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This module reflects the scientific discussion for the approval of Eviana. The procedure 

was finalised at 2008-09-11. For information on changes after this date please refer to the 

module ‘Update’. 
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I. INTRODUCTION 
 

NovoNordisk A/S has received a marketing authorisation for Eviana film-coated tablets 

containing 0.5 mg estradiol hemihydrate (E2) and 0.1 mg norethisterone acetate (NETA). 

Eviana is a low dose continuous combined hormone replacement therapy (HRT) product 

intended for once daily administration to postmenopausal women with an intact uterus. The 

product has previously been named “Activelle” and the name “Activelle low dose” (ALD) was 

used in the dossier and thus, the product may be named “ALD” in this report. For approved 

indications, see the Summary of Product Characteristics. 

 

Novo Nordisk A/S submitted applications for mutual recognition (MR) of Eviana/Activelle 

and associated names on the basis of the marketing authorisation granted in Sweden on 

3 August 2007. The Mutual Recognition Procedure started on September 20, 2007. An 

agreement could not be reached during the MR procedure and the procedure was referred to 

the CMD(h) due to potential serious risk to public health concerns on grounds that endometrial 

safety was insufficiently demonstrated and due to the lack of 12 months vaginal bleeding data.  

 

Following a discussion in CMD, the product was subsequently referred to the CHMP on 

March 3, 2008. The reason for disagreement was clinical safety, regarding the endometrial 

safety of Eviana/Activelle 0.5 mg/0.1 mg, which had been insufficiently demonstrated 

according to the CHMP guideline for HRT products (EMEA/CHMP/021/97 rev 1). The 

arbitration procedure started on March 19, 2008, and in June 2008, the CHMP adopted a 

positive opinion and the final opinion was converted into a Decision by the European 

Commission on September 11, 2008. For further information regarding the CHMP referral 

procedure, visit the EMEA website (please refer to Activelle). 

 

 

II. QUALITY ASPECTS 
 

II.1 Introduction 
 

Eviana/Activelle is presented in the form of film-coated tablets containing 0.5 mg estradiol 

hemihydrate (E2) and 0.1 mg norethisterone acetate (NETA). The excipients are 

hydroxypropylcellulose, lactose monohydrate, maize starch, talc and magnesium stearate. The 

film-coat contains hypromellose and glycerol triacetate. The tablets are packed in a calendar 

dial pack.  

 

II.2 Drug Substance 
 

The drug substances estradiol hemihydrate and norethisterone acetate have both been adopted 

in the European Pharmacopoeia. The suppliers of the drug substances have been granted a 

Certificate of suitability to the monograph of the European Pharmacopoeia (CEP) for both 

drug substances.  

The specification for the drug substances contain the test parameters stated in the Ph.Eur. and 

on the CEPs from the suppliers plus a test for particle size distribution.   

The analytical methods applied are suitably described and validated. 

 

Stability studies under ICH conditions have been conducted and the data provided are 

sufficient to confirm the re-test periods.  
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II.3 Medicinal Product 
 

Eviana/Activelle 0.5 mg/0.1 mg film-coated tablets are formulated using excipients described 

in the current Ph Eur. All raw materials used in the product has demonstrated compliance with 

Commission Directive 2003/63/EC and the NfG on Minimising the risk of transmitting Animal 

Spongiform Encephalopathy Agents via human and veterinary medicinal products 

(EMEA/410/01). 

 

The product development has taken into consideration the physico-chemical characteristics of 

the active substance. 

 

The manufacturing process has been sufficiently described and critical steps identified. Results 

from the process validation studies confirm that the process is under control and ensure both 

batch to batch reproducibility and compliance with the product specification. 

 

The tests and limits in the specification are considered appropriate to control the quality of the 

finished product in relation to its intended purpose. 

 

Stability studies under ICH conditions have been performed and data presented support the 

shelf life claimed in the SPC, with storage condition “Do not store above 25 C. Do not 

refrigerate. Keep the container in the outer carton in order to protect from light”. 

 
 

III. NON-CLINICAL ASPECTS 
 

The pharmacodynamic, pharmacokinetic and toxicological properties of E2 and NETA are 

well known. Since this product contains lower doses of the active substances compared with 

already approved products, a non-clinical assessment was not performed.  

 

 

IV. CLINICAL ASPECTS 
 

IV.1 Introduction 
 

Eviana contains a lower dosage of substances that have previously been extensively used in 

HRT products. Clinical studies were provided to demonstrate efficacy in vasomotor symptom 

relief, while endometrial safety data were extrapolated from another dose combination of 

E2/NETA (see below). 

 

IV.2 Pharmacokinetics 
The pharmacokinetic properties of E2 and NETA are well known. Since this product contains 

a lower dosage of previously used substances, clinical documentation is necessary to establish 

efficacy and safety of the product and the pharmacokinetic documentation is mainly 

supportive. The binder in the ALD tablets was changed compared to that used in the Activelle 

1mg/0.5 mg tablets and therefore a bioequivalence study was conducted. Bioequivalence 

between ALD and Activelle 1mg/0.5 mg was demonstrated for both E2 and NETA. 

 

IV.3 Pharmacodynamics 
No specific pharmacodynamic data were presented for this application, which is acceptable. 

 



  4/6    

IV.4 Clinical efficacy 
One randomized study (ALD-1537), using  the chosen dose of 0.5 mg E2 in combination with 

0.1 mg NETA (ALD 0.1) or 0.25 mg NETA (ALD 0.25) in comparison with placebo, was 

conducted to demonstrate efficacy in vasomotor symptom relief in 577 healthy 

postmenopausal women with a mean age of 55.5 years. The results confirmed that both active 

treatments were effective in relieving typical oestrogen deficiency symptoms with no 

difference between ALD 0.1 and ALD 0.25. Thus, Eviana 0.5 mg/0.1 mg continuous combined 

hormone replacement therapy (HRT) in postmenopausal women appears to provide adequate 

effects on the number of moderate to severe hot flushes which was the primary endpoint. 

Around 66% of the patients were responders according to the definition with 90% 

improvement in the hot flush weekly weighted scores (HFWWS).  Improvement was also 

found in other measurements of oestrogen effects: Greene Climacteric Scale, urogenital 

symptom score, vaginal maturation value and vaginal pH. Therefore, the indication applied for 

Eviana 0.5 mg/0.1 mg „Hormone Replacement Therapy (HRT) for oestrogen deficiency 

symptoms in women more than one year after menopause‟ is acceptable with regard to clinical 

efficacy. 

 

IV.5 Clinical safety 
As Eviana 0.5 mg/0.1 mg is a low dose version of already well established hormones used for 

HRT, the main focus of this assessment is whether the endometrial safety is sufficiently 

demonstrated  with the reduced dose of NETA and whether Eviana 0.5 mg/0.1 mg provides an 

acceptable bleeding pattern.  

 

Since no study on endometrial safety was performed on the actual dose combination with 

0.5 mg E2 and 0.1 mg NETA, conclusions were drawn from studies of a combination with 1 

mg E2 and 0.1 mg NETA. The point estimate for endometrial hyperplasia was 0.8% (95% CI: 

0.097, 2.871), based on 249 subjects. It could be expected that with half the E2 dose, as in 

Eviana 0.5 mg/0.1 mg, a lower incidence of proliferation-hyperplasia would be found. 

Therefore, it is reasonable to assume that the effects on the endometrium of the low dose of 

0.5 mg of estradiol in combination with 0.1 mg NETA would be less than with the investigated 

dose (1 mg E2+ 0.1 mg NETA). Therefore, no further request on endometrial examination was 

considered justified.  

 

With regard to the endometrial bleeding pattern, Eviana 0.5 mg/0.1 mg appears to provide an 

acceptable rate of bleeding during the first 6 months. After 3 and 4 months, around 15% of 

patients reported bleeding/spotting and at the end of the observation period at 6 months, 

around 12% of the women reported any bleeding/spotting. Around 26-28% of women treated 

with higher doses (1 mg E2 combined with 0.1, 0.25 or 0.5 mg of NETA), reported episodes of 

bleeding/spotting during the first 3 to 4 months. Thus, from those data, it appears as the low 

dose, as in Eviana 0.5 mg/0.1 mg, induces fewer episodes of bleeding/spotting than higher 

doses. As treatment with HRT usually continues for longer than just 6 months, bleeding 

pattern data for at least 12 months is recommended to be included in the SPC. Bleeding pattern 

data are important for counselling as inadvertent bleeding may cause concern as well as need 

for medical intervention and, moreover, mask endometrial pathology.  

During the national evaluation of the application, the Applicant committed to collect additional 

bleeding data for up to a year. With this commitment and with the SPC describing current 

bleeding data, the clinical issues were considered resolved and a national approval of the 

product was granted. 
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IV.6 Discussion on the clinical aspects 
As stated in the introduction, concerns were raised over the endometrial safety of 

Eviana/Activelle and also concerning the lack of 12-month bleeding data.  

Activelle 0.5 mg/0.1 mg is a continuous combined HRT that contains half the dose of estradiol 

(E2) and a fifth of the dose of norethisterone acetate (NETA) compared to that in the known 

fixed combination Activelle (E2 1 mg/NETA 0.5 mg). This means that the doses of E2 and 

NETA are decreased by 50% and 80%, respectively. Therefore, this new product contains a 

known progestogen at a lower dose than the known marketed dose, and a new ratio 

oestrogen/progestogen (1:5 instead of 1:2). According to the guideline on clinical investigation 

of medicinal products for hormone replacement therapy of oestrogen deficiency symptoms in 

postmenopausal women (EMEA/CHMP/021/97 Rev. 1), endometrial safety has to be 

demonstrated unequivocally before approval. It states that “for a new combination of 

oestrogen/progestogen (e.g. new administration scheme or new strength) or a new progestogen 

in a fixed combination, endometrial data are required, except for a known progestogen, with 

the same administration route and the same progestogen dose as in known fixed combination 

with oestrogen, where data on endometrial safety can be extrapolated from the fixed 

combination if exposure to the oestrogen is similar or lower”. According to this 

recommendation, the applicant provided data from a trial (KLIM/PD/7/USA) which studied 

endometrial safety of the combination of E2 1 mg and NETA 0.1 mg. However, some member 

states noted that this trial failed to demonstrate the endometrial safety of the combination of E2 

1 mg and NETA 0.1 mg, as the upper limit of the two-sided 95% confidence interval of the 

observed frequency of endometrial hyperplasia exceeded the acceptable limit of 2%. 

 

It was concluded that the endometrial safety of Activelle 0.5mg estradiol/0.1mg NETA 

product is sufficiently supported by the submitted data in combination with extensive data in 

the literature on endometrial effects and endometrial cancer risk of combined continuous 

oestrogen/progestogen HRT products.  

 

For further information regarding the CHMP referral procedure, visit the EMEA website 

(please refer to Activelle). 

 

 

 

V. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT 

AND RECOMMENDATION 
 

User testing of the package leaflet has been performed and is acceptable. 

 

The risk/benefit ratio was considered positive and Eviana 0.5 mg/0.1 mg was recommended 

for approval.  

 

 

 

VI. APPROVAL 
Eviana/Activelle was approved in Sweden on 3 August 2007. After a referral to the CHMP, a 

positive opinion was adopted on 26 June 2008 and was then converted into a decision by the 

European Commission on 11 September 2008.
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