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I. INTRODUCTION 
 

Based on the review of the quality, safety and efficacy data, the Member States have granted a 

marketing authorisation for Olmesartan/Amlodipine/Hydrochlorothiazide Accord 20 mg/5 

mg/12.5 mg, 40 mg/5 mg/12.5 mg, 40 mg/10 mg/12.5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/25 

mg film-coated tablets, from Accord Healthcare S.L.U. and for 

Olmesartan/Amlodipine/Hydrochlorothiazide Edest 20 mg/5 mg/12.5 mg, 40 mg/5 mg/12.5 

mg, 40 mg/10 mg/12.5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/25 mg film-coated tablets, from 

Intas Third Party Sales 2005, S.L. 

The product is indicated in the treatment of essential hypertension, 

Add-on therapy 

{Olmesartan Medoxomil/Amlodipine besilate/Hydrochlorothiazide film-coated tablets} is 

indicated in adult patients whose blood pressure is not adequately controlled on the combination 

of olmesartan medoxomil and amlodipine taken as dual-component formulation. 

Substitution therapy 

{Olmesartan Medoxomil/Amlodipine besilate/Hydrochlorothiazide film-coated tablets} is 

indicated as substitution therapy in adult patients whose blood pressure is adequately controlled 

on the combination of olmesartan medoxomil, amlodipine and hydrochlorothiazide, taken as a 

dual-component (olmesartan medoxomil and amlodipine or olmesartan medoxomil and 

hydrochlorothiazide) and a single-component formulation (hydrochlorothiazide or amlodipine). 

 

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 

  
 

 

II. QUALITY ASPECTS 
 

 

II.1 Introduction 

 
The finished product is presented as film-coated tablets, the description of the different strengths 
are indicated below:  

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 20/5/12.5 mg 

Off white to peach, round, bevel-edged, film-coated tablets debossed with “OC1” on one side 

and plain on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/5/12.5 mg 

Light yellow, round, bevel-edged, film-coated tablets debossed with “OC2” on one side and 

plain on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/5/25 mg 

Light yellow, oval, bevel-edged, film-coated tablets debossed with “OC3” on one side and plain 

on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/10/12.5 mg 

Brick red, round, bevel-edged, film-coated tablets debossed with “OC4” on one side and plain 

on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/10/25 mg 
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Brick red, oval, bevel-edged, film-coated tablets debossed with “OC5” on one side and plain 

on other side. 
 

The maximum daily dose 40 mg/10 mg/ 25 mg (Olmesartan/ Amlodipine/Hydrochlorothiazide) 
Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide tablets are packed in Alu-Alu 
blisters.  

 

 

II.2 Drug Substance 

 

Olmesartan medoxomil 

The quality of the active ingredient Olmesartan medoxomil is supported by CEP. Copies of the 

most current CEPs are included in the dossier.  

 

Amlodipine Besilate 

The quality of the active ingredient Amlodipine Besilat is supported by CEP. Copies of the 

most current CEPs are included in the dossier.  

 

Hydrochlorothiazide 

The quality of the active ingredient Hydrochlorothiazide is supported by CEP. Copies of the 

most current CEPs are included in the dossier. 

 

II.3 Medicinal Product 
 

Description of the product  

The finished product is presented as film-coated tablets, the description of the different 

strengths are indicated below:  

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 20/5/12.5 mg 

Off white to peach, round, bevel-edged, film-coated tablets debossed with “OC1” on one side 

and plain on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/5/12.5 mg 

Light yellow, round, bevel-edged, film-coated tablets debossed with “OC2” on one side and 

plain on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/5/25 mg 

Light yellow, oval, bevel-edged, film-coated tablets debossed with “OC3” on one side and plain 

on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/10/12.5 mg 

Brick red, round, bevel-edged, film-coated tablets debossed with “OC4” on one side and plain 

on other side. 

Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide film-coated tablets 40/10/25 mg 

Brick red, oval, bevel-edged, film-coated tablets debossed with “OC5” on one side and plain 

on other side. 

All the components of the product are included in the composition table. Excipients are listed 

specifying their common name, the quantity present, their function and a reference to a relevant 

standard.  
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Olmesartan medoxomil/Amlodipine/Hydrochlorothiazide tablets are packed in Alu-Alu 

blisters and/or PPCP (Polypropylen Co-Polymer) containers.  

 

Pharmaceutical Development   

The development of the product has been described, the choice of excipients is justified and 

their functions explained.  

The physicochemical characteristics of the active substance that may affect the pharmaceutical 

form are identified and their control strategy is justified.  

 

Manufacture of the product  

The manufacturing process is fully described and in-process controls are appropriate 
considering the nature of the product and the manufacturing process. The industrial batch size 
is well-defined.  

Sufficient validation data are provided.   

 

Excipients  

Excipients used are well known and of appropriate quality. 

None of the excipients is of animal origin, except lactose monohydrate. Lactose monohydrate 

of animal origin is used in the formulation. It is confirmed by the manufacturer that the Lactose 

monohydrate is prepared without the use of other ruminant material than milk and calf rennet. 

Milk is sourced from healthy animals in the same conditions as milk collected for human 

consumption in accordance with the EU food hygiene regulations. 

 

Product specification, analytical procedures, batch analysis  

The finished product specifications are adequate to control the finished product. Provided 

description and validation data for the analytical methods are adequate. Batch analysis data 

have been submitted and the results show that the finished product meets the proposed release 

specification.  

 

Container closure system  

The finished product is packed packed in Alu-Alu blisters and/or PPCP containers (bulk 

storage/ transportation pack), The choice of the container closure system is justified considering 

the nature of the finished product. Compliance with the relevant requirements and/or 

regulations is confirmed.  

 

Stability  

Stability studies have been performed in accordance with current guidelines. The proposed 

protocol is considered adequate. The packaging material is the same as that intended for 

marketing. Proposed shelf-life and storage conditions are properly established.  

  

Shelf-life: 3 years.   

Storage conditions: This medicinal product does not require any special storage conditions. 
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III. NON-CLINICAL ASPECTS 
 

 

III.1 Critical evaluation of the Non-Clinical Overview  

 

Pharmacodynamic, pharmacokinetic and toxicological properties of olmesartan, amlodipine 

and hydrochlorothiazide are well known. As olmesartan, amlodipine and hydrochlorothiazide 

are widely used, well-known actives substances, the applicant has not provided additional 

studies, and further studies are not required. Overview based on literature review is, thus, 

appropriate. 

 

III.2 Environmental Risk Assessment (ERA) 
 

Since Olmesartan/Amlodipine/Hydrochlorothiazide Accord/Edest 20 mg/5 mg/12.5 mg, 40 

mg/5 mg/12.5 mg, 40 mg/10 mg/12.5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/25 mg film-coated 

tablets is a generic product, it will not lead to an increased exposure to the environment. 

Therefore, additional ERA studies are not deemed necessary. 
 

 

 

IV. CLINICAL ASPECTS 
 

IV.1 Introduction 
 

Olmesartan/amlodipine/hydrochlorothiazide is a well-known combination of substances with 

established efficacy and safety. A clinical overview has been provided, which is based on 

scientific literature. The clinical overview justifies that there no need to generate additional 

clinical data.  

 

For this generic application of an immediate release formulation, the MAH has submitted four 

bioequivalence studies concerning the following strengths: 40 mg/5 mg/12.5 mg, 40 mg/10 

mg/12.5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/25 mg, according to the Guideline on the 

investigation of bioequivalence, which are discussed below.  
 

 

IV.2 Pharmacokinetics 

 

Biowaiver 

This application concerns five strengths, i.e., 20 mg/5 mg/12.5 mg, 40 mg/5 mg/12.5 mg, 40 

mg/10 mg/12.5 mg, 40 mg/5 mg/25 mg and 40 mg/10 mg/25 mg film-coated tablets, and the 

bioequivalence studies have been carried out with the 40 mg/5 mg/12.5 mg, 40 mg/10 mg/12.5 

mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/25 mg strengths. 

 

The criteria according to the Guideline on the Investigation of Bioequivalence for waiving the 

20/5/12.5 mg strength are fulfilled as: 

- The five strengths are manufactured with the same process. 

- The qualitative composition of all the strengths is the same.  

- The composition of the strengths is quantitatively proportional.  
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- Appropriate dissolution profiles between the different strengths have confirmed to be 

similar. 

 

 

Bioequivalence studies 

 

 

Study code 785-15 

 

GCP compliance 

The studies were conducted in accordance with Good Clinical Practice (GCP) standards. 

Monitoring reports and certificates of audits carried out by the Quality Assurance Unit are 

presented. The sites have been previously inspected by EU regulatory authorities. 

 

 

Clinical and analytical facilities  
Lambda Therapeutic Research Ltd. Lambda House, Plot No. 38, Survey No. 388, Near Silver 

Oak Club, S. G. Highway, Gota, Ahmedabad-38248 1, Gujarat, India. 

 

 

Design 

A randomised, single-dose, two-treatment, two-period, two sequence, crossover bioequivalence 

study was carried out under fasted conditions in 55 healthy male subjects, aged 22– 38 years. 

Each subject received a single dose (40/10/12.5 mg tablet) of one of the two active substance 

formulations. The tablet was orally administered with 240 ml water after an overnight fast of at 

least ten hours. There were two dosing periods, separated by a washout period of 24 days. 

 

 

Analytical and statistical methods 

The analytical method has been adequately validated and is considered acceptable for analysis 

of the plasma samples.  

The 90% confidence interval (90% CI) of the ratio of the test formulation to the reference 

formulation for the log-transformed values of Cmax and AUC was calculated using an ANOVA 

model. This model included the covariates sequence, period, formulation and subject nested to 

sequence. Bioequivalence was defined when the 90% CI of the ratios (test/reference) for Cmax 

and AUC was in the range 80.00 -125.00%. 

The methods used in this study for the pharmacokinetic calculations and statistical evaluation 

are considered acceptable. 

 

 

Results 

55 subjects were included in the study. 55 subjects were treated; 53 subjects completed the 

study and 53 were used in the statistical analysis according to the protocol. 

The inclusion and exclusion criteria are considered acceptable for a bioequivalence study. 

 

 

 

Descriptive statistics 

 

Olmesartan 
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Hydrochlorothiazide 

 
 

S-Amlodipine 

 
 

 

R-Amlodipine 
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Bioequivalence evaluation  

 

Olmesartan 

 
 

 

Hydrochlorothiazide 

 
 

 

 

 

 

 

S-Amlodipine 
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R-Amlodipine 

 
 

Based on the submitted bioequivalence study, Olmesartan/Hydrochlorothiazide /Amlodipine 

40 mg/10 mg/12.5 mg film-coated tablets, when compared with the Reference Product Sevikar 

HCT® 40 mg/10 mg/12.5 mg film-coated tablets in fasting condition seems to meet the 

bioequivalence criteria with respect to the Cmax and AUC. 

 

Study code 0965-18 

 

GCP compliance 

The studies were conducted in accordance with Good Clinical Practice (GCP) standards. 

Monitoring reports and certificates of audits carried out by the Quality Assurance Unit are 

presented. The sites have been previously inspected by EU regulatory authorities. 

 

Clinical and analytical facilities 

Lambda Therapeutic Research Ltd. Lambda House, Plot No. 38, Survey No. 388, Near Silver 

Oak Club, S. G. Highway, Gota, Ahmedabad-38248 1, Gujarat, India. 

 

Design. 

A randomised, single-dose, two-treatment, two-period, two sequence, crossover bioequivalence 

study was carried out under fasted conditions in 56 healthy male subjects, aged 25 – 36 years. 

Each subject received a single dose (40/10/25 mg tablet) of one of the two active substance 

formulations. The tablet was orally administered with 240 ml water after an overnight fast of at 

least ten hours. There were two dosing periods, separated by a washout period of 22 days. 
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Analytical and statistical methods 

The analytical method has been adequately validated and is considered acceptable for analysis 

of the plasma samples.  

The 90% confidence interval (90% CI) of the ratio of the test formulation to the reference 

formulation for the log-transformed values of Cmax and AUC was calculated using an ANOVA 

model. This model included the covariates sequence, period, formulation and subject nested to 

sequence. Bioequivalence was defined when the 90% CI of the ratios (test/reference) for Cmax 

and AUC was in the range 80.00 -125.00%. 

The methods used in this study for the pharmacokinetic calculations and statistical evaluation 

are considered acceptable. 

 

Results 

56 subjects were dosed and 52 subjects completed the study and used in the statistical analysis 

according to the protocol. 

The inclusion and exclusion criteria are considered acceptable for a bioequivalence study. 

 

Descriptive statistics 

 

Olmesartan 
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Hydrochlorothiazide 

 
 

 

S-Amlodipine 

 

 
 

 

R-Amlodipine 
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Bioequivalence evaluation  

 

Olmesartan 

 

 
 

 

Hydrochlorothiazide 

 

 
 

 

S-Amlodipine 
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R-Amlodipine 

 

 
 

 

Based on the submitted bioequivalence study, Olmesartan/Hydrochlorothiazide /Amlodipine 

40 mg/10 mg/25 mg film-coated tablets, when compared with the Reference Product Sevikar 

HCT® 40 mg/10 mg/25 mg film-coated tablets in fasting condition seems to meet the 

bioequivalence criteria with respect to the Cmax and AUC. 

 

 

Study code 0966-18 

 

GCP compliance 

 

The studies were conducted in accordance with Good Clinical Practice (GCP) standards. 

Monitoring reports and certificates of audits carried out by the Quality Assurance Unit are 

presented. The sites have been previously inspected by EU regulatory authorities. 

 

Clinical and analytical facilities 

 

Lambda Therapeutic Research Ltd. Lambda House, Plot No. 38, Survey No. 388, Near Silver 

Oak Club, S. G. Highway, Gota, Ahmedabad-38248 1, Gujarat, India. 

 

Design. 

 

A randomised, single-dose, two-treatment, two-period, two sequence, crossover bioequivalence 

study was carried out under fasted conditions in 56 healthy male subjects, aged 25 – 36 years. 

Each subject received a single dose (40/5/12.5 mg tablet) of one of the two active substance 

formulations. The tablet was orally administered with 240 ml water after an overnight fast of at 

least ten hours. There were two dosing periods, separated by a washout period of 22 days. 

 

Analytical and statistical methods 

 

The analytical method has been adequately validated and is considered acceptable for analysis 

of the plasma samples.  

The 90% confidence interval (90% CI) of the ratio of the test formulation to the reference 

formulation for the log-transformed values of Cmax and AUC was calculated using an ANOVA 

model. This model included the covariates sequence, period, formulation and subject nested to 

sequence. Bioequivalence was defined when the 90% CI of the ratios (test/reference) for Cmax 

and AUC was in the range 80.00 -125.00%. 

The methods used in this study for the pharmacokinetic calculations and statistical evaluation 

are considered acceptable. 
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Results 

 

56 subjects were dosed and 44 subjects completed the study and used in the statistical analysis 

according to the protocol. 

The inclusion and exclusion criteria are considered acceptable for a bioequivalence study. 

 

 

Descriptive statistics 

 

Olmesartan 

 

 
 

 

Hydrochlorothiazide 
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S-Amlodipine 

 

 
 

 

R-Amlodipine 

 

 
 

 

Bioequivalence evaluation  

 

Olmesartan 
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Hydrochlorothiazide 

 

 
 

S-Amlodipine 

 

 
 

 

R-Amlodipine 

 

 
 

 

Based on the submitted bioequivalence study, Olmesartan/Hydrochlorothiazide /Amlodipine 

40 mg/5 mg/12.5 mg film-coated tablets, when compared with the Reference Product Sevikar 

HCT® 40 mg/5 mg/12.5 mg film-coated tablets in fasting condition seems to meet the 

bioequivalence criteria with respect to the Cmax and AUC. 

 

 

Study code 1035-16 

 

GCP compliance 

The studies were conducted in accordance with Good Clinical Practice (GCP) standards. 

Monitoring reports and certificates of audits carried out by the Quality Assurance Unit are 

presented. The sites have been previously inspected by EU regulatory authorities. 

 

Clinical and analytical facilities 

Lambda Therapeutic Research Ltd. Lambda House, Plot No. 38, Survey No. 388, Near Silver 

Oak Club, S. G. Highway, Gota, Ahmedabad-38248 1, Gujarat, India. 
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Design 

A randomised, single-dose, two-treatment, two-period, two sequence, crossover bioequivalence 

study was carried out under fasted conditions in 55 healthy male subjects, aged 25 – 42 years. 

Each subject received a single dose (40/5/25 mg tablet) of one of the two active substance 

formulations. The tablet was orally administered with 240 ml water after an overnight fast of at 

least ten hours. There were two dosing periods, separated by a washout period of 21 days. 

 

Analytical and statistical methods 

The analytical method has been adequately validated and is considered acceptable for analysis 

of the plasma samples.  

The 90% confidence interval (90% CI) of the ratio of the test formulation to the reference 

formulation for the log-transformed values of Cmax and AUC was calculated using an ANOVA 

model. This model included the covariates sequence, period, formulation and subject nested to 

sequence. Bioequivalence was defined when the 90% CI of the ratios (test/reference) for Cmax 

and AUC was in the range 80.00 -125.00%. 

The methods used in this study for the pharmacokinetic calculations and statistical evaluation 

are considered acceptable. 

 

Results 

55 subjects were included in the study into two groups. 55 subjects were treated; 48 subjects 

completed the study and used in the statistical analysis according to the protocol. 

No group*formulation interaction was observed. 

The inclusion and exclusion criteria are considered acceptable for a bioequivalence study. 

 

Descriptive statistics 

 

Olmesartan 
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Hydrochlorothiazide 

 

 
 

 

S-Amlodipine 

 

 
 

 

R-Amlodipine 

 

 
 

 

Bioequivalence evaluation  
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Olmesartan 

 

 
 

 

Hydrochlorothiazide 

 

 
 

 

S-Amlodipine 

 

 
 

 

R-Amlodipine 

 

 
 



PAR Scientific discussion         

 20/21    

 

Based on the submitted bioequivalence study, Olmesartan/Hydrochlorothiazide /Amlodipine 

40 mg/5 mg/25 mg film-coated tablets, when compared with the Reference Product Sevikar 

HCT® 40 mg/5 mg/25 mg film-coated tablets in fasting condition seems to meet the 

bioequivalence criteria with respect to the Cmax and AUC. 

 

 

Conclusion on bioequivalence studies: 

Based on the submitted bioequivalence studies Olmesartan/amlodipine/hydrochlorothiazide is 

considered bioequivalent with Sevikar. 

 

The results of studies 785-15, 0965-18, 0966-18 and 1035-16 with the 40/10/12.5 mg, 40/10/25, 

40/5/12.5 mg and 40/5/25 mg formulation respectively can be extrapolated to the other strength 

20/5/12.5 mg, according to conditions in Guideline on the Investigation of Bioequivalence 

CPMP/EWP/QWP/1401/98 Rev. 1/Corr*, section 4.1.6.  

 

 

IV.3 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 

Olmesartan/Amlodipine/ Hydrochlorothiazide Edest 20 mg/5 mg/12.5 mg, 40 mg/5 mg/12.5 

mg, 40 mg/10 mg/12.5 mg, 40 mg/5 mg/25 mg, 40 mg/10 mg/25 mg film-coated tablets. 

 

The summary of safety concerns proposed are the following: 

 

Important identified risks None 

Important potential risks None 

Missing information  None 

 

There are neither proposed additional pharmacovigilance activities nor proposed additional risk 

minimisation measures planned for olmesartan-amlodipine-hydrochlorothiazide.  

 

 

IV.4 Discussion on the clinical aspects 
 

For generic applications please refer to section IV.2.  

 

 
 

V. USER CONSULTATION 
 

A user consultation with target patient groups on the package information leaflet (PIL) has been 

performed on the basis of a bridging report making reference to Sevikar HCT 20 mg/5 mg/12.5 

mg, 40 mg/5 mg/12.5 mg, 40 mg/10 mg/12.5 mg, 40 mg/5 mg/25 

mg, 40 mg/10 mg/25 mg, film-coated tablets (used as a basis for bridging “key safety 

messages”), and Solifenacin succinate 5/10mg film-coated tablets (used as a basis for bridging 

“Design/layout”). The bridging report submitted by the applicant has been found acceptable. 
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Based on the above justification the daughter PIL is considered comparable with the parent 

PILs and assessed as readable in compliance with Articles 59(3) and 61(1) of Directive 

2001/83/EC as amended.  
 

 

 

 

VI. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND 

RECOMMENDATION 
 

The quality of the generic product Olmesartan/Amlodipine/Hydrochlorothiazide Accord/Edest 

is found adequate. There are no objections to the approval of 

Olmesartan/Amlodipine/Hydrochlorothiazide Accord/Edest from a non-clinical and clinical 

point of view. Bioequivalence between the test and reference product has been adequately 

demonstrated. The product information is acceptable. The benefit/risk is considered positive, 

and the application is therefore recommended for approval. 

 

The results of the study (ies) with the <xxxx mg> strength (s) can be extrapolated to the <xxxx 

mg> strength (s), according to conditions in Guideline on the Investigation of Bioequivalence 

CPMP/EWP/QWP/1401/98 Rev. 1/Corr*, section 4.1.6. 
 


