (XRPD), related
ion was studied under different stress

conditions: treatment with heat, treatment with light ( t and visible light), acidic conditions,
alkaline conditions, and hydrolysis conditions. In ac ance with EU GMP guidelines®, any confirmed
out of specification result, or significant negative 7 should be reported to the Rapporteur and the
EMA. The stability results justify the propose%z'te t period when stored in the original packaging

material. 0
Zidovudine 0

The active substance zidovudine ~@ cribed in the Ph. Eur.

Zidovudine is a white or brO\/\Qowder that is sparingly soluble in water and soluble in anhydrous in

ethanol. Its chemical nam% 13¢3-azido-2, 3-dideoxy-B-Derythro- pentofuranosyl)-5-

methylpyrimidine-2, 4 1®H)—dione. Zidovudine possesses one asymmetric carbon and is expected to
160&1

be optically active.‘i dine shows polymorphism.

The informatign e two different manufacturing processes proposed is provided in an ASMF. In
addition to t s detailed in zidovudine Ph. Eur. monograph, tests for particle size distribution,
density. r@Jal solvents and microbial testing are performed. The specifications of the drug substance
incl earance (Ph Eur), identification (IR), appearance of solution, specific optical rotation,
related\substances (TLC, HPLC), heavy metals, loss on drying, sulphated ash, assay, residual solvents
(GC), particle size distribution, bulk density, tapped density and microbiological quality (Ph Eur). The
analytical methods used for control of active substance are methods described in the Ph Eur. Batch
analysis data (n=3) of the active substance is provided. The results are within the specifications and
consistent from batch to batch.

The stability studies were carried out for zidovudine on 6 batches at long-term conditions (30°C/65%
RH) for up to 48 months and at accelerated conditions (40°C/75% RH) for 6 months. The stability
samples were stored in a mini-size simulation of the original packing. Parameters tested during

1 6.32 of Vol. 4 Part | of the Rules Governing Medicinal Products in the European Union
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stability studies are description, identification by IR, specific optical rotation, water content, related
substance by TLC and HPLC and assay. Forced degradation was studied under different stress
conditions: treatment with heat, treatment with light (UV light and visible light), acidic conditions,
alkaline conditions, and hydrolysis conditions. In accordance with EU GMP guidelines?: any confirmed
out of specification result, or significant negative trend, should be reported to the Rapporteur and the
EMA. The stability results justify the proposed retest period when stored in the original packaging
material.

2.2.3. Medicinal Product 6

Pharmaceutical Development @

The aim of the pharmaceutical development was to obtain immediate-release scored x S containing
qualitatively and quantitatively the same active substance as the reference medicin duct and
exhibiting the same bioavailability. Dissolution studies were performed in ord monstrate
equivalence between the reference medicinal product and the generic with rexto lamivudine and
zidovudine release, and as discriminating tests in order to select suitable lations. The choice of
dissolution conditions was well demonstrated. Lamivudine and Zidovugdine%ean be classified as a Class 3
drug according to the Biopharmaceutics Classification System (BC &ese active substances are
characterized by a high solubility and a low permeability and in cases the dissolution is not rate-

limiting step.

Different manufacturing processes for the finished prod&e rect compression, low shear wet

granulation and fluid bed granulation) were tested. ly, a dry roller compaction process was

chosen. The final formulation was selected where dine, microcrystalline cellulose, and half of

magnesium stearate in the formula were pre% , roller compacted and milled prior to

incorporation of the rest of the ingredients.o

The excipients used in the formulatio e tablet core: microcrystalline cellulose, sodium starch

current Ph. Eur. specification @Xegpt the colorants which are tested as per in-house methods. The
excipients selected are allﬁn 8

are also present in the f%
compatible. Q

Tablets are p ex |ther with OPA/AIu/PVC Aluminium blisters or HDPE tablet-containers with
resistant screw cap with induction seal. The choice of the primary packaging was
justified b lity studies.

rd and commonly used in the pharmaceutical industry. Most of them
ation of the innovator product. Therefore they are expected to be

polyethylene

s agents

Lamivudine-Zidovudine tablets do not contain ingredients derived from animals. TSE/BSE statements
from each supplier were provided.

Manufacture of the Product

The manufacturing process is a standard compaction and direct compression. The manufacturing is
divided into 9 main steps: initial blending, intermediate blending I, roller compaction, milling,
intermediate blending 11, final blending, compression, coating and packaging.

2 6.32 of Vol. 4 Part | of the Rules Governing Medicinal Products in the European Union
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The process validation protocol provided is satisfactory.

The manufacturing process will be validated according to this protocol on three consecutive production
batches before marketing and after any major change of the process or equipment used.

Product Specification
The finished product specifications include appropriate tests for description, identification of active

substance (UPLC, TLC), identification of Opadry colorants (HPLC), uniformity of dosage units (Ph Eur),
subdivision of tablets (Ph Eur), dissolution of the active substances (UPLC), assay,
impurities/degradation products (UPLC), microbiological quality (Ph Eur).

Batch analysis results (n = 5) confirms consistency and uniformity of manufacture and indic at
0\%

n the intended

the process is under control.

Stability of the Product

Stability studies were carried out on three pilot batches of non-scored tablets
marketing primary packaging (blisters and HDPE tablet containers) stored at
conditions (25°C/60%RH) for up 18 months, and at ICH accelerated stabijli
for up 6 months.

ng-term stability
ditions (40°C/75%RH)

Stability studies were also carried out on three pilot batches of sco blets in the intended
marketing primary packaging (blisters and HDPE tablet contain% ored at ICH long-term stability
conditions (25°C/60%RH) for up 3 months, and at ICH accelé€r tability conditions (40°C/75%RH)

for up 1 month. \O

In use stability studies were performed in HPDE tab ontainers stored at 25°C/60%RH for up to 6
months.

The following parameters were tested: desc@@n, assay, dissolution, impurities/degradation products,

and microbiological quality. 9
Additional stability studies were provi r one pilot batch of bulk tablets stored at 15-25°C

max/70%RH. O

In general, the results suppo% helf life and storage conditions as defined in the SPC. In
elines

accordance with EU GMP guid 3: any confirmed out of specification result, or significant negative
trend, should be report he Rapporteur and the EMA.

*
O
2.2.4. Di@sion on chemical, and pharmaceutical aspects

Infogma n development, manufacture and control of the drug substance and drug product has
been ented in a satisfactory manner. The results of tests carried out indicate satisfactory
consistency and uniformity of important product quality characteristics, and these in turn lead to the
conclusion that the product should have a satisfactory and uniform performance in the clinic.

% 6.32 of Vol. 4 Part | of the Rules Governing Medicinal Products in the European Union
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2.2.5. Conclusions on the chemical, pharmaceutical and biological aspects

The quality of this product is considered to be acceptable when used in accordance with the conditions
defined in the SPC. Physicochemical and biological aspects relevant to the uniform clinical performance
of the product have been investigated and are controlled in a satisfactory way.

At the time of the CHMP opinion, there were a number of minor unresolved quality issues having no
impact on the Benefit/Risk ratio of the product. The applicant gave a Letter of Undertaking and
committed to resolve these as Follow Up Measures after the opinion, within an agreed timeframe.

2.3. Non-Clinical aspects @6

<
The non-clinical overview on the pharmacology, pharmacokinetics and toxicology is b % literature

searches and adequate scientific literature has been provided. The overview justifi there is no
need to generate new non-clinical pharmacology, pharmacokinetics and toxic

clinical aspects of the SmPC are in line with the SmPC of the reference produ

a. The non-
re is thus no need

for conducting tests on animals.

The Applicant has provided a statement to the effect that the preclinigal stgdies reviewed from the
literature and the data presented on stability and comparative imp rofile (originated from the
laboratories or affiliates of TEVA Pharmaceuticals Europe) had conducted according to GLP

standards.

2.3.1. Ecotoxicity/environmental risk ass ment

The applicant provided a suitable justification for@gsence of a formal environmental risk
assessment, based on the expectation that th€ introduction of Lamivudine/Zidovudine Teva
manufactured by Teva Pharma B.V. onto h@arket is unlikely to result in any significant increase in
the combined sales volumes for all Ia@e and zidovudine containing products and the exposure of

the environment to the active substa Thus, the CHMP endorsed that the ERA is expected to be

S
\Q
2.4. Clinical A:s&%
2.4.1. Intro@ion

similar and not increased.

To suppor arketing authorisation the applicant conducted one bioequivalence study. Study 2009-
2018 i ted the relative bioavailability of 150/300 mg Lamivudine/zidovudine film coated tablets
(Tev. rmaceutical Works Private Limited Company Ltd.) with that of 150/300 mg Combivir, film-

coated tablets (GlaxoSmithKline, France) following a single oral dose (1 x 150/300 mg tablet) in
healthy adult subjects when administered under fasting conditions.

A clinical overview was provided summarising the pharmacokinetics and pharmacodynamics as well as
the efficacy and safety of lamivudine and zidovudine based on a literature search; this overview was
considered adequate. The SmPC is in line with the SmPC of the reference medicinal product.

No formal scientific advice by the CHMP was given for this medicinal product. For the clinical
assessment the Note for Guidance on the Investigation of Bioavailability and Bioequivalence
(CPMP/EPW/QWP/1401/98) in its current version as well as the Questions & Answers on the
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Bioavailability and Bioequivalence Guidelines (EMEA/CHMP/EWP/40326/2006) are of particular

relevance.

GCP

The bioequivalence study performed in accordance with GCP as claimed by the applicant.

Clinical studies

To support the application, the applicant has submitted one bioequivalence study. The details of this
study are summarised in Table 1:

e Tabular overview of clinical studies

O

]
Objective(s) of Study Test Product(s); | Number of Healthy, &tion of
the Study Design and Dosage Subjects Subject \\ eatment
Type of Regimen; Route or i
Control of Dia @
Administration
nts
Evaluate the Open-label, One film-coated 62 enrolled \e%ithy Single-dose
comparative randomized, tablet (58 comple—% jects
bioavailability two period, formulation, ted)
between a generic | two sequence, | 300 mg, oral K
medicinal product | two @
and a reference treatment, Q
product under crossover Q
fasting conditions study O\

2.4.2. Pharmacokinetics

This application contains a generic version @ﬁ

pharmacodynamic properties of lamivudi nd zidovudine have been demonstrated for the reference

product. With the exception of bioeq

pharmacokinetics and pharmacod

e Methods

Study design

The study wassan(o

‘\V

RS

vudine tablets. Pharmacokinetic and

nce data, this application contains no new data on the

@ ics of lamivudine and zidovudine. The Applicant’s clinical
Qgy is considered sufficient.

label, two-treatment, two-period, two-sequence, single-dose, crossover study

sting conditions with a wash out period of 7 days between administrations. 150/300

were randomly assigned to one of the two dosing sequences AB or BA (where treatment A is

test product and treatment B is reference product) under fasting conditions. Pharmacokinetic
parameters: AUCq.¢, AUCq.inf, Cmaxs Tmax: Ke@nd Thas Were estimated based on plasma lamivudine and

zidovudine levels for each subject included in the data set.

21 blood samples were collected pre-dosing and up to 36 h post-dosing (at 0, 0.17, 0.33, 0.5, 0.67,
0.83, 1, 1.25, 1.5, 1.75, 2, 2.5, 3, 4, 6, 8, 12, 16, 24 and 36 hours) in each period.

Concentrations of lamivudine were measured from the samples collected over a 36-hour period after

dosing in each period. Concentrations of zidovudine were measured from the samples collected over an
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8-hour interval after dosing in each period (at 0, 0.17, 0.33, 0.5, 0.67, 0.83, 1, 1.25, 1.5, 1.75, 2, 2.5,
3, 4, 6, and 8 hours).

Samples were assayed for lamivudine and zidovudine.
Study period:
March 30, 2009 to May 30, 2009.

Test and reference products

Test product:

Lamivudine/zidovudine 150/300 mg film-coated tablets (TEVA Pharm. Works Private Ltd, Hun @

Mode of administration: 1 film-coated (=150/300 mg) administered with 240 ml of room rature
potable water. Batch number: 0190109. Manufacturing date: 01/2009. K\
Reference product: O

Combivir 150/300 mg, film-coated tablets (Glaxo Smith Kline, France). §
room temperature

Mode of administration: 1 film-coated (=300 mg) administered with 240
potable water. Batch number: R327048. Expiry date: 09/2009. K

Population(s) studied

Based on historical data available to the sponsor regarding tQ -individual variability of AUC and
Cmax Of lamivudine and zidovudine (35%) by oral route;
adequately powered study was estimated to be 58. Six:y&wo healthy volunteers (i.e. 58 subjects + 4
extra subjects to account for dropouts) were ran(‘:ié and enrolled into the study. Fifty-eighth

ber of subjects to be included in an

volunteers completed the entire study and were thusranalyzed.

The study population included non-smokin r:& and female volunteers from 18 to 55 years of age,
with a BMI from 19 to 30, who were jz e be healthy based on medical history, ECG, laboratory

evaluation and physical examination. ical inclusion and exclusion criteria were followed.

The outcome of the study showeﬂ@ a sufficient number of subjects was included in the study.
Four subjects were dismisid’ jects 7, 27, 33 and 36) without impacting the study.
t

e subject 07 voluntari@b

*
e subject 27 vol ily withdrew from the study prior to Period 2 check-in due to adverse events
(coughin %\\ ling warm);

drew from the study prior to Period 2 check-in for personal reasons;

e subjec luntarily withdrew from the study prior to Period 2 check-in due to adverse events
i mucus discharge and extra tearing in both eyes);

ject 36 was dismissed from the study at Period 2 check in due to non-compliance (consumed
restricted item - grapefruit).

Analytical methods

Lamivudine

Subjects’ plasma concentrations of lamivudine were measured according to a liquid chromatographic
(LC) tandem mass spectrometric detection (MS/MS) method which was developed, validated and
further re-validated.

Zidovudine
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Subjects’ plasma concentrations of zidovudine were measured according to a liquid chromatographic
(LC) tandem mass spectrometric detection (MS/MS) method.

Pharmacokinetic Variables

The relevant bioavailability parameters of lamivudine and zidovudine were estimated.

The pharmacokinetic parameters AUCq_;, AUCq.int, Cmax and Tmax Were either observed or calculated.
AUC was calculated by the trapezoidal rule. C,,x and Tnax Were directly estimated from the individual
concentrations: time profiles.

Statistical methods

GLM ANOVA was performed on the In-transformed AUCq_;, AUCq_ins and Cphax- The ANOVA m
included sequence, subject tested within sequence, period and product. Non—transforrrpd%
evaluated and tested using a non parametric test. The statistical analysis was perforn@

m the In-transformed
d using a null hypothesis

as
g SAS

Bioequivalence criteria:

90% geometric intervals of the ratio (Test/Reference) of least square me

values for AUCg_;, AUCq_ins and Cpax Should be within 80-125%. T ax Wf

non parametric test.

e Results

The results of Pharmacokinetic parameters are listed in tabQ

Table 1. Lamivudine

@

O\
Treatment Test Referencc(*llﬁtio of geometric means (%) | Intra-subject CV (%)
(CV %) (CV, (90% CI)
AUC,, 6866.45 76.66 99.11 12%
hr.ng/ml (22) )
é [95.63-102.72]%
AUC 7026.10 > 7025.40 99.44 11%
hr.ng/ml (21) (18)
[96.13-102.86]%
C max 1&%8X 1721.07 105.99 17%
ng/ml @ (28)
.{\‘ [100.51-111.76]%
tmx 1.09 1.16
‘ N (47) (53)
AUCO o are ntler the plasma concentration-time curve from time zero to infinity
AUCO ¢ er the plasma concentration-time curve from time zero to t hours

max

*Iog

Table 2. Zidovudine

|mum plasma concentration
ime for maximum concentration
sformed values

Treatment Test Reference | *Ratio of geometric means (%) | Intra-subject CV (%)
(CV %) (CV %.) (90% CI)
AUC 2754.32 2763.89 100.05 11%
hr.ng/ml (34) (33)
[96.59-103.63]%
AUC,., 2789.06 2796.98 100.10 11 %
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hr.ng/ml (34) (33)
[96.66-103.66]%

C max 2554.28 2494.98 105.13 31%
ng/ml (40) (42)
[95.63-115.57]%
tmax 0.59 0.56
b (31) (43)

AUC,., area under the plasma concentration-time curve from time zero to infinity
AUC,, area under the plasma concentration-time curve from time zero to t hours
Cunax  Mmaximum plasma concentration
Tuax  time for maximum concentration

*log-transformed values E

e Safety data . %Q

No serious adverse events were reported during the conduct of this study. None of erse event
had a significant impact on the safety of the subjects or on the integrity of the st sults.
2.4.3. Pharmacodynamics (b'

No new pharmacodynamic studies were presented and the CHMI@gorsed that no such studies are

required for this application. Q

2.4.4. Post marketing experience \

No post-marketing data are available. The medici oduct has not been marketed in any country.

2.4.5. Discussion and Conc Clinical aspects

Lamivudine/Zidovudine TEVA is i (@ed in antiretroviral combination therapy for the treatment of
Human Immunodeficiency Vir, V) infection.

The efficacy and safety g ivudine/zidovudine are well characterized. This generic application
contains a clinical ove f the efficacy and safety of lamivudine/zidovudine (based on PUBMED
search, extended t‘a@ sources of medicinal databases) and is considered sufficient.

*
To support th eting authorisation of Lamivudine/Zidovudine TEVA, the Applicant has conducted a
single dosm 50/300mg), randomized, two-sequence, two-period, two-treatment, cross-over,

bioequival study under fasting conditions.

Classi nclusion and exclusion criteria were followed. Sixty-two subjects were dosed in period 1 and
58 subjects were dosed in period 2. Fifty-eight completed the study. They received either one
Lamivudine/Zidovudine 150/300 mg tablet or one Combivir 150/300 mg tablet with 240 ml of room
temperature potable water. The design of the study is considered adequate. The sampling period of 36
hours is sufficient to characterize the plasma concentration-time profile and to ensure measurements
over a period of at least 5 half-lives based on the minimum expected t%2 of 5 hours. Blood samples
timing is appropriate to allow an accurate measurement of Tn.x. The wash-out period of 7 days is long
enough to avoid any carry over effect to the second period.

Analytical methods were well validated. The statistical methods have been adequately described and
are acceptable and there are no major protocol deviations. Blood collection times were sufficient.
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Moreover during evaluation the Applicant submitted additional clarifications on the analytical part of
the dossier:

e The potency of the Test product and the Reference product in the bio-study: the assay content of
the test and reference batch did not differ by more than 5%, which was considered acceptable.

e The Applicant indicated that 51 samples for lamivudine and 9 samples for zidovudine were
reanalyzed in accordance with the relevant SOP. The reason for reanalysis, the original value, the
repeated value, the accepted value as well as the criteria of acceptance were deemed acceptable.

The Cls of the ratio Test/reference of AUCq; and AUCq_ s parameters fell within the normal 80-125%
acceptance range. Thus based on these parameters, the bioequivalence is considered demonst d.

%
A

PSUR \QO

The PSUR submission schedule should follow the PSUR schedule for the ref@'medicinal product.

o

Description of the Pharmacovigilance system é

2.5. Pharmacovigilance

The CHMP considered that the Pharmacovigilance system as d by the applicant fulfils the
legislative requirements. The company must ensure that rb stem is in place and functioning before

Risk Management Plan \'Q

the product is placed on the market.

The application is based on a reference @Aal product for which no safety concerns requiring
additional risk minimization activities een identified.

Routine pharmacovigilance activiti cording to volume 9A/ICH will be undertaken whilst the product
is on the market, including car review of individual case safety reports, literature review, signal
detection procedures and«gen ion of the required safety reports. Specific risk minimisation activities
are not envisaged as th ty aspects of the product are well characterised and therefore a Risk
Minimisation Plan Ls uired.

As the applicaﬁo@r a generic product of a reference medicinal product with a well-known safety
profile, the A&a t did not consider necessary to establish a risk management plan containing other
measures

X

2.6. User consultation

utine pharmacovigilance. The CHMP agrees.

The user testing of the package leaflet was performed. The criterion for a successful Readability Test
was fulfilled. The user testing of the package leaflet is judged acceptable by the CHMP.

2.7. Benefit/risk assessment and recommendation
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Overall conclusion and Benefit/risk assessment

The application contains adequate quality data. No new nonclinical data have been presented but an
acceptable summary of the pharmacology, pharmacokinetics and toxicology of lamivudine and
zidovudine has been provided. This is considered acceptable. From a clinical perspective, an
appropriate summary of publicly available information regarding the pharmacokinetic and
pharmacodynamics properties as well as the clinical efficacy and safety profile of lamivudine and
zidovudine for the treatment of HIV infection has been presented.

The pivotal basis of this application is a bioequivalence study conducted with a single dose in fasting

state against a reference product. The overall study design as well as the bioanalytical methodsywas
acceptable for this purpose. Based on the statistical analysis of the obtained pharmacokinetic %

bioequivalence between the test and the reference product can be concluded as the 90% co@ence
intervals of the relative mean plasma lamivudine/zidovudine AUCy.y, AUCq.ins and Cpax cfr\ est to
h

reference product were within the 80-125% range. Since the applicable criteria rela e
manufacturing of the product as well as the pharmacokinetic properties are fulfilled} bioequivalence
can be considered demonstrated. \

A benefit/risk ratio comparable to the reference product can therefore be@@ded.

The CHMP, having considered the data submitted in the application aﬁav ilable on the chosen
reference medicinal product, is of the opinion that no additional ris| inNimisation activities are
required beyond those included in the product information.

\0@

Based on the CHMP review of available data, the considered that the benefit/risk ratio of
Lamivudine/Zidovudine Teva as an antiretrovigal cdmbination therapy for the treatment of Human
Immunodeficiency Virus (HIV) is favourablefa herefore recommended the granting of the marketing

authorisation. 0
@b
\Q

N
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