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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 Komprevo 2.5 mg/850 mg film-coated tablets and Komprevo 

2.5 mg/1 000 mg film-coated tablets, from Egis Gyogyszergyar Zrt., Hungary.  

 

The product is indicated for adults with type 2 diabetes mellitus as an adjunct to diet and 

exercise to improve glycaemic control: 

• in patients inadequately controlled on their maximally tolerated dose of metformin alone; 

• in combination with other medicinal products for the treatment of diabetes, including 

insulin, in patients inadequately controlled with metformin and these medicinal 

products; 

• in patients already being treated with the combination of linagliptin and metformin 

as separate tablets. 

 

A comprehensive description of the indications and posology is given in the SmPC. 

 

This decentralised procedure concerns a generic application claiming essential similarity with 

the innovator product Jentadueto 2.5 mg/850 mg film-coated tablets and Jentadueto 

2.5 mg/1 000 mg film-coated tablets authorized by Boehringer Ingelheim International 

GmbH, Germany (EU/1/12/780) since July of 2012 via centralised procedure. 

 

The concerned member states (CMS) involved in this procedure were Bulgaria, Czechia, 

Hungary, Poland, Romania and Slovakia. 

 

The marketing authorisation has been granted pursuant to Article 10 (1) (generic application) 

of Directive 2001/83/EC. 

 

 

II. QUALITY ASPECTS 
 

II.1 Introduction 

 
The proposed formulation is an immediate release film-coated tablets containing 2.5 mg 
linagliptin and 850 mg or 1 000 mg metformin hydrochloride as active substances. 
 
Komprevo 2.5 mg/850 mg film-coated tablets are light orange, oblong, biconvex, film-coated 
tablets 7.15 ± 0.2 mm in thickness, 19.0 ± 0.3 mm in length, 8.8 mm ± 0.3 mm in width. 

 
Komprevo 2.5 mg/1 000 mg film-coated tablets are light pink, oblong, biconvex, film-coated 
tablets 7.05 ± 0.2 mm in thickness, 21.0 ± 0.3 mm in length, 9.7 mm ± 0.3 mm in width. 

 

The excipients are: 

Komprevo 2.5 mg/850 mg film-coated tablets 
Tablet core – arginine, maize starch, copovidone, colloidal anhydrous silica and magnesium 
stearate (E470b). 
Film coating – hypromellose 2910 (E464), titanium dioxide (E171), magnesium stearate 

(E470b), glycerol (E422), macrogol 6000 (E1521), iron oxide yellow (E172) and iron oxide 

red (E172). 
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Komprevo 2.5 mg/1 000 mg film-coated tablets 
Tablet core – arginine, maize starch, copovidone, colloidal anhydrous silica and magnesium 
stearate (E470b). 
Film coating – lactose monohydrate, hypromellose 2910 (E464), titanium dioxide (E171), triacetin, iron 

oxide yellow (E172) and iron oxide red (E172). 

 

The tablets are not dose proportional.  

 

Komprevo is packed in PA/Alu/PVC//Alu blisters in a box containing 60 film-coated tablets. 
 

II.2 Drug Substance 

 

Two drug substances are used: linagliptin and metformin hydrochloride. 

 

Linagliptin 

The drug substance linagliptin is not described in the current European Pharmacopeia. 

Therefore, for this drug substance the Active Substance Master File (ASMF) procedure is 

used. Linagliptin is a light yellow or yellow crystalline powder, soluble in dichloromethane 

and N,N-dimethyl formamide, slightly soluble in anhydrous ethanol and practically insoluble 

in water. 

 

Manufacturing process  

The manufacturing process for linagliptin involves a seven-step chemical synthesis followed 

by purification, drying, and milling. 

 

Quality control of drug substance  

The drug substance specification is considered adequate to control the quality of linagliptin 

and meets the requirements of relevant ICH guidelines (Q6A, Q3A, Q3C) and Ph. Eur. 

general monographs. The analytical procedures have been described. Batch analytical data 

demonstrating compliance with this specification have been provided. 

 

Stability of drug substance  

Acceptable stability data supporting the proposed re-test period of 5 years has been presented 

if stored in polythene bag placed in an aluminium tin. 

 

Metformin hydrochloride 

The drug substance metformin hydrochloride is an established drug substance which is 

described in the European Pharmacopeia. The drug substance is white or almost white 

crystals, freely soluble in water, slightly soluble in alcohol, practically insoluble in acetone 

and in methylene chloride. 

 

Current EDQM certificate of suitability (CEP) has been provided for the drug substance 

clarifying that the drug substance can be controlled adequately by the respective monograph 

of Ph. Eur. 

 

Manufacturing process  

The CEP has been submitted; therefore, no details on the manufacturing process have been 

included. 

 

Quality control of drug substance  

The drug substance specification is considered adequate to control the quality of metformin 

hydrochloride and meets the requirements of the monographs of the Ph. Eur. The analytical 



Komprevo 2.5 mg/850 mg and 2.5 mg/1 000 mg film-coated tablets  

PAR Scientific discussion         4/14 

   

procedures have been described. Batch analytical data demonstrating compliance with this 

specification have been provided. 

 

Stability of drug substance  

The stability of drug substance has been evaluated within the scope of the CEP procedure by 

the EDQM. The re-test period of metformin hydrochloride is 5 years if stored in double 

polyethylene bags, placed in polyethylene drums. 

 

II.3 Medicinal Product 

 

Pharmaceutical development  

The medicinal product is established pharmaceutical form and the development is adequately 

described in accordance with the relevant European guidelines. The choice of excipients is 

justified and their functions explained. The bioequivalence studies have been performed in 

support of this application, in which bioequivalence of the test product Komprevo 

2.5 mg/1 000 mg film-coated tablets and the reference product Jentadueto 2.5 mg/1 000 mg 

film-coated tablets were assessed. The biobatch was manufactured according to the finalized 

composition and manufacturing process. The QC dissolution method has been adequately 

established and the discriminatory behavior has been demonstrated. Comparative dissolution 

testing throughout physiological pH range has been successfully studied in support of the 

bioequivalence studies and the biowaiver for the 2.5 mg/850 mg strength. 

 

Manufacturing process  

The manufacturing process is wet granulation and involves main steps of granulation, 

compression, film-coating and packaging. Validation data provided indicates that the 

manufacturing process of Komprevo film-coated tablets is capable of producing the product 

in a consistent manner meeting all the desired parameters defined in the laid down 

specifications. 

 

Control of excipients  

The excipients are well known and commonly used in the composition of the tablets. 

Arginine, maize starch, copovidone, silica colloidal anhydrous and magnesium stearate 

comply with the requirements of the respective Ph. Eur. monographs current edition. Coloring 

agents comply with in-house specifications. All the excipients used in the formulation are free 

from the risk of TSE/BSE. Lactose monohydrate is sourced from healthy cows in the same 

conditions as milk collected for human consumption. Magnesium stearate is of vegetable 

origin. The presented information on the excipients is sufficient. 

 

Quality control of drug product  

The finished product specification is adequate to control the relevant parameters for the 

dosage form. The specification includes tests for description, uniformity of dosage units, 

identification of both drug substances and colorants, dissolution, related substances, ethanol 

content, assay and microbial purity. Limits in the specification have been justified and are 

considered appropriate for adequate quality control of the product. Satisfactory validation data 

for the analytical methods have been provided. Batch analytical data from the approved 

production site have been provided, demonstrating compliance with the specification. 

Adequate nitrosamines risk evaluation report has been provided. No risk for presence of 

nitrosamines in the drug product was identified. 
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Stability of drug product  

Stability data of the final drug product at long-term (25 °C and 30 °C) and accelerated (40 °C) 

storage conditions have been provided. The conditions used in the stability studies are 

according to the ICH stability guideline. The following parameters were investigated: 

description, assay of linagliptin and metformin, dissolution, related substances and 

microbiological purity. Photostability studies were performed in accordance with ICH 

recommendations and showed that the product is photostable. On the basis of the data 

submitted, a shelf life of 30 months with the storage statement “This medicinal product does 

not require any special storage conditions” has been granted for the lower strength. For the 

higher strength storage restriction “Do not store above 30 °C” has to be applied and the shelf 

life of 18 months has been confirmed.  

 

II.4 Discussion on chemical, pharmaceutical and biological aspects 
 

Based on the submitted dossier, the member states consider that Komprevo has a proven 

chemical-pharmaceutical quality. Sufficient controls have been laid down for the drug 

substance and finished medicinal product.  
 

 

III. NON-CLINICAL ASPECTS 
 

 

III.1 Introduction 

 

Pharmacodynamic, pharmacokinetic and toxicological properties of linagliptin/metformin are 

well known. As linagliptin/metformin is a widely used, well-known active substances, 

therefore the overview based on literature review. 

 

III.2 Pharmacology 

No new data have been submitted and none are required for this application. 

 

III.3 Pharmacokinetics 

No new data have been submitted and none are required for this application. 

 

III.4 Toxicology 

No new data have been submitted and none are required for this application. 

 

III.5 Ecotoxicity/environmental risk assessment (ERA) 

 

Environmental Risk Assessment (ERA) for both active substances, metformin and linagliptin, 

based on the reference medicinal product Jentadueto. For linagliptin, the log Kow 

(undissociated compound) was determined according to OECD 122 and was 1.7, indicating 

no bioaccumulation potential. The calculated PECsurface water was 0.025 μg/L, exceeding 

the Phase I trigger value of 0.01 μg/L and therefore triggering a Phase II assessment. The risk 

quotients (PEC/PNEC) were calculated for all relevant environmental compartments (surface 

water, sediment, groundwater and STP), and all RQ values were clearly below the respective 

trigger values (≤ 1 for aquatic/sediment compartments and ≤ 0.1 for STP), indicating no 

environmental risk. For metformin, the log Dow at pH 7.4 was reported as −1.1 (OECD 107), 

demonstrating no bioaccumulation potential. The PECsurface water was calculated as 7.8 

μg/L, exceeding the Phase I trigger value of 0.01 μg/L and triggering a Phase II assessment. 

The resulting PEC/PNEC ratios for surface water, groundwater, STP and sediment were all 

below the applicable trigger values (≤ 1 or ≤ 0.1 for STP), confirming that no unacceptable 
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environmental risk is expected. 

 

III.6 Discussion on the non-clinical aspects 

 

No new pharmacodynamic, pharmacokinetic and toxicology data have been submitted, and 

none are required for this application. Based on the refined exposure assessment and risk 

characterisation, the environmental impact of the medicinal product (Komprevo 2.5 mg/850 

mg and 2.5 mg/1 000 mg film-coated tablets) is considered negligible. 
 

 

IV. CLINICAL ASPECTS 
 

IV.1 Introduction 

 

Linagliptin and metformin are well-known active substances with established efficacy and 

tolerability. A clinical overview has been provided, which is based on scientific literature. The 

overview justifies why there is no need to generate additional clinical data. Therefore, the 

member states agreed that no further clinical studies are required.  

For this generic application, the MAH has submitted one bioequivalence study, which is 

discussed below. 

 

IV.2 Pharmacokinetics 

 

In case of generic applications: 

Biowaiver 

Assessment of justification for biowaiver 

The applicant has performed and submitted one bioequivalence study with the medicinal 

product Linagliptin/ Metformin hydrochloride 2.5 mg /1000 mg film-coated tablets. The 

performed BE study with the higher strength is acceptable. For the medicinal product of the 

lower strength the biowaiver is requested. 

 

Bioequivalence studies 

 

The applicant has provided the protocol of the bioequivalence (BE) study as well as the 

approval of Ethics committee. 

 

Test medicinal product - PREVAGLIP PLUS of Eva Pharma for Pharmaceuticals Industries 

Co. Egypt has been compared to the reference medicinal product Jentadueto® 2.5 mg / 

1000 mg of Boehringer Ingelheim International GmbH. 

 

The average bioequivalence of the products was to be concluded if the two-sided 90% CI for 

the test to reference ratio of the geometric means is within 80.00 – 125.00% for each of the 

Ln-transformed data of the following primary endpoints: for metformin: Cmax and AUC0–t; for 

linagliptin: Cmax and truncated AUC (AUC0–72 due to its long half-life) and if there are no 

safety concerns and both products are well tolerated by the study subjects. 

 

The results of the study: 

 

Linagliptin 

 

Summary of linagliptin pharmacokinetic parameters following single oral administration of 
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2.5 mg linagliptin/ 1000 mg metformin hydrochloride from the test and reference products are 

given in the following table: 

 

 
The 90% CIs of the ratios (test vs. reference) for the ln- transformed Cmax and AUC0-t of 

linagliptin are shown in the following table. The 90% CIs for the ratio of Cmax and AUC0-t met 

the predetermined criteria for bioequivalence described in the study protocol. 

 

 
 

Metformin 

 

Summary of metformin pharmacokinetic parameters following single oral administration of 

2.5 mg linagliptin/1000 mg metformin hydrochloride from the test and reference products are 

given in the following table: 

 

 
 

The 90% CIs of the ratios (test vs. reference) for the ln-transformed Cmax and AUC0 – t of 

metformin are shown in the following table. The 90% CIs for the ratio of Cmax and AUC0 – t met 

the predetermined criteria for bioequivalence described in the study protocol. 

 

 
 

Conclusion on bioequivalence studies: 
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Based on the submitted bioequivalence study PREVAGLIP PLUS (2.5 mg linagliptin/ 

1000 mg metformin hydrochloride) is considered bioequivalent with Jentadueto® 2.5 mg / 

1000 mg. 

 

The results of study BC-MELI-24/1085 with 2.5 mg/1000 mg formulation can be extrapolated 

to 2.5 mg/850 mg strength, according to conditions in Guideline on the Investigation of 

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

 

The justification for BCS (Biopharmaceutics Classification System) - based biowaiver can be 

accepted. 

 

IV.3 Pharmacodynamics 

 

No new data have been submitted. No data are required for this generic application. 

 

IV.4 Clinical efficacy 

 

To support the application, the applicant has submitted as report bioequivalence study. 

Provided that bioequivalence with the originator product is demonstrated, additional data is 

not necessary. 

 

IV.5 Clinical safety 

 

To support the application, the applicant has submitted as report bioequivalence study: 

- Both (test and reference) treatments were well tolerated.  

- No serious adverse events were reported. 

 

IV.6 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 

Komprevo 2.5 mg/850 mg and 2.5 mg/1000 mg film-coated tablets. 

 

- Summary table of safety concerns as approved in RMP 

Important identified risks None 

Important potential risks None 

Missing information None 

 

No routine or additional pharmacovigilance activities are in place for the medicinal product. 

 

IV.7 Discussion on the clinical aspects 
 

For this authorisation, reference is made to the clinical studies and experience with the 

innovator product Jentadueto. No new clinical studies were conducted. The MAH 

demonstrated through bioequivalence studies that the pharmacokinetic profile of the 

2.5 mg/1000 mg product is similar to the pharmacokinetic profile of the 2.5 mg/1000 mg 

reference product. Risk management is adequately addressed. This generic medicinal product 

can be used instead of the reference product. 
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V. USER CONSULTATION 
 

The package leaflet has been evaluated via a user consultation study in accordance with the 

requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC. The language used for the 

purpose of user testing the PIL was Hungarian.  

The results show that the package leaflet meets the criteria for readability as set out in the 

Guideline on the readability of the label and package leaflet of medicinal products for human 

use. 

The test consisted of: a pilot test with 4 participants, followed by two rounds with 10 

participants each. The questions covered the following areas sufficiently: traceability, 

comprehensibility and applicability. 
 

 

VI. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND 

RECOMMENDATION 
 

Komprevo 2.5 mg/850 mg film-coated tablets and Komprevo 2.5 mg/1 000 mg film-coated 

tablets have a proven chemical-pharmaceutical quality and are generic forms of Jentadueto 

2.5 mg/850 mg film-coated tablets and Jentadueto 2.5 mg/1 000 mg film-coated tablets. 

Jentadueto is a well-known medicinal product with an established favourable efficacy and 

safety profile. 

 

Bioequivalence has been shown to be in compliance with the requirements of European 

guidance documents. 

 

The member states, on the basis of the data submitted, considered that essential similarity has 

been demonstrated for Komprevo with the reference product, and have therefore granted 

marketing authorisation. The decentralised procedure was finalised with a positive outcome 

on 13 May 2026. 
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Summary Public Assessment Report 

 

Generics 
 

Komprevo 2.5 mg/850 mg film-coated tablets 

Komprevo 2.5 mg/1 000 mg film-coated tablets 

Active substances: linagliptin/metformin hydrochloride 

 

This is a summary of the public assessment report (PAR) for Komprevo. It explains how 

Komprevo was assessed and its authorisation recommended as well as its conditions of use. It 

is not intended to provide practical advice on how to use Komprevo. 

 

For practical information about using Komprevo, patients should read the package leaflet or 

contact their doctor or pharmacist. 

 

 

What is Komprevo and what is it used for? 

Komprevo is a ‘generic medicine’. This means that Komprevo is similar to a ‘reference 

medicine’ already authorised in the European Union (EU) called Jentadueto.  

 

Komprevo is indicated in adults with type 2 diabetes mellitus as an adjunct to diet and 

exercise to improve glycaemic control: 

 

• in patients inadequately controlled on their maximally tolerated dose of metformin 

alone 

 

• in combination with other medicinal products for the treatment of diabetes, including 

insulin, in patients inadequately controlled with metformin and these medicinal products 

 

• in patients already being treated with the combination of linagliptin and metformin as 

separate tablets. 

 

How does Komprevo work? 

Linagliptin is an inhibitor of the enzyme DPP-4 (Dipeptidyl peptidase 4) an enzyme which is 

involved in the inactivation of the incretin hormones GLP-1 and GIP (glucagon-like peptide-

1, glucose-dependent insulinotropic polypeptide). These hormones are rapidly degraded by 

the enzyme DPP-4. Both incretin hormones are involved in the physiological regulation of 

glucose homeostasis. Linagliptin binds very effectively to DPP-4 in a reversible manner and 

thus leads to a sustained increase and a prolongation of active incretin levels. Linagliptin 

glucose-dependently increases insulin secretion and lowers glucagon secretion thus resulting 

in an overall improvement in the glucose homeostasis.  

 

Metformin hydrochloride is a biguanide with antihyperglycaemic effects, lowering both 

basal and postprandial plasma glucose. It does not stimulate insulin secretion and 

therefore does not produce hypoglycaemia. 

 

How is Komprevo used? 

The pharmaceutical form of Komprevo is film-coated tablets and the route of administration 

is oral.  
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Please read section 3 of the PL for detailed information on dosing recommendations, the route 

of administration, and the duration of treatment. 

 

The medicine can only be obtained with a prescription. 

 

What benefits of Komprevo have been shown in studies? 

Because Komprevo is a generic medicine, studies in patients have been limited to tests to 

determine that it is bioequivalent to the reference medicine, Jentadueto. Two medicines are 

bioequivalent when they produce the same levels of the active substance in the body. 

 

What are the possible side effects of Komprevo? 

Because Komprevo is a generic medicine and is bioequivalent to the reference medicine, its 

benefits and possible side effects are taken as being the same as the reference medicine. 

For the full list of restrictions, see the package leaflet. 

 

Why is Komprevo approved? 

It was concluded that, in accordance with EU requirements, Komprevo has been shown to 

have comparable quality and to be bioequivalent/be comparable to Jentadueto. Therefore, the 

State Medicines Control Agency of Lithuania decided that, as for reference medicine called 

Jentadueto, the benefits are greater than its risk and recommended that it can be approved for 

use. 

 

What measures are being taken to ensure the safe and effective use of Komprevo? 

A risk management plan has been developed to ensure that Komprevo is used as safely as 

possible. Based on this plan, safety information has been included in the summary of product 

characteristics and the package leaflet for Komprevo, including the appropriate precautions to 

be followed by healthcare professionals and patients.   

 

Known side effects are continuously monitored. Furthermore, new safety signals reported by 

patients/healthcare professionals will be monitored/reviewed continuously as well. 

 

Other information about Komprevo 

The marketing authorisation for Komprevo was granted on 5 June 2026. 

 

The full PAR for Komprevo can be found on the website https://mri-production.cts-

mrp.eu/fulltext-search?term=LT%2FH%2F0231. For more information about treatment with 

Komprevo, read the package leaflet (https://mri-production.cts-mrp.eu/fulltext-

search?term=LT%2FH%2F0231) or contact your doctor or pharmacist. 

 

This summary was last updated in June 2026. 
 

https://mri-production.cts-mrp.eu/fulltext-search?term=LT%2FH%2F0231
https://mri-production.cts-mrp.eu/fulltext-search?term=LT%2FH%2F0231
https://mri-production.cts-mrp.eu/fulltext-search?term=LT%2FH%2F0231
https://mri-production.cts-mrp.eu/fulltext-search?term=LT%2FH%2F0231
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Viešojo vertinimo protokolo apžvalga 

Komprevo 2,5 mg/850 mg plėvele dengtos tabletės 

Komprevo 2,5 mg/1 000 mg plėvele dengtos tabletės 

linagliptinas ir metformino hidrochloridas 

 

Trumpa kokybinės dalies apžvalga  

Vaistinis preparatas Komprevo 2,5 mg/850 mg plėvele dengtos tabletės ir Komprevo 2,5 mg/1 000 mg 

plėvele dengtos tabletės registruojamas decentralizuotos procedūros būdu pagal Direktyvos 

2001/83/EB 10 str. 1 d. (generinis).  

Vaistinio preparato sudėtyje yra dvi veikliosios medžiagos: linagliptinas ir metformino hidrochloridas.  

Veiklioji medžiaga linagliptinas nėra aprašyta jokioje farmakopėjoje, todėl veikliosios medžiagos 

gamintojas pateikė atvirąją ir uždarąją linagliptino gamybos bylos dalis. Gatavo produkto gamintojo 

veikliosios medžiagos linagliptino specifikacija yra tinkamos kokybės ir atitinka ES gairių 

reikalavimams. Pateikti linagliptino serijų analizės sertifikatai atitinka patvirtintos specifikacijos 

reikalavimams. Remiantis stabilumo tyrimų duomenimis, nustatytas veikliosios medžiagos 

pakartotinės patikros laikotarpis yra 5 metai. 

Veiklioji medžiaga metformino hidrochloridas yra aprašyta Europos farmakopėjoje (Ph. Eur.). 

Metformino hidrochlorido gamintojas pateikė veikliosios medžiagos atitikties Europos farmakopėjai 

sertifikatą (CEP). Gatavo produkto gamintojo veikliosios medžiagos metformino hidrochlorido 

specifikacija yra tinkamos kokybės ir atitinka ES gairių reikalavimams. Pateikti metformino 

hidrochlorido serijų analizės sertifikatai atitinka patvirtintos specifikacijos reikalavimams. Remiantis 

stabilumo tyrimų duomenimis, nustatytas veikliosios medžiagos pakartotinės patikros laikotarpis yra 

5 metai.  

Komprevo 2,5 mg/850 mg plėvele dengtos tabletės yra šviesiai oranžinės, pailgos, abipus išgaubtos 

plėvele dengtos tabletės, kurių storis 7,15 ± 0,2 mm, ilgis 19,0 ± 0,3 mm, plotis 8,8 mm ± 0,3 mm. 

Komprevo 2,5 mg/1 000 mg plėvele dengtos tabletės yra šviesiai rožinės, pailgos, abipus išgaubtos 

plėvele dengtos tabletės, kurių storis 7,05 ± 0,2 mm, ilgis 21,0 ± 0,3 mm, plotis 9,7 mm ± 0,3 mm. 

Komprevo 2,5 mg/850 mg plėvele dengtų tablečių sudėtyje yra šių pagalbinių medžiagų: tabletės 

šerdyje – arginino, kukurūzų krakmolo, kopovidono, bevandenio koloidinio silicio dioksido ir magnio 

stearato (E470b); plėvelėje – hipromeliozės 2910 (E464), titano dioksido (E171), magnio stearato 

(E470b), glicerolio (E422), makrogolio 6000 (E1521), geltonojo geležies oksido (E172) ir raudonojo 

geležies oksido (E172).  

Komprevo 2,5 mg/1 000 mg plėvele dengtų tablečių sudėtyje yra šių pagalbinių medžiagų: tabletės 

šerdyje – arginino, kukurūzų krakmolo, kopovidono, bevandenio koloidinio silicio dioksido ir magnio 

stearato (E470b); plėvelėje – laktozės monohidrato, hipromeliozės 2910 (E464), titano dioksido 

(E171), triacetino, geltonojo geležies oksido (E172) ir raudonojo geležies oksido (E172). 

Pagalbinių medžiagų pasirinkimas yra pagrįstas, jos yra plačiai naudojamos farmacinių preparatų 

gamyboje.  

Bioekvivalentiškumo tyrimai atlikti su referenciniu vaistiniu preparatu Jentadueto 2,5 mg/1 000 mg 

plėvele dengtos tabletės. Gatavas produktas gaminamas drėgnos granuliacijos metodu. Gamybos 

proceso validacijos tyrimų duomenys patvirtina, kad kiekvienas gamybos etapas yra tinkamai 

kontroliuojamas ir atsikartojantis. Gatavo produkto išleidimo ir tinkamumo laiko pabaigos 

specifikacijų kokybė atitinka ES gairių reikalavimams. Analizės procedūrų aprašymai pateikti, 

metodai validuoti. Serijų analizės sertifikatai atitinka specifikacijos reikalavimams. Gatavas produktas 

pakuojamas į PA/aliuminio/PVC//aliuminio lizdines plokšteles ir tiekiamas kartono dėžutėse po 

60 plėvele dengtų tablečių. 

Gatavo produkto stabilumo tyrimai atlikti pagal ES gairių reikalavimus. Remiantis stabilumo tyrimų 

duomenimis Komprevo 2,5 mg/850 mg plėvele dengtoms tabletėms nustatytas 30 mėnesių tinkamumo 

laikas, specialių laikymo sąlygų nereikalaujant. Komprevo 2,5 mg/1 000 mg plėvele dengtoms 

tabletėms nustatytas 18 mėnesių tinkamumo laikas, laikant ne aukštesnėje kaip 30 C temperatūroje. 

 

Trumpa ikiklinikinės ir klinikinės dalies apžvalga  

Komprevo 2,5 mg/850 mg plėvele dengtos tabletės ir Komprevo 2,5 mg/1 000 mg plėvele dengtos 

tabletės yra receptiniai vaistiniai preparatai, skirti gydyti suaugusiuosius, sergančius 2 tipo cukriniu 

diabetu, kaip dietos ir fizinio krūvio papildymas, siekiant pagerinti glikemijos kontrolę: pacientams, 

kuriems vien didžiausia toleruojama metformino dozė glikemiją kontroliuoja nepakankamai; kartu su 
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kitais cukriniam diabetui gydyti skiriamais vaistiniais preparatais, įskaitant insuliną, pacientams, 

kuriems metforminas ir šie vaistiniai preparatai glikemiją kontroliuoja nepakankamai; pacientams, jau 

gydomiems linagliptino ir metformino deriniu atskiromis tabletėmis.  

 

Paraiška registruoti vaistinius preparatus pateikta pagal direktyvos 2001/83/EB 10 str. 1d. 

(„generinis“). Pareiškėjas įrodė, kad vaistiniai preparatai Komprevo 2,5 mg/850 mg plėvele dengtos 

tabletės ir Komprevo 2,5 mg/1 000 mg plėvele dengtos tabletės yra iš esmės panašūs į referencinį 

vaistinį preparatą Jentadueto film-coated tablets (Boehringer Ingelheim International GmbH).  

 

Linagliptinas yra fermento DPP-4 (dipeptidilpeptidazės 4), kuris dalyvauja inaktyvinant inkretino 

hormonus GLP-1 (į gliukagoną panašų peptidą 1, angl. glucagon-like peptide-1) ir GIP (nuo gliukozės 

priklausomą insulinotropinį polipeptidą, angl. glucose-dependent insulinotropic polypeptide), 

inhibitorius. Šiuos hormonus DPP-4 fermentas greitai suskaldo. Abu inkretino hormonai dalyvauja 

gliukozės homeostazės fiziologinėje reguliacijoje. Linagliptinas labai veiksmingai laikinai prisijungia 

prie DPP-4 ir tai lemia stabilų aktyvių inkretino hormonų kiekio padidėjimą ir tokio laikotarpio 

pailgėjimą. Linagliptinas, priklausomai nuo gliukozės koncentracijos, insulino sekreciją didina, o 

gliukagono sekreciją mažina, dėl to apskritai pagerėja gliukozės homeostazė.  

 

Metformino hidrochloridas yra biguanidas, kuriam būdingas glikemiją mažinantis poveikis. 

Metforminas mažina tiek bazinę gliukozės koncentraciją kraujyje, tiek gliukozės koncentraciją 

kraujyje po valgio. Insulino sekrecijos jis nestimuliuoja, todėl hipoglikemijos nesukelia. 

 

Komprevo 2,5 mg/850 mg plėvele dengtos tabletės ir Komprevo 2,5 mg/1 000 mg plėvele dengtos 

tabletės yra per burną vartojami vaistiniai preparatai, jų kiekybinė ir kokybinė sudėtis bei farmacinė 

forma tokios pat kaip referencinio vaistinio preparato Jentadueto film-coated tablets. Pateiktas 

klinikinis tyrimas, įrodantis šių vaistinių preparatų biologinį ekvivalentiškumą. Referencinė ir 

pripažįstančios valstybės narės sutarė, kad Komprevo 2,5 mg/850 mg plėvele dengtos tabletės ir 

Komprevo 2,5 mg/1 000 mg plėvele dengtos tabletės veiksmingumo ir saugumo duomenys yra 

panašūs į Jentadueto film-coated tablets. 

 

Linagliptino ir metformino farmakodinaminės, farmakokinetinės ir toksikologinės savybės yra gerai 

žinomos. Kadangi pateikta generinė paraiška, yra referuojama į referencinio vaistinio preparato tyrimų 

duomenis, todėl naujų ikiklinikinių tyrimų duomenų pareiškėjas nepateikė. 

 

Ikiklinikiniai linagliptino ir metformino farmakodinamikos, farmakokinetikos ir toksinio poveikio 

aspektai anksčiau atliktais referencinio vaistinio preparato tyrimais su gyvūnais yra gerai ištirti. 

Linagliptino ir metformino toleravimas tirtiems gyvūnams geras, jo saugumo ribos priimtinos. 

 

Registruotojas turi veikiančią farmakologinio budrumo sistemą, kuri kartu su rizikos valdymo planu 

yra parengta kaip to reikalauja teisės aktai. Nepageidaujami reiškiniai yra nuolat analizuojami po 

vaistinio preparato registracijos. 

 

Remiantis pateiktais kokybės, saugumo ir veiksmingumo duomenimis, decentralizuotoje procedūroje 

dalyvaujančios referencinė valstybė narė (Lietuva) ir pripažįstančios valstybės narės (Bulgarija, 

Čekija, Lenkija, Rumunija, Slovakija ir Vengrija) nutarė, kad vaistinį preparatą Komprevo 

2,5 mg/850 mg plėvele dengtos tabletės ir Komprevo 2,5 mg/1 000 mg plėvele dengtos tabletės 

registruoti galima ir europinė fazė buvo sėkmingai baigta (210 dieną) 2026-05-13.  

Lietuvoje vaistinis preparatas užregistruotas 2026-06-05. 

 


