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Date: May 2025
This module reflects the scientific discussion for the approval of Laxatan. The procedure was finalised on 06 February 2025 (D210).  For information on changes after this date please refer to the module ‘Update’.

I. Introduction

Based on the review of the quality, safety and efficacy data, the Member States have granted a marketing authorisation for Laxatan, powder for oral solution in sachet, 10 g, from Cassella-Med GmbH & Co. KG, Germany.
The product is indicated for symptomatic treatment of constipation in adults and children aged 8 years and above. An organic disorder should have been ruled out before initiation of treatment. 

Laxatan should remain a temporary adjuvant treatment to appropriate lifestyle and dietary management of constipation, with a maximum 3-month treatment course in children. If symptoms persist despite associated dietary measures, an underlying cause should be suspected and treated.

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

The marketing authorisation has been granted pursuant to Article 10(3) of Directive 2001/83/EC.

II. Quality aspects

II.1 Introduction

The finished product is presented as a powder for oral solution in sachet, containing 10 g of macrogol 4000 as active substance. It is almost white powder with a taste of lemon-grapefruit.

Medicinal product is packed in laminated aluminium-paper-foil sachet consisting of paper, glue or polyethylene, aluminium, ethylene methacrylic acid copolymer in pack sizes of 10, 24, and 48 sachets.
The other ingredients are:

inulin
magnesium citrate
calcium citrate
citric acid
acesulfame potassium
potassium chloride
anhydrous colloidal silica
lemon-grapefruit flavouring (contains natural flavouring preparations and substances, flavouring substances, maltodextrin, mannitol (E421), modified starch (E1450), gluconolactone (E575), acacia (E414), sorbitol (E420), colloidal anhydrous silica (E551))
II.2 Drug Substance

Macrogol 4000

Macrogols are mixtures of polymers with the general formula H-[OCH2-CH2]n-OH where n represents the average number of oxyethylene groups. The type of macrogol is defined by a number that indicates the average relative molecular mass.

Empirical formula: H-[OCH2-CH2]n-OH
Appearance: White or almost white solid with a waxy or paraffin-like appearance.
Solubility: Very soluble in water and in methylene chloride, practically insoluble in ethanol (96 per cent), in fatty oils and in mineral oils.
Chirality: Macrogol 4000 is an achiral molecule.
Manufacturing: Information on the manufacturing process and process controls has been supplied to, and approved by, the European Directorate for the Quality of Medicines (EDQM) in relation to the Certificate of Suitability Procedures (CEP) for macrogol 4000 (Ph. Eur.) from three manufacturers. 

Specifications: The drug product manufacturers control the active pharmaceutical ingredient in line with Ph. Eur. monograph no. 1444 with the tightened limit for formaldehyde and with additional test for butylated hydroxytoluene (one manufacturer).
Stability: The re-test period (3 years) and description of packaging are included in CEPs held by two manufacturers. A retest period of 24 months for the drug substance macrogol 4000 from one manufacturer was accepted based on provided stability data.
II.3 Medicinal Product

Pharmaceutical development

As the medicinal product needs to be taken with about 125 ml of water and such volume of macrogol solution is typically difficult to take, product development was focused on a pleasant taste for improved patients’ compliance. For that purpose, a lemon-grapefruit flavour is used in combination with acesulfame potassium (sweetener commonly used in food), citric acid as an acidifier and potassium chloride as a taste corrector. The latter contains 0.9% of silicon dioxide as an anti-caking agent. Furthermore, anhydrous magnesium citrate is employed as a desiccant. Calcium citrate as well as inulin are contained as an anti-caking agent to enhance flowability.

Manufacturing

The manufacturing process of proposed drug product is very simple and consists of sieving and blending, the final blend is then filled into the sachets. A detailed description of manufacturing process was provided. Process validation results were provided for three full scale batches. The manufacturing process is considered adequately validated.

Product specification

The finished product release and shelf-life specifications include appropriate tests and limits for appearance of powder (visual), appearance of solution (visual), odour of solution (organoleptic), dissolving time (visual, chronometric), pH-value (Ph.Eur), uniformity of dosage units (Ph.Eur), identification (colour reaction, FTIR/HPLC-RI), assay (FTIR/HPLC-RI), impurities (HPLC), and microbiological quality (Ph. Eur). 
Stability

Stability data have been provided for three batches of the drug product under long-term, intermediate and accelerated conditions which were packed in aluminium-paper sachets. The proposed shelf-life of 5 years and storage conditions “Do not store above 30 °C” was accepted.
II.4 Discussion on chemical, pharmaceutical and biological aspects

From a quality point of view the dossier was adequately presented.

III. Non-clinical aspects

III.1 Introduction

Pharmacodynamic, pharmacokinetic and toxicological properties of macrogol 4000 are well known. As macrogol 4000 is a widely used, well-known active substance, the applicant has not provided additional studies, and further studies were not required. An overview based on the literature review was, thus, appropriate.

The Non-Clinical Overview on the pre-clinical pharmacology, pharmacokinetics and toxicology was

adequate.

Since the excipients in this product are well known and widely used, there were no excipient-related safety concerns. 
III.2 Ecotoxicity/environmental risk assessment (ERA)

The applicant provided a detailed comparison of already marketed medicinal products containing macrogol 4000, reference medicinal product included. It was adequately justified that there is no expected increase in overall consumption of macrogol 4000 after the approval of Laxatan and thus no significant increase in environmental exposure is anticipated.
III.3 Discussion on the non-clinical aspects

Sufficient references to published non-clinical data were provided for this hybrid application, which was considered adequate. Submitted data indicated that there is no expected increase in environmental exposure of macrogol 4000 after Laxatan´s approval.
IV. Clinical aspects

IV.1 Introduction

The clinical overview based on the scientific literature on the clinical pharmacology, efficacy and safety was adequate. No further clinical studies were required, nor a bioequivalence study was performed because medicinal product of concern is locally acting. Biowaiver with respect to chosen pharmaceutical form and locally acting active substance is discussed below.

IV.2 Pharmacokinetics

Biowaiver

No bioequivalence study was submitted with respect to the pharmaceutical form and active ingredient of Laxatan. The applicant proposed a biowaiver for Laxatan.

The composition of the reference medicinal product Forlax 10 g compared to Laxatan was provided.

Polyethylene glycols (macrogols) with molecular weights of 4000 or greater are not absorbed. Polyethylene glycol-4000 is considered as an inert, non-toxic, hydro soluble, high molecular polymer, which is not absorbed in the gastrointestinal tract following oral administration. 

Polyethylene glycol-4000 is also not metabolised in the digestive tract by intestinal microbiome, and it is delivered from the small intestine to the colon as such, where it evokes its osmotic activity. This causes the volume of the faecal mass to increase (due to a higher water content), which in turn triggers propulsive motor processes, such as peristalsis, via distension of the colonic wall. The increased hydration also softens the faeces and eases defecation.

IV.3 Pharmacodynamics

Mechanism of action
High molecular weight (4000) macrogols are long linear polymers which retain water molecules by means of hydrogen bonds. When administered by the oral route, these compounds lead to an increase in volume of intestinal fluids. The volume of unabsorbed intestinal fluid accounts for the laxative properties of the solution. Therefore, macrogol 4000 is therapeutically classified as an osmotically acting laxative (ATC code A06AD15). The therapeutic indication of the product is the symptomatic treatment of constipation. Nevertheless, before treatment initiation, an organic disorder should be ruled out. 
IV.4 Clinical efficacy

Indication

Symptomatic treatment of constipation in adults and children aged 8 years and above. An organic disorder should have been ruled out before initiation of treatment. Laxatan should remain a temporary adjuvant treatment to appropriate lifestyle and dietary management of constipation, with a maximum 3-month treatment course in children. If symptoms persist despite associated dietary measures, an underlying cause should be suspected and treated.

Posology 1 to 2 sachets (10 - 20 g) per day, preferably taken as a single dose in the morning. The daily dose should be adjusted according to the clinical response and may range from one sachet every other day (especially in children) up to 2 sachets a day. The effect of Laxatan becomes apparent within 24 to 48 hours after its administration. 

In children, treatment should not exceed 3 months due to lack of clinical data for more than 3 months. Treatment-induced restoration of bowel movements will be maintained by lifestyle and dietary measures.

IV.5 Clinical safety

Safety profile is based on the reference medicinal product Forlax 10 g. No post-authorisation data is available for Laxatan yet. 

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 Laxatan.
- Summary table of safety concerns as approved in RMP
	Important identified risks
	None

	Important potential risks
	None

	Missing information
	None


IV.7 Discussion on the clinical aspects

Submitted clinical dossier was of sufficient quality. Submitted data supported the chosen legal basis “hybrid application”. No bioequivalence study was performed as Laxatan contains macrogol 4000 which is a drug locally acting in gastrointestinal tract. It is not absorbed into the bloodstream and therefore bioequivalence cannot be demonstrated. Comparison of composition between the reference medicinal product Forlax 10 g and Laxatan was provided together with reference to relevant scientific literature.

V. User consultation
The package leaflet (PL) 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 PL was English.
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.
VI. Overall conclusion, benefit/risk assessment and recommendation

This was an application for a marketing authorisation (MAA) of a medicinal product for human use as it is defined in Article 10(3) (hybrid application) of the European Directive 2001/83/EC as amended. Decentralised procedure according to Article 28(3) of Directive 2001/83/EC as amended with Slovak Republic acting as RMS. The applicant, Cassella-Med GmbH & Co. KG, Germany has submitted this MAA under procedural number SK/H/0319/001/DC. 
Reference medicinal product was Forlax 10 g, from Ipsen Consumer Healthcare authorised in France since 05 May 1995.
No bioequivalence study was performed as Laxatan contains macrogol 4000 which is a drug locally acting in gastrointestinal tract. It is not absorbed into the bloodstream and therefore bioequivalence cannot be demonstrated.
Quality aspects of the dossier were adequately described; specifications of macrogol 4000 were in line with monograph no. 1444 published under Ph. Eur, and that of finished medicinal product are adequately controlled based on approved specification.
There was no discussion in the CMDh. Agreement between the member states was reached during a written procedure. Adequate data was submitted to support the chosen legal basis – hybrid application. As macrogol 4000 is locally acting in the gastrointestinal tract, no bioequivalence study was performed. Proposal for a biowaiver was duly justified. This decentralised procedure was positively concluded on 06 February 2025 (D210).
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