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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.

II1. QUALITY ASPECTS
I1.1 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 (E470D).

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 (E470D).

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.
I1.2 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
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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.

I1.3 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.

11.4 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

I11.1 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.

IIL.S  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 pg/L, exceeding
the Phase I trigger value of 0.01 pg/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
pg/L, exceeding the Phase I trigger value of 0.01 pg/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
IvV.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 AUCo-; for
linagliptin: Cmax and truncated AUC (AUCo-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:

P

P

Parameter

Test Product (Mean + SD)

Reference Product (Mean + SD)

Conax (pg/mL)

2539 48 + 660.26

2433 56 + 596.19

AUCp 72 (pg.hr/mL)

9556820 £ 25699 04

9258272 £20951.04

T apax (hr)*

3.667 (1.33 - 12.00)

4.000 (1.33 - 12.00)

*: Median (Min-Max). Subjects 6, 13 & 29 withdrew from the study. Subjects no.22 &27 and subject no.25 experienced emesis Within

2 times median Tmax following test and reference product administration, respectively. Therefore, they were excluded from statistical

analysis in that particular period

The 90% Cls of the ratios (test vs. reference) for the In- transformed Cmax and AUCo. of
linagliptin are shown in the following table. The 90% CIs for the ratio of Ciax and AUCo.t met
the predetermined criteria for bioequivalence described in the study protocol.

%Point Estimate & 90% Confidence intervals for Linagliptin including 34 subjects (Phoenix® WinNonlin®

& SAS Calculations):

Parameter Point Estimate Lower Limit Upper Limit ISCV% Power(%)
Conax 103.01 98.79 107.42 10.19 100
AUC_72 101.88 98.16 105.74 9.05 100

Subjects no. 6, 13, & 19 withdrew from the study therefore they were excluded from the statistical analvsis and bisequivalence testing of

linagliptin. (excluding subjects 22 & 17 and subject 25 who have experienced emesis within two median T m following the administration of test

and reference products, respectively.)

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:

Parameter Test Product (Mean + SD) Reference Product (Mean = SD)
Cpax (ng/mL) 1242 344 + 314902 1138.976 =+ 296.693
AUCqo+ (ng.hr/mL) 11715.69 £+ 2666.00 11171.90 + 2450.65
AUCqo= (ng.hr/mL) 11822 71 + 2636.68 1128758 + 2449 36
Tz (r)* 3.333(1.00 - 8.00) 4.333 (1.00 - 6.00)
T (hr) 8.159 + §.266 7.324+£5272
Kehmination (h1") 0.12212 £ 0.04716 0.12265 + 0.04893

* Median (Min-Max). Subjects &, 13 & 29 withdrew from the study. Subjects no 22 &27 and subject no 25 expenienced emesis

Within 2 times median T following test and reference product administration, respectively. Therefore, they were excluded from
statistical analysis in that particular period.

The 90% CIs of the ratios (test vs. reference) for the In-transformed Cmax and AUCo - ¢ of
metformin are shown in the following table. The 90% CIs for the ratio of Cmax and auco -+ met
the predetermined criteria for bioequivalence described in the study protocol.

%5 Point Estimate & 90% Confidence intervals for Metformin including 34 subjects (Phoenix®

WinNonlin® & SAS Calculations):

Parameter Point Estimate Lower Limit Upper Limit ISCV% Power
Cmax 108.08 102.11 114.40 13.87 100
AUCo - 104.28 101.23 107.41 7.21 100

Subjects no. 6, 13, & 19 withdrew from the study therefore they were excluded from the statistical analysis and bicequivalence testing of Metformin,
(excluding subjects 12 & 17 and subject 25 who have experienced emesiz within two median T w following the adminiztration of test and reference

products, respectively.)

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.S  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.

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

Komprevo 2.5 mg/850 mg and 2.5 mg/1 000 mg film-coated tablets
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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.
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Vie$ojo vertinimo protokolo apZvalga
Komprevo 2,5 mg/850 mg plévele dengtos tabletés
Komprevo 2,5 mg/1 000 mg plévele dengtos tabletés
linagliptinas ir metformino hidrochloridas

Trumpa kokybinés dalies apZvalga

Vaistinis preparatas Komprevo 2,5 mg/850 mg plévele dengtos tabletés ir Komprevo 2,5 mg/1 000 mg
plévele dengtos tabletés registruojamas decentralizuotos procediiros biidu pagal Direktyvos
2001/83/EB 10 str. 1 d. (generinis).

Vaistinio preparato sudétyje yra dvi veikliosios medziagos: linagliptinas ir metformino hidrochloridas.
Veiklioji medZziaga linagliptinas néra aprasyta jokioje farmakopéjoje, todél veikliosios medziagos
gamintojas pateikée atvirgjg ir uzdaraja linagliptino gamybos bylos dalis. Gatavo produkto gamintojo
veikliosios medziagos linagliptino specifikacija yra tinkamos kokybés ir atitinka ES gairiy
reikalavimams. Pateikti linagliptino serijy analizés sertifikatai atitinka patvirtintos specifikacijos
reikalavimams. Remiantis stabilumo tyrimy duomenimis, nustatytas veikliosios medziagos
pakartotinés patikros laikotarpis yra 5 metai.

Veiklioji medziaga metformino hidrochloridas yra apraSyta Europos farmakopéjoje (Ph. Eur.).
Metformino hidrochlorido gamintojas pateiké veikliosios medziagos atitikties Europos farmakopéjai
sertifikata (CEP). Gatavo produkto gamintojo veikliosios medziagos metformino hidrochlorido
specifikacija yra tinkamos kokybés ir atitinka ES gairiy reikalavimams. Pateikti metformino
hidrochlorido serijy analizés sertifikatai atitinka patvirtintos specifikacijos reikalavimams. Remiantis
stabilumo tyrimy duomenimis, nustatytas veikliosios medziagos pakartotinés patikros laikotarpis yra
5 metai.

Komprevo 2,5 mg/850 mg plévele dengtos tabletés yra Sviesiai oranzinés, pailgos, abipus iSgaubtos
plévele dengtos tabletés, kuriy 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 plévele dengtos tabletés yra Sviesiai rozinés, pailgos, abipus iSgaubtos
plévele dengtos tabletés, kuriy 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 plévele dengty tableiy sudétyje yra $iy pagalbiniy medziagy: tabletés
Serdyje — arginino, kukurtizy krakmolo, kopovidono, bevandenio koloidinio silicio dioksido ir magnio
stearato (E470b); pléveléje — hipromeliozés 2910 (E464), titano dioksido (E171), magnio stearato
(E470Db), glicerolio (E422), makrogolio 6000 (E1521), geltonojo gelezies oksido (E172) ir raudonojo
gelezies oksido (E172).

Komprevo 2,5 mg/1 000 mg plévele dengty tableCiy sudétyje yra Siy pagalbiniy medziagy: tabletés
Serdyje — arginino, kukurtizy krakmolo, kopovidono, bevandenio koloidinio silicio dioksido ir magnio
stearato (E470b); pléveléje — laktozés monohidrato, hipromeliozés 2910 (E464), titano dioksido
(E171), triacetino, geltonojo gelezies oksido (E172) ir raudonojo gelezies oksido (E172).

Pagalbiniy medziagy pasirinkimas yra pagristas, jos yra placiai naudojamos farmaciniy preparaty
gamyboje.

BioekvivalentiSkumo tyrimai atlikti su referenciniu vaistiniu preparatu Jentadueto 2,5 mg/1 000 mg
plévele dengtos tabletés. Gatavas produktas gaminamas drégnos granuliacijos metodu. Gamybos
proceso validacijos tyrimy duomenys patvirtina, kad kiekvienas gamybos etapas yra tinkamai
kontroliuojamas ir atsikartojantis. Gatavo produkto iSleidimo ir tinkamumo laiko pabaigos
specifikacijy kokybé atitinka ES gairiy reikalavimams. Analizés procedtiry apraSymai pateikti,
metodai validuoti. Serijy analizés sertifikatai atitinka specifikacijos reikalavimams. Gatavas produktas
pakuojamas j PA/aliuminio/PVC//aliuminio lizdines ploksteles ir tieckiamas kartono dézutése po

60 plévele dengty tableciy.

Gatavo produkto stabilumo tyrimai atlikti pagal ES gairiy reikalavimus. Remiantis stabilumo tyrimy
duomenimis Komprevo 2,5 mg/850 mg plévele dengtoms tabletéms nustatytas 30 ménesiy tinkamumo
laikas, specialiy laikymo salygy nereikalaujant. Komprevo 2,5 mg/1 000 mg plévele dengtoms
tabletéms nustatytas 18 ménesiy tinkamumo laikas, laikant ne auksStesnéje kaip 30° C temperatiiroje.

Trumpa ikiklinikinés ir klinikinés dalies apZvalga

Komprevo 2,5 mg/850 mg plévele dengtos tabletés ir Komprevo 2,5 mg/1 000 mg plévele dengtos
tabletés yra receptiniai vaistiniai preparatai, skirti gydyti suaugusiuosius, sergancius 2 tipo cukriniu
diabetu, kaip dietos ir fizinio kriivio papildymas, siekiant pagerinti glikemijos kontrole: pacientams,
kuriems vien didziausia toleruojama metformino dozé glikemijg kontroliuoja nepakankamai; kartu su
Komprevo 2.5 mg/850 mg and 2.5 mg/1 000 mg film-coated tablets
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kitais cukriniam diabetui gydyti skiriamais vaistiniais preparatais, jskaitant insuling, pacientams,
kuriems metforminas ir Sie vaistiniai preparatai glikemija kontroliuoja nepakankamai; pacientams, jau
gydomiems linagliptino ir metformino deriniu atskiromis tabletémis.

Paraiska registruoti vaistinius preparatus pateikta pagal direktyvos 2001/83/EB 10 str. 1d.
(,,generinis*). Pareiskéjas jrodé, kad vaistiniai preparatai Komprevo 2,5 mg/850 mg plévele dengtos
tabletés ir Komprevo 2,5 mg/1 000 mg plévele dengtos tabletés yra i§ esmés panasiis j referencinj
vaistinj preparatg Jentadueto film-coated tablets (Boehringer Ingelheim International GmbH).

Linagliptinas yra fermento DPP-4 (dipeptidilpeptidazes 4), kuris dalyvauja inaktyvinant inkretino
hormonus GLP-1 (j gliukagong panasy peptida 1, angl. glucagon-like peptide-1) ir GIP (nuo gliukozés
priklausomg insulinotropinj polipeptida, angl. glucose-dependent insulinotropic polypeptide),
inhibitorius. Siuos hormonus DPP-4 fermentas greitai suskaldo. Abu inkretino hormonai dalyvauja
gliukozés homeostazés fiziologinéje reguliacijoje. Linagliptinas labai veiksmingai laikinai prisijungia
prie DPP-4 ir tai lemia stabily aktyviy inkretino hormony kiekio padidéjimg ir tokio laikotarpio
pailgéjima. Linagliptinas, priklausomai nuo gliukozés koncentracijos, insulino sekrecija didina, o
gliukagono sekrecija mazina, dél to apskritai pageréja gliukozés homeostazé.

Metformino hidrochloridas yra biguanidas, kuriam biidingas glikemijg mazinantis poveikis.
Metforminas mazina tiek bazing gliukozés koncentracija kraujyje, tiek gliukozés koncentracija
kraujyje po valgio. Insulino sekrecijos jis nestimuliuoja, todél hipoglikemijos nesukelia.

Komprevo 2,5 mg/850 mg plévele dengtos tabletés ir Komprevo 2,5 mg/1 000 mg plévele dengtos
tabletés yra per burng vartojami vaistiniai preparatai, jy kiekybiné ir kokybiné sudétis bei farmaciné
forma tokios pat kaip referencinio vaistinio preparato Jentadueto film-coated tablets. Pateiktas
klinikinis tyrimas, jrodantis Siy vaistiniy preparaty biologinj ekvivalentiSkumg. Referenciné ir
pripazjstancios valstybés narés sutaré, kad Komprevo 2,5 mg/850 mg plévele dengtos tabletés ir
Komprevo 2,5 mg/1 000 mg plévele dengtos tabletés veiksmingumo ir saugumo duomenys yra
panasiss ] Jentadueto film-coated tablets.

Linagliptino ir metformino farmakodinaminés, farmakokinetinés ir toksikologinés savybés yra gerai
zinomos. Kadangi pateikta generiné paraiska, yra referuojama j referencinio vaistinio preparato tyrimy
duomenis, todél naujy ikiklinikiniy tyrimy duomeny pareiskéjas nepateiké.

aspektai anksciau atliktais referencinio vaistinio preparato tyrimais su gyvinais yra gerai istirti.
Linagliptino ir metformino toleravimas tirtiems gyviinams geras, jo saugumo ribos priimtinos.

Registruotojas turi veikiancig farmakologinio budrumo sistema, kuri kartu su rizikos valdymo planu
yra parengta kaip to reikalauja teisés aktai. Nepageidaujami reiskiniai yra nuolat analizuojami po
vaistinio preparato registracijos.

Remiantis pateiktais kokybés, saugumo ir veiksmingumo duomenimis, decentralizuotoje procediiroje
dalyvaujancios referenciné valstybé naré (Lietuva) ir pripazjstan¢ios valstybés narés (Bulgarija,
Cekija, Lenkija, Rumunija, Slovakija ir Vengrija) nutaré, kad vaistinj preparata Komprevo

2,5 mg/850 mg plévele dengtos tabletés ir Komprevo 2,5 mg/1 000 mg plévele dengtos tabletés
registruoti galima ir europiné fazé buvo sékmingai baigta (210 dieng) 2026-05-13.

Lietuvoje vaistinis preparatas uzregistruotas 2026-06-05.
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