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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 Trederol 5,000 IU, 10,000 IU, 20,000 IU film-coated 
tablets, from Wörwag Pharma GmbH & Co. KG. 
 
The product is indicated for initial treatment of clinically relevant vitamin D deficiency 
(serum level < 25 nmol/L (10 ng/mL)) in adults. 
 
A comprehensive description of the indication and posology is given in the SmPC. 
 
The marketing authorisation has been granted via a decentralised procedure under Article 
10a of Directive 2001/83/EC (well-established use (WEU) application). Well-established 
medicinal use needs to be demonstrated for the active substance of the medicinal product 
for at least 10 years in the specific therapeutic area. In a WEU application, results of non-
clinical and clinical trials are replaced by detailed references to published scientific literature. 
Therefore, no clinical studies have been performed by the marked authorisation holder 
(MAH) and instead, bibliographical data are submitted. 
 
Cholecalciferol as active substance in medicinal products have been in well-established 
medicinal use within the Community for more than ten years, with recognised efficacy and 
an acceptable level of safety. 
 
The concerned member states (CMS) involved in this procedure were Austria, Bulgaria, 
Czechia, Germany, Estonia, Hungary, Latvia, Lithuania, Poland, Romania, Slovakia and Spain. 
 
Indication 
Other indications which were initially applied for included “Prevention of vitamin D 
deficiency in adults with an identified risk” and “As an adjunctive therapy for osteoporosis in 
patients with vitamin D deficiency or at risk of vitamin D insufficiency”. Following comments 
of the involved member states, these two indications were dropped during the application 
procedure. 
 
Scientific advice 
Scientific advice was sought prior to this application with the Medical Evaluation Board in 
the Netherlands on 5 August 2019. 
 
 

II. QUALITY ASPECTS 
 

II.1 Introduction 
 

• Trederol of 5,000 IU is a round film-coated tablet, white to slightly yellow, embossed 
with logo “5”. Each tablet contains 125 micrograms cholecalciferol (Vitamin D3, 
corresponding to 5,000 IU as cholecalciferol-concentrate powder form). 
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• Trederol of 10,000 IU is an elongated film-coated tablet, white to slightly yellow, 
embossed with logo “10”. Each tablet contains 250 micrograms cholecalciferol 
(Vitamin D3, corresponding to 10,000 IU as cholecalciferol-concentrate powder 
form). 

• Trederol of 20,000 IU is an oval film-coated tablet, white to slightly yellow, with a 
double score line which is to facilitate breaking for ease of swallowing and not to 
divide into equal doses. Each tablet contains 500 micrograms cholecalciferol (Vitamin 
D3, corresponding to 20,000 IU as cholecalciferol-concentrate powder form). 

 
The excipients are:  
Tablet core – sodium ascorbate (E301), all-rac-alpha-tocopherol, starch sodium octenyl 
succinate (E1450), sucrose, medium chain triglycerides, colloidal anhydrous silica (E551), 
croscarmellose sodium (E468), microcrystalline cellulose (PH102, E460) and magnesium 
stearate (E470b); 
Tablet coating – white Opadry PVA (contains: polyvinyl alcohol (E1203), titanium dioxide 
(E171), macrogol 3350 and talc (E553B)). 
 
The tablets are packed in PVC/PVDC-Al blisters. The excipients and packaging are usual for 
this type of dosage form.  
 
The cores of the three tablet strengths are fully dose proportional. 
 

II.2 Drug Substance 
 
The active substance is cholecalciferol concentrate (powder form), i.e. Dry Vitamin D3 100 
SD/S with cholecalciferol as active ingredient (with all-rac-ɑ-tocopherol and sodium 
ascorbate), an established active substance described in the European Pharmacopoeia 
(Ph.Eur.). It is a crystalline powder and is practically insoluble in water. Polymorphism is not 
applicable for the spray dried drug substance mixture. 
 
The CEP procedure is used for the active substance. Under the official Certification 
Procedures of the EDQM of the Council of Europe, manufacturers or suppliers of substances 
for pharmaceutical use can apply for a certificate of suitability concerning the control of the 
chemical purity and microbiological quality of their substance according to the 
corresponding specific monograph, or the evaluation of reduction of Transmissible 
Spongiform Encephalopathy (TSE) risk, according to the general monograph, or both. This 
procedure is meant to ensure that the quality of substances is guaranteed and that these 
substances comply with the Ph.Eur. 
 
Manufacturing process 
A CEP has been submitted; therefore no details on the manufacturing process have been 
included.  
 
Quality control of drug substance 
The active substance specification is considered adequate to control the quality and meets 
the requirements of the monograph in the Ph.Eur. for cholecalciferol concentrate (powder 



 
 

5/30 
 

form) and the CEP, with additional requirements for microbiological purity. Batch analytical 
data demonstrating compliance with the specifications have been provided for three 
batches. 
 
Stability of drug substance 
The active substance is stable for 24 months when stored under the stated conditions. 
Assessment thereof was part of granting the CEP and has been granted by the EDQM. 
 

II.3 Medicinal Product 
 
Pharmaceutical development 
This is a well-established use application. No bioequivalence or clinical studies have been 
performed. In order to support the well-established use claim, comparative dissolution data 
have been provided for the test product and two reference products at three different pH’s 
and the quality control (QC) medium. Also, full dissolution profiles in the QC medium have 
been provided for the test product for all three strengths. The product is an established 
pharmaceutical form and its development is adequately described in accordance with the 
relevant European guidelines. 
 
Manufacturing process 
The manufacturing consists of the following steps: weighing, homogenisation, tablet 
compression, film-coating and packaging. The process has been validated according to 
relevant European guidelines. The product is manufactured using conventional 
manufacturing techniques. However, as cholecalciferol comprises only 0.083% of the tablet 
core weight, the drug product is considered a specialised pharmaceutical dose form. Process 
validation data on the product has been presented for three full scaled batches of each 
strength. Process validation for the packaging and leak test will be performed for the first 
three commercial batches. 
 
Control of excipients 
All excipients comply with the Ph.Eur. requirements, except Opadry (the film coating), for 
which an in-house specification is provided. These specifications are acceptable. 
 
Quality control of drug product 
The finished product specifications are adequate to control the relevant parameters for the 
dosage form. The specification is based on the monograph in the Ph.Eur and includes tests 
for appearance, dimensions, water content, identification, assay of vitamin D3, assay of 
alpha-tocopherol, impurities, dissolution, uniformity of mass, uniformity of dosage units, and 
microbiological purity. The release and shelf life limits are mostly the same, except for water 
content, assay of vitamin D3, assay of alpha-tocopherol and total impurities. Limits in the 
specification have been justified and are considered appropriate for adequate quality control 
of the product. The analytical methods have been adequately described and validated. Batch 
analytical data from three batches per strength from the proposed production site have 
been provided, demonstrating compliance with the specification.  
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Stability of drug product 
Stability data on the product have been provided for three production scale batches of each 
strength. The batches are stored at 25°C/60% RH (18 months), 30°C/75% RH (12 months) 
and 40°C/75% RH (6 months). The conditions used in the stability studies are according to 
the ICH stability guideline. The batches were stored in PVC/PVDC-Al blisters and for each 
strength two batches were packaged in bulk packaging, i.e. transparent polyethylene bags 
(LDPE), packed in a black bag, desiccant, packed in an HDPE container. Photostability studies 
were performed in accordance with ICH recommendations and showed that the product is 
stable when exposed to light. 
 
The drug product is unstable at accelerated storage conditions. At the intermediate and long 
term condition, a significant decrease in dissolution and assay was observed. Hence, 
extrapolation is not considered appropriate and the shelf life should be based on the long 
term stability data. On basis of the data submitted, a shelf life was granted of 18 months. 
The labelled storage conditions are: store below 30°C. The bulk is considered stable for a 
period of 6 months at 25°C/60% RH. 
 
Specific measures concerning the prevention of the transmission of animal spongiform 
encephalopathies 
Certificates of suitability issued by the EDQM have been provided for an animal product 
used in the manufacture of the drug substance and compliance with the Note for Guidance 
on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via 
medicinal products has been satisfactorily demonstrated. 
 

II.4 Discussion on chemical, pharmaceutical and biological aspects 
 
Based on the submitted dossier, the member states consider that Trederol has a proven 
chemical-pharmaceutical quality. Sufficient controls have been laid down for the active 
substance and finished product. No post-approval commitments were made. 
 
 

III. NON-CLINICAL ASPECTS 
 

III.1 Pharmacology 
 
The MAH provided a literature overview on the pharmacodynamic effects of cholecalciferol. 
The primary pharmacodynamic effect of cholecalciferol is its absorption into the 
bloodstream and subsequent hydroxylation to form calcidiol. A substantial amount of clinical 
literature regarding this process is available. The lack of non-clinical data is accepted because 
of the extensive clinical experience with the product and its well-established use. Further 
primary pharmacodynamic effects of cholecalciferol are related to the development and 
maintenance of bones and muscles. Vitamin D promotes the development of bone by 
stimulating the osteogenic differentiation of mesenchymal stem cells. In addition, calcidiol 
and calcitriol regulate bone remodelling and mineralisation by maintaining plasma calcium 
levels and phosphorus concentrations. Studies have shown effects on diphosphate uptake by 



 
 

7/30 
 

osteoporotic bones by cholecalciferol, and calcitriol supplementation may prevent cellular 
processes of osteoporosis. In guinea pigs, a single high dose of cholecalciferol stimulated 
fracture healing. Bone quality was also found to be improved by alfacalcidol, a prodrug of 
calcitriol, which enhanced collagen deposition and the maturation and stability of collagen in 
osteoporotic bones. A highly potent analogue of calcitriol stimulated osteoblast-mediated 
bone calcium mobilization and promoted osteoblast-mediated osteoclast formation in vitro, 
supporting indirectly the importance of vitamin D for bone health. 
 
Table 1. Synonyms of compounds 
Term used in this document Synonym 
Calcidiol 25(OH)D3; Calcifediol 
Calcitriol 1,25 (OH)2D3; 1α,25-dihydroxyvitamin D 
Cholecalciferol Vitamin D3; Calciol 

 
Several studies have investigated the effects of vitamin D on muscle tissue. A study on 
skeletal muscle derived satellite cells showed that calcitriol promotes myotube formation 
and induces the expression of pro-myogenic skeletal muscle markers, indicating that vitamin 
D promotes muscle regeneration. In rats, vitamin D deficiency was associated with a 40% 
reduction in muscle protein fractional synthesis rate, which was restored upon dietary 
vitamin D supplementation with cholecalciferol. Further, calcitriol has been shown to 
regulate the internalization of vitamin D binding protein (DBP) by skeletal muscle cells in 
vitro, supporting the role of skeletal muscle in the maintenance of vitamin D levels.  
 
Secondary pharmacodynamic effects include the control of vitamin D homeostasis in the 
kidneys by regulation of the metabolism of calcitriol. In addition, cholecalciferol may have 
protective effects on the kidneys, which have been demonstrated in studies on 
cholecalciferol supplementation in animals with induced kidney damage. Vitamin D 
deficiency results in parathyroid hyperplasia and increased parathyroid hormone (PTH) 
synthesis and secretion. Calcitriol administration inhibits PTH synthesis and parathyroid cell 
growth, and may also act to increase the sensitivity of the parathyroid gland to calcium. 
Calcitriol can suppress the adaptive immune system, which appeared beneficial in 
suppressing autoimmunity and slowing down inflammatory diseases in experimental 
models. Studies have shown vitamin D to act upon hormonal regulation, production of 
insulin and protein homeostasis. Furthermore, vitamin D has effects on cell differentiation 
and proliferation, with potential impact on tumour suppression, as well as positive effects on 
the cardiovascular system and oxidative stress and effects against viral infections. 
 
Formal safety pharmacology studies according to ICH S7A/B have not been performed. The 
accepted justification is based on the fact that cholecalciferol is a naturally occurring 
intermediary metabolite in humans. The MAH reported a small number of non-clinical data 
on pharmacodynamic drug-drug interactions, these were without clinical evidence and 
described to not have a negative impact. 
 
The non-clinical literature overview presents data on cholecalciferol. The primary, secondary 
and safety pharmacology have been adequately discussed based on available literature for 
the purpose of a well-established use application.  
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III.2 Pharmacokinetics 
 
The information provided by the MAH on the absorption of cholecalciferol is considered 
limited. Non-clinical data on cholecalciferol absorption is scarce since most data have been 
collected in clinical studies. One study investigated the intestinal absorption of 
cholecalciferol and its active metabolite, calcitriol through intact jejunal segments of rats. It 
was demonstrated that intracellular binding proteins may be involved in the transport of 
cholecalciferol and calcitriol through rat enterocytes. Vitamin D and its metabolites bind in 
the serum with high affinity to DBP and distributes to plasma, ileum, kidney and bones. 
 
Vitamin D is metabolised in three distinct steps. The first step is cytochrome P450 enzymes 
converting cholecalciferol to calcidiol in the liver. The second step is the conversion of 
calcidiol to calcitriol in the kidney through CYP27B1 hydroxylase. Finally, this is followed by 
hydroxylation through the action of mitochondrial CYP24A1 located in several different 
tissue types of the body leading to inactivation, the formation of end products and 
excretion. The submitted literature describes that cholecalciferol is eliminated mainly 
through the bile or is excreted in urine after conversion into water-soluble metabolites. 
Metabolites that are transformed into less polar components can be reabsorbed in the 
intestine after excretion in the bile (enterohepatic recirculation). 
 
The available non-clinical literature suggests that the metabolism of cholecalciferol can be 
influenced by interactions with anticonvulsants, cephalosporins, adefovir, thiazides, 
glucocorticoids, cholestyramine, buspirone, actinomycin and clotrimazole. Interactions of 
cholecalciferol with anticonvulsants, thiazides, glucocorticoids and actinomycin are reflected 
in the SmPC. 
 
The submitted literature data are adequate to assess the non-clinical absorption, 
distribution, metabolism and elimination of cholecalciferol for the purpose of a well-
established use application. 
 

III.3 Toxicology 
 
The lowest possible toxic dose in humans was determined to be 39 mg/kg, whereas Trederol 
5,000 IU, 10,000 IU, 20,000 IU film-coated tablets contain 125, 250 or 500 µg of Vitamin D3, 
respectively. Hence, a very large amount of tablets would have to be taken to reach (fatal) 
intoxication. Lethal cholecalciferol doses in animal species were not considered informative 
for the safety assessment because of how high they were. Toxicity was tested via repeated 
intravenous administration of calcitriol (not cholecalciferol) to rats, dogs and other canines, 
which resulted in hypercalcaemia, among other effects. The MAH indicates that the 
production of calcitriol is a well-regulated process in vivo, which is largely independent of 
the cholecalciferol doses given. As such, cholecalciferol cannot cause blood calcitriol 
concentrations to rise to such toxic values. 
 
The overall evidence on genotoxicity indicates that cholecalciferol is not genotoxic. Limited 
literature studies on carcinogenicity have been reported. Evidence exists for carcinogenicity 
from rat studies where cases of phaechromocytoma (a usually benign tumour of cells in the 
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adrenal gland) were observed. However, the MAH indicates that this occurred with doses of 
cholecalciferol that are much higher than those that will be likely with the use of the current 
product. This is acknowledged. 
 
Studies in rats and rabbits given calcitriol suggested adverse effects on reproductive or 
developmental events at clinically relevant doses. However, the MAH indicates that in vivo 
calcitriol production from cholecalciferol is a highly regulated process which is not linearly 
related to cholecalciferol or calcidiol concentrations. Hence, these effects observed after 
application of calcitriol to animals are not considered to be relevant to Trederol tablets. This 
is acknowledged.  
 
No literature studies on local tolerance were submitted by the MAH. Considering that 
cholecalciferol will be administered by oral route, this is acceptable (see Guideline on non-
clinical local tolerance testing of medicinal products, EMA/CHMP/SWP/2145/2000 Rev. 1, 
Corr. 1*). 
 
The MAH evaluated all excipients present in the product, which are either naturally 
occurring substances or have been granted a “Generally Recognized as Safe” (GRAS) status 
by the FDA and are considered not to impact the safety of the product. As these substances 
are commonly used excipients. An evaluation on the presence of macrogol 3350 in the 
product indicated that the levels in the maximum daily doses of the tablets are far below the 
acceptable daily intake as proposed by the WHO.  
 
The provided non-clinical overview on toxicology is adequate for the purpose of a well-
established use application. 
 

III.4 Ecotoxicity/environmental risk assessment (ERA) 
 
The active substance is a natural substance, the use of which will not alter the concentration 
or distribution of the substance in the environment. Therefore, Trederol 5,000 IU, 10,000 IU, 
20,000 IU film-coated tablets is not expected to pose a risk to the environment. 
 

III.5 Discussion on the non-clinical aspects 
 
This product has been granted a market authorisation for well-established use. A non-clinical 
overview on the pharmacology, pharmacokinetics and toxicology has been provided, which 
is based on up-to-date and adequate scientific literature. The overview justifies why there is 
no need to generate additional non-clinical pharmacology, pharmacokinetics and toxicology 
data. Therefore, the member states agreed that no further non-clinical studies are required. 
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IV. CLINICAL ASPECTS 
 

IV.1 Introduction 
 
Cholecalciferol is a well-known active substance with established efficacy and tolerability. A 
clinical overview has been provided, which is based on scientific literature regarding 
pharmacokinetics (absorption, metabolism and excretion of vitamin D and its metabolites, 
and its effects in special populations), pharmacodynamics (drug interactions and effects of 
vitamin D on molecular levels), efficacy (dosing and effects of vitamin D in the body) and 
safety (risks of toxicity and adverse events). The submitted information has been linked to 
clinical studies and is considered to be adequate. The overview justifies why there is no need 
to generate additional clinical data and the member states agreed that no further clinical 
studies were required. 
 

IV.2 Pharmacokinetics 
 
The pharmacokinetics of cholecalciferol have been widely studied and are well-known. 
Cholecalciferol (vitamin D3) from nutritional sources is actively absorbed from the gastro-
intestinal tract in the presence of dietary lipids and bile acids. At high doses, cholecalciferol 
is absorbed by passive diffusion. Bile is important for a good absorption of cholecalciferol, 
specifically deoxycholic acid. Being a lipid-soluble compound, intake of a fat meal seems to 
facilitate a good absorption of cholecalciferol and therefore intake with food is 
recommended. Absorbed cholecalciferol circulates in the blood in association with vitamin 
D-binding protein (DBP), a specific alpha-globulin. Cholecalciferol is stored in fat depots. It is 
a lipophilic compound which explains its adipose tissue distribution and its slow turnover in 
the body (the half-life is approximately 2 months). 
 
Cholecalciferol is metabolised by microsomal hydroxylase to form calcidiol (25-
hydroxycolecalciferol), the primary storage form of vitamin D3. Calcidiol undergoes a 
secondary hydroxylation within the kidney to form the predominant active metabolite 
calcitriol (1,25-hydroxycolecalciferol). Calcidiol is the most abundant cholecalciferol 
metabolite in circulation, where approximately 90% is bound to DBP. 
 
In the kidney, the calcidiol–DBP complex is filtered through the glomerulus into the proximal 
tubule and then is taken up by the proximal tubular cell via the cell surface receptors 
megalin and cubilin. Within the proximal tubular cell, enzyme CYP27B1 can hydrolyse 
calcidiol into calcitriol. Calcitriol is delivered to target tissues bound to DBP, then binds to 
the vitamin D receptor to regulate a wide variety of genes. Catabolism is an essential 
component of vitamin D metabolism. Calcidiol and calcitriol undergo catabolism via multiple 
side chain hydroxylations to become more polar metabolites, which subsequently are 
excreted in the urine and the feces. CYP24A1 is capable of catalysing all of the hydroxylation 
steps in the catabolism of both calcidiol and calcitriol. Another P450 enzyme, CYP3A4, also 
plays a role in vitamin D catabolism. CYP3A4 catabolizes calcidiol and calcitriol in a manner 
similar to CYP24A1, with production of 1,24,25-trihydroxyvitamin D and 24,25-
dihydroxyvitamin D. 
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The primary route of cholecalciferol excretion is the bile; only a small percentage is found in 
urine. Metabolites destined for excretion are calcitroic acid and 24,25-OH2D3. Elimination 
half-life for cholecalciferol is about 4,5 days, for calcidiol it is approximately 15 days, for 
calcitriol it is 1 to 5 hours. 
 
There appears to be no age-related effect and no gender effect on the pharmacokinetics. 
Patients with chronic kidney disease are at a higher risk of vitamin D deficiency due to either 
renal losses or decreased synthesis of calcitriol. In patients with chronic liver disease, 
absorption of vitamin D is reduced, related to the severity of the disease and limited bile 
secretion. Considering different SmPCs, there are no specific dose recommendations 
regarding dosing for supplementation of vitamin D in patients with hepatic impairment. An 
increased BMI is associated with greater doses required to achieve the same serum calcidiol 
concentrations. The discussed interactions are known from other SmPCs of vitamin D 
products. 
 
It is expected that the bioavailability of cholecalciferol from the MAH’s formulation will be in 
the range of the formulations mentioned in literature, based upon the comparison of the 
excipients’ solubility and dissolution data. Bridging is sufficiently supported. 
 
The literature supported pharmacokinetics, efficacy and safety. The clinical overview 
discussed the pharmacokinetics of cholecalciferol sufficiently. 
 

IV.3 Pharmacodynamics 
 
The MAH has provided a brief overview of general pharmacodynamic properties of vitamin 
D. Section 4.5 of the SmPC reflects the interactions of vitamin D with other medicinal 
products, including: antiepileptic medicinal products and barbiturates, glucocorticoids, ion 
exchange resins, laxatives and orlistat, actinomycin and imidazole, rifampicin, isoniazid, 
thiazide diuretics and phosphate. The effects of vitamin D on bone mineral density, calcium 
and phosphate and its pharmacodynamics are considered sufficiently described. 
 

IV.4 Clinical efficacy 
 
The MAH has presented literature data of efficacy studies using different vitamin D doses. 
The therapeutic indication is initial treatment of clinically relevant vitamin D deficiency 
(serum level <25 nmol/L (10 ng/mL)) in adults. The MAH amended their original definition of 
vitamin D deficiency to be in alignment with registered SmPCs. For the indication, 
appropriate doses to be considered are in the range of 800-4,000 IU/day as also indicated 
for instance in the Dutch SmPCs of the Benferol (NL/H/3500/001-004) and Will Pharma 
(NL/H/2963/001-006) products. The initially proposed loading dose for Trederol was 20,000 
IU per week for a duration of 8-12 weeks (leading to a loading dose of 160,000 to 240,000 
IU). Since 2012, a 100,000 IU loading dose for the initial treatment of vitamin D deficiency 
has been registered in the Netherlands (DE/H/2903/001/DC). Since approval of the 100,000 
IU loading dose, no new safety concerns were raised for this. Therefore, the loading dose 
regimen was amended to 4-5 weeks instead of 8-12 weeks. A dose of 20,000 IU per week 
was considered acceptable. Other proposed indications (prevention of vitamin D deficiency 
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and treatment of osteoporosis) were dropped. The MAH restricted the indication to initial 
treatment and aligned it with the approved products. 
 

IV.5 Clinical safety 
 
The safety profile of cholecalciferol is well-known. In general, vitamin D is well tolerated. 
However, there is a risk for toxicity with higher dosages, for which hypercalcaemia and 
hypercalciuria are the main adverse events. Most adverse events are reported in health care 
practice for gastrointestinal disorders, skin and subcutaneous disorders and metabolism and 
nutrition disorders. The safety profile appears to be generally in line with findings of other 
vitamin D medicinal products. The precautions of use in other special populations are 
described sufficiently in the SmPC. 
 

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 
Trederol. 
Table 2. Summary table of safety concerns as approved in RMP 
Important identified risks None 
Important potential risks None 
Missing information None 

 
The member states agreed that routine pharmacovigilance activities and routine risk 
minimisation measures are sufficient for the risks and areas of missing information. 
 

IV.7 Discussion on the clinical aspects 
 
The clinical benefit of treating vitamin D deficiency is well known. The bibliographic data 
submitted showed vitamin D deficiency was resolved or improved as indicated by increases 
in serum calcidiol levels. The MAH submitted and discussed several studies to support the 
initial treatment of vitamin D deficiency. No new clinical studies were conducted. The 
proposed indication is widely used and known and sufficiently discussed in the provided 
literature and therefore acceptable. 
 
 

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 test consisted of a pilot test with five 
participants, followed by two rounds with ten participants each. The questions covered the 
following areas sufficiently: traceability, comprehensibility and applicability. The results 
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show that the PL 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 

 
Trederol 5,000 IU, 10,000 IU, 20,000 IU film-coated tablets have a proven chemical-
pharmaceutical quality. The products have an adequate efficacy and safety profile and are 
considered widely established. 
 
The Board followed the advice of the assessors.  
 
There was no discussion in the CMD(h). Agreement between member states was reached 
during a written procedure. The member states, on the basis of the data submitted, have 
granted a marketing authorisation. The decentralised procedure was finalised with a positive 
outcome on 16 June 2022. 
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STEPS TAKEN AFTER THE FINALISATION OF THE INITIAL PROCEDURE - 
SUMMARY 
 

Procedure 
number* 

Scope  Product 
Information 
affected 

Date of end of 
procedure 

Approval/ non 
approval 

Summary/ 
Justification for 
refuse 

N/A N/A N/A N/A N/A N/A 
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