
 

 

 

 

 

 

Hinnangu kokkuvõte 

 

01.09.2020 anti müügiluba Auxilia Pharma OÜ ravimile Abacavir/Lamivudine Auxilia 600 mg/300 mg 
õhukese polümeerikattega tabletid. 

Müügiluba taotleti detsentraalse protseduuri kaudu, kus viidatavaks riigiks oli Eesti. 

 

Tegemist on retseptiravimiga.  

Abacavir/Lamivudine Auxilia’t kasutatakse HIV (inimese immuunpuudulikkuse viirus) infektsiooni 
raviks täiskasvanutel, noorukitel ja lastel kehakaaluga vähemalt 25 kg. 

Abacavir/Lamivudine Auxilia sisaldab kahte toimeainet, mida kasutatakse HIV infektsiooni raviks: 
abakaviir ja lamivudiin. Need kuuluvad retroviirusvastaste ravimite rühma, mida nimetatakse 
nukleosiid-pöördtranskriptaasi inhibiitoriteks (NRTId). 

Abacavir/Lamivudine Auxilia ei ravi HIV infektsioonist täielikult terveks, vaid vähendab viiruse hulka 
organismis ja hoiab seda madalal tasemel. Ravim suurendab ka CD4 rakkude arvu teie veres. CD4 
rakud on teatud tüüpi valgeverelibled, millel on tähtis roll infektsiooni vastu võitlemisel. 

Kõik inimesed ei reageeri ravile Abacavir/Lamivudine Auxilia’ga ühtemoodi. Teie arst jälgib teie ravi 
tõhusust. 

Ravimile anti müügiluba, kuna Abacavir/Lamivudine Auxilia kasutamisest oodatav kasu ületab 
võimalikud riskid. 

Avaliku hinnanguaruande on koostanud viidatav riik ja see on leitav protseduuri numbri 
EE/H/296/001/DC 

järgi Euroopa ravimiametite juhtide kodulehelt: 

http://mri.medagencies.org/Human/Product/AdvancedSearch 

ja järgnevatelt lehekülgedelt. 

http://mri.medagencies.org/Human/Product/AdvancedSearch
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This module reflects the scientific discussion for the approval of Abacavir/Lamivudine Auxilia. 
The procedure was finalised at 19.06.2020.  For information on changes after this date please 
refer to the module ‘Update’. 



PAR Scientific discussion          3/7
    

  
I. INTRODUCTION 
 
 
Based on the review of the quality, safety and efficacy data, the Member States have granted a 
marketing authorisation for Abacavir/Lamivudine Auxilia, Film-coated tablet 600mg / 
300mg, from Auxilia Pharma OÜ.  
The product is indicated for: the treatment of antiretroviral combination therapy for the 
treatment of Human Immunodeficiency Virus (HIV) infection in adults, adolescents and 
children weighing at least 25 kg. 
 
A comprehensive description of the indications and posology is given in the SmPC. 
 
The marketing authorisation has been granted pursuant to Article 10(1) of Directive 
2001/83/EC. 
The reference medicinal product is Kivexa 600 mg/300 mg film-coated tablets, approved via 
centralised procedure on 17 December 2004, MA number: EU/1/04/298, MA holder: ViiV 
Healthcare BV. 
 
II. QUALITY ASPECTS 
 
 

II.1 Introduction 
The proposed formulation is for immediate release, fixed dose combination film-coated 
tablets containing 600mg / 300mg of abacavir and lamivudine. 
The tablets are orange modified capsule shaped, biconvex film-coated tablets de-bossed with 
'H' on one side and 'A1' on other side. Tablet size: 20.6 mm x 9.1 mm. 
 
The tablets are packed in Alu/Alu blister, PVC/PVDC/Alu blister or HDPE container. 
 
The excipients used are well known and of pharmacopoeial quality. 
Tablet Core contains: microcrystalline cellulose, sodium starch glycolate, magnesium 
stearate, silica colloidal anhydrous. 
Tablet coating Opadry Orange YS-1-13065-A contains: hypromellose, titanium dioxide, 
macrogol 40, sunset yellow FCF aluminium lake (E110), polysorbate 80. 
 
The RMS has been assured that acceptable standards of GMP (see Directive 2003/94/EC) are 
in place for this product type at all sites responsible for the manufacturing of the active 
substance as well as for the manufacturing and assembly of this product prior to granting its 
national authorisation. 
 

II.2 Drug Substance 
The drug product contains known substances abacavir and lamivudine as active ingredients. 
Abacavir and lamivudine are NRTIs, and are potent selective inhibitors of HIV- 1 and HIV-2 
(LAV2 and EHO) replication. Both abacavir and lamivudine are metabolised sequentially by 
intracellular kinases to the respective 5'-triphosphate (TP) which are the active moieties. 
Lamivudine-TP and carbovir-TP (the active triphosphate form of abacavir) are substrates for 
and competitive inhibitors of HIV reverse transcriptase (RT). However, their main antiviral 
activity is through incorporation of the monophosphate form into the viral DNA chain, 
resulting in chain termination. Abacavir and lamivudine triphosphates show significantly less 
affinity for host cell DNA polymerases. 
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Monographs for abacavir and lamivudine are published in the current Ph. Eur. and both APIs 
have a valid Certificates of Suitability. 
The specifications are in line with the current scientific requirements. The adequate quality of 
the active substances has been demonstrated by submitting the appropriate control data. The 
stability of active substances has been tested under ICH conditions. Suitability of the 
container closure system has been demonstrated in stability studies. The results of the stability 
studies support the established retest period. 
 

II.3 Medicinal Product 
 
Discussion regarding the product development can be considered satisfactory. The choice of 
excipients is justified and their functions explained. The active ingredient and excipients used 
are well known and of pharmacopoeial quality. EDQM certificates of suitability are given for 
the active substances. 
The manufacturing process is common for tablet formulations. Wet granulation method is 
used for current application. The in-process control methods with requirement limits have 
been adequately presented. Specifications for intermediates have been presented and are 
acceptable. 
Validation of the process has been performed with two commercial scale batches, which is 
sufficient for a standard manufacturing process. 
The product specifications cover appropriate parameters for this dosage form. Batch analysis 
data on three commercial scale batches have been presented. The batch analysis results show 
that the finished product meets the proposed specifications. 
The stability data to date is adequate to support the proposed shelf life of 24 months with no 
additional storage requirements when packed in Blister (Alu/Alu) or HDPE Container or 
“store below 30°C” when packed in PVC/PVDC blister.  
 
 
III. NON-CLINICAL ASPECTS 
 
Pharmacodynamic, pharmacokinetic and toxicological properties of abacavir and lamivudine 
are well known. As abacavir and lamivudine are widely used, well-known active substances, 
the applicant has not provided additional studies and further studies are not required. 
Overview based on literature review is, thus, appropriate. 
The non-clinical overview on the pre-clinical pharmacology, pharmacokinetics and 
toxicology is adequate. 
 

III.1 Ecotoxicity/environmental risk assessment (ERA) 
 
Since Abacavir/Lamivudine Auxilia is intended for generic substitution, this will not lead to 
an increased exposure to the environment. An environmental risk assessment is therefore not 
deemed necessary. 
 
IV. CLINICAL ASPECTS 
 

IV.1 Introduction 
 
No specific clinical studies, apart from the bioequivalence studies, have been performed, as 
the application is submitted in accordance with Article 10(1) of Directive 2001/83/EEC as 
amended. 
The clinical overview presents a satisfactory overview of clinical pharmacology, efficacy and 
safety.  
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The clinical overview is adequate. 
 

IV.2 Pharmacokinetics 
 
Bioequivalence study 
In general, based on the presented bioequivalence study abacavir/lamivudine 600/300 mg 
film-coated tablets by Auxilia Pharma OÜ, Estonia, is considered bioequivalent with the 
reference product Kivexa 600mg/300mg film-coated tablets by ViiV Healthcare UK Ltd., 
UK.   
 

IV.3 Pharmacodynamics 
 
No new data were presented. 
 

IV.4 Risk Management Plan 
 
The MAH has submitted a risk management plan, in accordance with the requirements of 
Directive 2001/83/EC as amended, describing the pharmacovigilance activities and 
interventions designed to identify, characterise, prevent or minimise risks relating to 
Abacavir/Lamivudine 600 mg/300 mg film-coated tablet. 
 
- Summary table of safety concerns as approved in RMP 
Important identified risks ABC Hypersensitivity Reaction (HSR) (including risk of 

reduced clinical vigilance for ABC HSR following HLAB* 
5701 screening) 

Important potential risks Use in subjects with moderate/severe hepatic impairment 
Ischaemic cardiac events 
Long term risk of carcinogenicity and long-term exposure 
to NRTIs 
Use in pregnancy 
Possible interaction of ABC/3TC with tenofovir disoproxil 
fumarate 
Risk of shorter time to virological failure 

Missing information None 
 
- Summary of Safety Concerns and Planned Risk Minimisation Activities as approved in 
RMP 
 
Safety Concern Routine Risk Minimisation 

Measures 
Additional Risk 
Minimisation Measures 

Important Identified Risks 

ABC Hypersensitivity 
Reaction (HSR) (including 
risk of reduced clinical 
vigilance for ABC HSR 
following HLAB* 5701 
screening) 

Section 4.1, 4.3, 4.4 and 4.8 
of proposed SmPC and 
corresponding section of PIL 
has information on this safety 
concern.  
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

The patient alert card for 
ABC hypersensitivity reaction 
(including individuals with 
HLA-B*-5701 positive) is 
part of the labelling and it will 
be in the package. ABC HSR 
education materials for 
doctors available as a slide set 
with the same information 
available from a CA website. 
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Safety Concern Routine Risk Minimisation 
Measures 

Additional Risk 
Minimisation Measures 

Important Potential Risks 
Use in subjects with 
moderate/severe hepatic 
impairment 

Section 4.4 and4.8 of 
proposed SmPC and 
corresponding section of PIL 
has information on this safety 
concern. 
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

None Proposed 

Ischaemic cardiac events Section 4.4 and 4.8 of 
proposed SmPC and 
corresponding section of PIL 
has information on this safety 
concern. 
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

 None Proposed 

Long term risk of 
carcinogenicity and long-term 
exposure to NRTIs 

Section 4.4 and 4.5 of 
proposed SmPC and 
corresponding section of PIL 
have information on this 
safety concern. 
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

None Proposed 

Use in pregnancy Section 4.4 and 4.5 of 
proposed SmPC and 
corresponding section of PIL 
have information on this 
safety concern. 
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

None Proposed 

Possible interaction of 
ABC/3TC with tenofovir 
disoproxil fumarate 

Section 4.4 and 5.3 of 
proposed SmPC and 
corresponding section of PIL 
have information on this 
safety concern. 
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

None Proposed 

Risk of shorter time to 
virological failure 

Section 4.4, 4.6 and 5.3of 
proposed SmPC and 
corresponding section of PIL 

None Proposed 
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Safety Concern Routine Risk Minimisation 
Measures 

Additional Risk 
Minimisation Measures 

has information on this safety 
concern. 
Other routine risk 
minimisation measures 
including the prescription 
only status of the product. 

 
IV.5 Discussion on the clinical aspects 

 
The application contains an adequate review of published clinical data and the bioequivalence 
has been shown. 
 
 
V. USER CONSULTATION 
 
A user consultation with target patient groups on the package information leaflet (PIL) has 
been performed on the basis of a double bridging report making reference to Levetiracetam 
Hetero 750 mg film-coated tablets and parent PIL for textual content was Kivexa 600 mg/300 
mg film-coated tablets. The bridging report submitted by the applicant has been found 
acceptable. 
 
 
VI. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND 

RECOMMENDATION 
 
The risk/benefit ratio is considered positive and the application for Abacavir/Lamivudine 
Auxilia Film-coated tablet 600mg / 300mg has been recommended for approval. 
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