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I. INTRODUCTION

Ferring Läkemedel AB has applied for a marketing authorisation for Propess, 10mg, vaginal 
delivery system. The active substance is dinoprostone (prostaglandin E2; PGE2), a naturally 
occurring compound found in low concentrations in most tissues of the body. Local 
administration of dinoprostone to the cervix results in cervical ripening, which then induces 
the subsequent events which complete labour.

For approved indications, see the Summary of Product Characteristics.

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

For recommendations to the marketing authorisation not falling under Article 21a/22 of 
Directive 2001/83/EC and conditions to the marketing authorisation pursuant to Article 21a or 
22 of Directive 2001/83/EC to the marketing authorisation, please see section VI.

II. QUALITY ASPECTS

II.1 Drug Substance

The structure of the drug substance has been adequately proven and its physico-chemical 
properties are sufficiently described.

The manufacture of the drug substance has been adequately described and satisfactory 
specifications have been provided for starting materials, reagents and solvents.

The drug substance specification includes relevant tests and the limits for impurities and 
degradation products have been justified. The analytical methods applied are suitably 
described and validated.

Stability studies confirm the retest period.

II.2 Medicinal Product

The medicinal product is formulated using excipients listed in section 6.1 in the Summary of 
Product Characteristics. 

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

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 have been performed and data presented support the shelf life and special 
precautions for storage claimed in the Summary of Product Characteristics, sections 6.3 and 
6.4.
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III. NON-CLINICAL ASPECTS

In the initial preclinical assessment of Propess by the MPA in 1996, no preclinical issues were 
raised. Furthermore, during the MR procedure in 1997, no potentially serious health concerns 
were identified in the preclinical documentation. In the MR procedure (2000), the Applicant 
updated the file with several new preclinical studies, both pharmacodynamic, pharmacokinetic 
and toxicity studies. The toxic effects observed were all related to an exaggerated 
pharmacodynamic effect of PGE2, observed at dosages/exposures several-folds higher than 
clinical exposure. At the proposed single administration of Propess vaginal insert, no 
preclinical safety issues were identified. 

III.1 Ecotoxicity/environmental risk assessment

The Applicant has performed an adequate ERA in accordance with available guidance. It can 
be concluded that propess, in the proposed use, does not pose a risk to the environment. 

IV. CLINICAL ASPECTS

IV.1 Introduction

The national approval of Propess in Sweden took place many years ago (1996). Hence, new 
clinical data have become available over time, both from clinical studies as well as from post-
marketing data.

IV.2 Pharmacokinetics
It was concluded from the initial pharmacokinetic studies that the extent of systemic 
absorption of PGE2 from the pessary is not well characterized due to lack of placebo arms in 
the studies. The pharmacokinetic documentation for Propess is however considered to be 
sufficient since Propess is intended to act locally and the safety of this drug is assessed based 
on the clinical evaluation. 

The release rate of PGE2 from the pessary is approximately 0.3 mg/hour over 24 hours in vivo. 
The mean plasma concentration of the PGE2 metabolites, PGEm and PGFm increases 3-4-fold, 
4-8 hours after application. Since there was no placebo treated group included in the study, it is 
uncertain as to whether the measured concentrations reflect the natural progression of PGE2 
concentration in blood or to what extent the plasma concentration of PGEm and PGFm 
represent an increase over baseline levels.
Studies have also been performed, assessing the release of PGE2 from different pessaries and 
comparing two Propess vaginal inserts of different thickness showed that the thinner pessary 
(the one to be marketed) releases PGE2 at a higher rate than the thicker pessary (0.27 vs 0.20 
mg/hour).

IV.3 Pharmacodynamics
Dinoprostone (prostaglandin E2; PGE2) is a naturally occurring compound found in low 
concentrations in most tissues of the body. It functions as a local hormone. PGE2 plays an 
important role in the biochemical and structural alterations involved in cervical ripening. Local 
administration of dinoprostone to the cervix results in cervical ripening, which then induces 
the subsequent events which complete labour.
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IV.4 Clinical efficacy

As mentioned above, the product was nationally approved in Sweden more than 20 years ago 
and further clinical studies have become available after the initial approval. 

In the initial clinical evaluation, it was concluded that PGE2 has been used for cervical ripening 
and induction of labour for many years and that Propess has the advantage of interruption of 
treatment as labour starts or if adverse events occur. The cervical ripening effect of Propess 
was convincingly shown in placebo-controlled studies. However, it was concluded that no 
studies vs. active comparator products (e.g. prostaglandin gels) were available.

Subsequently, new comparative efficacy data became available from three studies. One study 
compared Propess inserts of different thickness and two published studies included 
comparisons with other commercially available cervical ripening agents (intracervical gel 
containing dinoprostone). It was concluded that in all three studies, cervical ripening, 
expressed as increase in Bishop Score, ripening time or mean change in Bishop Score, was 
more pronounced in the Propess 0.8 mm groups than in the comparator groups. This more 
pronounced effect on cervical ripening is reflected in shorter times to active labour and to a 
certain extent also in shorter time to vaginal delivery. It was concluded that Propess 0.8 mm is 
at least not less effective than the comparators in inducing cervical ripening and active labour.

Further data from more recent studies were also available, e.g. data from studies Miso-Obs-
004 and Miso-Obs-303, conducted in 2006-2007 and 2010-2012, respectively, in the US and 
partly in Canada.  In studies Miso-Obs-004 and Miso-Obs-303, different doses of MVI were 
compared against Propess.  In Study Miso-Obs-004, MVI 50 microgram and MVI 100 
microgram were compared against Propess and in Study Miso-Obs-303, MVI 200 mcg was 
compared against Propess.  Efficacy data are summarized briefly below: 

The conclusion of study Miso-Obs-004 was that the MVI 100 and the comparator (Propess) 
had beneficial effects on the primary efficacy variable of time to vaginal delivery with almost 
identical results (MVI 100 median time to delivery 1596 min, Propess 1650 min; not 
significantly different), i.e. around 27 hours. Similar effects were also seen with MVI 100 
compared to Cervidil 10 mg (Propess) for secondary efficacy variables. The study showed that 
MVI 50 was not as effective as Cervidil 10 mg for any of the primary (time to vaginal 
delivery; median time 2127 min) and secondary assessments.

In study Miso-Obs-303, time to vaginal delivery during first hospitalization was statistically 
significantly shorter for MVI 200 subjects (median 21.5 hours) compared with DVI (Propess) 
subjects (median 32.8 hours, p<0.001). 

Thus, data from these two studies suggest that the efficacy of Propess is similar to the mid-
dose of the tested Misoprostol Vaginal Inserts, i.e. MVI 100. 

Assessor’s overall conclusions on clinical efficacy
Clinical studies performed to support the initial approval of Propess as well as later studies 
have demonstrated that Propess has a cervical ripening effect which is reflected in shorter 
times to active labour and also in shorter time to vaginal delivery. Several comparative studies 
now exist, showing that Propess is at least as effective as the comparators (intracervical 
dinoprostone gel and Misoprostol Vaginal Inserts, expect for the highest dose MVI 200) in 
inducing cervical ripening and active labour. Thus, the efficacy of Propess in the applied 
indication is considered adequately supported.
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IV.5 Clinical safety

As for safety, more extensive information has become available over the years since the first 
approval. Throughout the assessment, the main focus of the safety assessment has been on the 
risk for causing uterine hyperactivity, which constitutes a severe risk for the foetus and to 
some extent also for the mother. 

The most commonly reported adverse drug reactions in placebo-controlled and active 
comparator efficacy clinical trials (N=1116) were “foetal heart rate disorder” (6.9%), “uterine 
contractions abnormal” (6.2%) and “abnormal labour affecting foetus” (2.6 %) (as reflected in 
section 4.8 of the SmPC). 

Abnormal labour affecting the foetus and abnormal uterine contractions can be mitigated by 
removing the insert. Based on data from the comparative studies mentioned in the Efficacy 
section above, there was a similar rate of caesarean delivery in the DVI group as for the 
comparators. The need of precautions for use is reflected in the SmPC, including detailed 
instructions on when to remove the insert. 

Assessor’s overall conclusions on clinical safety
The safety profile of Propess is adequately characterised and the approved product information 
adequately describes how risks related to uterine hyperactivity can be mitigated.

IV.6 Risk Management Plans

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, characterize, prevent or minimize risks relating to Propess.

Safety specification

Summary of safety concerns

Important identified risks Uterine hyperstimulation 
Uterine rupture
Foetal distress
Anaphylactoid syndrome of pregnancy 
Disseminated intravascular coagulation

Important potential risks None

Important missing information None

The safety concerns listed by the MAH are considered appropriate.

Pharmacovigilance Plan 

Routine pharmacovigilance is suggested and no additional pharmacovigilance activities are 
proposed by the applicant, which is endorsed.

Risk minimisation measures
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Routine risk minimisation is suggested and no additional risk minimisation activities are 
proposed by the applicant, which is endorsed.

Summary of Safety Concerns and Planned Risk Minimisation Activities as proposed/ approved 
in RMP
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Summary of the RMP

The RMP was approved in the variation procedure SE/H/129/01/II/51.

The MAH shall perform the required pharmacovigilance activities and interventions detailed in 
the agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed 
subsequent updates of the RMP.

An updated RMP should be submitted:
- At the request of the RMS;
- Whenever the risk management system is modified, especially as the result of new 

information being received that may lead to a significant change to the benefit/risk 
profile or as the result of an important (pharmacovigilance or risk minimization) 
milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be 
submitted at the same time, but via different procedures.

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 PL was Swedish. 
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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

Clinical studies performed to support the initial approval of Propess as well as later studies 
have demonstrated that Propess has a cervical ripening effect which is reflected in shorter 
times to active labour and also in shorter time to vaginal delivery. Several comparative studies 
now exist, showing that Propess is at least as effective as the comparators (intracervical 
dinoprostone gel and Misoprostol Vaginal Inserts, expect for the highest dose MVI 200) in 
inducing cervical ripening and active labour. Thus, the efficacy of Propess in the applied 
indication is considered adequately supported.

The safety profile of Propess is satisfactorily characterised and the approved product 
information adequately describes how risks related to uterine hyperactivity, the main safety 
concern, can be mitigated. Post-marketing experience data from more than 20 years of use 
have confirmed this view. The possibility to remove the insert is an advantage with this 
product compared with e.g. intracervical gels. An adequate Risk Management Plan is in place.

Therefore, the benefit-risk of Propess in the initiation of cervical ripening in patients, at term 
(from 37 completed weeks of gestation), is positive.

List of recommendations not falling under Article 21a/22 of Directive 2001/83/EC in case 
of a positive benefit risk assessment

N/A

List of conditions pursuant to Article 21a or 22 of Directive 2001/83/EC

N/A

VII. APPROVAL

The Mutual recognition/Decentralised procedure for Propess, vaginal delivery system was 
positively finalised on 2018-05-01.
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