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Scientific conclusions 

Overall summary of the scientific evaluation of Yvidually and associated 
names (see Annex I) 

The current application concerns Yvidually and associated names for the indication of oral 

contraception. The extended dose regimen of Yvidually has been developed based on the marketed 

combined oral contraceptive Yaz 24+4 for women who want to postpone the withdrawal bleeding by 

extending the intake cycle up to 120 days. Each film-coated tablet of Yvidually contains 3 mg of 

drospirenone (DRSP) + 20 micrograms of ethinylestradiol (EE). Yvidually is intended to be marketed 

with an innovative tablet dispenser with a reminder function. The composition of Yvidually is identical 

to the authorised combined oral contraceptive (COC) Yaz 24+4.  

This application was submitted according to Article 8(3) of Directive 2001/83/EC - full application, and 

assessed according to the decentralised procedure, with the NL acting as RMS (NL/H/2041/001/DC). 
During the CMDh referral, since no agreement was reached, the procedure was referred to the CHMP 

according to Article 29(4). 

Contraceptive efficacy of the dosing regimen 

Dose recommendations 

With the regimen applied for, a tablet-free interval is allowed at any time during day 25 to 120 of the 

treatment cycle – i.e. any 4-day break can only be started if tablet taking has been continuous for 24 

days. After each 4-day tablet-free interval, a new mandatory intake cycle of a minimum of 24 days 

starts. 

The dose recommendation consists of two phases: 

1. Mandatory phase (Day 1 to day 24): 

When starting intake of Yvidually, tablets must be taken continuously for a minimum of 24 days  

2. Flexible phase (Day 25 to Day 120) 

During days 25-120, the tablets can be taken continuously up to a maximum of 120 days. Within this 

period, the woman may decide herself to take a 4-day tablet-free interval or not. This means that 3 

options are possible: 

 During days 25-120, the woman can decide to take tablets continuously up to a maximum of 

120 days. She schedules no withdrawal bleeding, thus no tablet-free interval.  

Or: 

 During days 25- 120, she may schedule a 4-day tablet-free interval (induction of withdrawal 

bleeding) in the event of 3 consecutive days of bleeding.  

Or: 

 During days 25- 120, the woman may decide to take a 4-day tablet-free interval (she schedules 

a withdrawal bleeding) at any time that suits her best, and irrespective of bleeding.  

General dosing rules: 

 Any 4-day tablet free interval  can only be started if tablet taking has been continuous for 24 days 

i.e. after the completion of the mandatory phase. 
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 After any 4-day tablet-free interval , a new mandatory phase starts, i.e. tablets must be taken for 

a minimum of 24 days before any new break can be scheduled. 

Clinical studies 

The 2 phase III studies were conducted from 2005 to 2009 (study A40196 in Europe and Canada and 

study A48294 in the US). Both were presented as pivotal studies with regard to the efficacy and safety 

assessment of Yvidually. 

These studies evaluated contraceptive efficacy, i.e. the number of unintended pregnancies, PI 

(calculated as the pregnancy rate in population divided by 100 years of user exposure) and cumulative 

pregnancy rate in the YAZ Flex MB arms, as well as bleeding pattern and cycle control parameters in 

all treatment arms of both studies.  

Additionally, a third study (A47505) was conducted in women with moderate to severe primary 

dysmenorrhea and is presented as a supportive clinical trial regarding information on bleeding pattern 

during use of the extended dose regimen. This study A47505 was not assessed as in this study YAZ 

FlexMB was intended for the treatment of dysmenorrhoea instead of contraceptive efficacy) 

The following dose regimens were studied in the two pivotal 3-armed clinical Phase III studies:  

 YAZ Flex Managed Bleeding (YAZ FlexMB) regimen; each cycle comprises 120 days of 

intended treatment followed by a 4-day tablet-free interval to induce withdrawal bleeding. If 3 

consecutive days of bleeding and/or spotting occurred during a treatment cycle, a 4-day tablet-free 

period was advised (i.e. ‘managed bleeding’ = MB). This treatment arm was included in both 

EU/Canada study and the US study and considered to be representative for the contraceptive 

efficacy of Yividually, as well as a comparison of the bleeding pattern with the bleeding pattern of 

YAZ 24+4 and other dose regimens;  

 YAZ Stop & Go regimen; each cycle comprises 120 days of intended treatment followed by a 4-

day tablet-free interval to induce withdrawal bleeding. Irrespective of bleeding and/or spotting, 

women are allowed to schedule their withdrawal bleeding (i.e. the 4-day tablet-free interval) at 

any time between days 25 and 120 of the treatment cycle. But women had also the option to 

follow the bleeding rules of the YAZ FlexMB. This arm was included in the US study for comparison 

of bleeding pattern with bleeding patterns of YAZ 24+4 and YAZ FlexMB; 

 YAZ fixed extended regimen; 120 days of continuous tablet-taking (without any break) followed 

by a 4-day tablet-free interval. This arm was included in the EU/Canada study in order to compare 

with bleeding patterns of the other treatment arms; 

 YAZ 24+4 (YAZ) regimen; 24 days of continuous tablet-taking followed by a 4-day tablet-free 

interval (regimen authorised in Europe) included in both studies in order to compare bleeding 

patterns; 

Except for the YAZ fixed extended regimen, the minimum treatment period between tablet-free 

intervals (i.e. minimum cycle length) in each regimen was 24 days (to maintain contraceptive 

efficacy).  
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Table 1 Overview of the different regimens studied in the pivotal trials  

US study A48294  (3 arms) EU/CAN study A40196 (3 arms) 

YAZ Flex MB in 1400 women for 1 year (contraceptive 

efficacy + bleeding) 

YAZ Stop & Go in 200 women for 1 year (bleeding) 

YAZ 24+4 in 200 women for 1 year (bleeding) 

YAZ flex MB in 880 women for 2 years (contraceptive 

efficacy + bleeding) 

YAZ fixed extended in 200 women for 1 year (bleeding) 

YAZ 24+4 in 200 women for 1 year (bleeding) 

 

Contraceptive efficacy 

The contraceptive efficacy was investigated in the YAZ Flex MB regimen arm in both pivotal studies. 

The YAZ Stop & Go arm (in the US study only), the YAZ fixed extended arm (in the EU/Canada study) 

and the YAZ 24+4 arm (both studies) were included in the two studies to compare different bleeding 

patterns. The Pearl Index (PI) calculated as the pregnancy rate in the study population divided by 100 

years of user exposure, was used to assess contraceptive efficacy. 

 YAZ Flex MB regimen 

The contraceptive efficacy was demonstrated for the YAZ Flex MB regimen in the pivotal EU/Canada 

study A40196, by a PI of 0.63 with a corresponding upper limit of the 95% confidence interval of 1.24 

in women between 18 and 35 years of age, and a PI for method failure (PIA adjusted) of 0.59 (upper 

limit 95% confidence interval 1.22). In this study, Pearl Indices obtained were in line with those 

obtained in the original file of YAZ 24+4. As the difference between the point estimate and the upper 

limit of the 95% CI is smaller than 1, it can be concluded that this EU-Canada study on its own is 

sufficiently large with regard to requirements on precision of the point estimate as recommended in 

the CHMP Guideline on Clinical Investigation of Steroid Contraceptives in Women 

(EMEA/CPMP/EWP/519/98 (Rev 1), and therefore considered reliable.  

Higher PIs were obtained in the other pivotal study A48294 that was carried out in the US. Higher PIs 

have also been observed for other COCs in studies performed in the US, which is probably related to 

problems with compliance.  

Thus, the CHMP only considered the EU-Canada study, which is the study that included women in 

Europe (n=880) as pivotal for the assessment of the contraceptive efficacy of Yvidually.  

 YAZ Stop & Go regimen 

The YAZ Stop & Go arm (in the US study only), the YAZ fixed extended arm (in the EU/Canada study) 

and the YAZ 24+4 arm (in both studies) were included in the two studies to compare different bleeding 

patterns, but were not powered to assess contraceptive efficacy. Notwithstanding, during the initial 

DCP procedure a calculation of the PI  was requested for the Stop & Go arm, YAZ fixed extended arm, 

and YAZ 24+4 arm, see table below:   
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Table 2       Pearl index in the treatment arms YAZ Stop & Go, YAZ fixed extended and YAZ 

24+4 

 
 YAZ Stop 

and Go 
YAZ fixed 
Extended 

YAZ 24+4 

 US study 
A48294 

EU/Canada 
study 

A40196 

EU/Canada 
study 

A40196 

US study 
A48294 

Pearl 
Index 

3.52 0.00 1.07 1.20 

95% CI 1.29 - 7.67 0.00 – 3.47 0.13 – 3.85 0.15 – 4.35 
 

When looking at the results of the YAZ Stop and Go regimen, it was noted that the PI was higher 

(3.52; 95% CI; 1.29 - 7.67) compared to the YAZ Flex MB regimen in the same study (1.67 95% CI; 

upper limit 2.67). However it was discussed and noted that the high PI in YAZ Stop & Go arm of US-

study A48294 was based on only 170 Woman Years (WY) of use, resulting in a wide 95% CI; 3.52 

(95% CIs: 1.29 - 7.67). This high PI outcome is unreliable and not in line with CHMP Guideline on 

Clinical Investigation of Steroid Contraceptives in Women (EMEA/CPMP/EWP/519/98 Rev 1), which 

requires that a sufficient number of cycles should be studied to obtain the desired precision of the 

estimate of contraceptive efficacy. The key studies should be at least large enough to give the overall 

PI (number of pregnancies per 100 woman years) with a two-sided 95% confidence interval such that 

the difference between the upper limit of the 95% confidence interval and the point estimate does not 

exceed 1. In addition, the number of patients in this YAZ Stop & Go arm is much lower compared to 

the Flex MB regimen (200 vs. 1400 patients) hampering any comparison. Also, as already stated 

earlier, the US population is not considered representative of the EU population. 

Additionally, as presented by the applicant, only slight differences in the number of cycles (i.e 4-day 

breaks) and mean cycle length (number of days of continuous intake of tablets) between YAZ Flex MB 

variant and the YAZ Stop & Go regimen were observed (see tables below).  
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It is not expected that these slight differences in mean number of cycles (4.2 versus 4.6 breaks/year) 

and cycle length (73-78.2 versus 70.4 days of continuous tablet intake per treatment cycle) between 

YAZ Flex MB and YAZ Stop & Go will lead to a relevant difference in contraceptive efficacy. In general, 

the reason for the break (bleeding occurrence or woman’s own choice) will not influence the 

contraceptive efficacy, as long as the general rules of intake will be adhered to, that is regular 

uninterrupted daily tablet intake for at least 24 days and tablet-free intervals of a maximum of 4 days 

between intake cycles. Moreover, with considerably less 4-day tablet-free intervals and longer periods 

of active treatment in both variants, it is highly likely that the efficacy will be at least as good as 

established for YAZ 24+4. In the conventional YAZ 24+4 arm, the number of 4-day tablet-free 

intervals within one year is 10.1, as the tablet-free intervals are mandatory (i.e. 24 days of tablet 

intake followed by a 4 day break (YAZ 24+4)), versus 4.2 and 4.6 breaks for YAZ Flex MB and YAZ 

Stop & Go respectively. Based on the above, it was concluded that contraceptive efficacy had been 

sufficiently demonstrated with the YAZ Flex MB variant of the regimen (Pearl Index of 0.63, upper limit 

of 95% CI 1.24), which is considered representative of the proposed dosing regimen of Yvidually with 

regard to contraceptive efficacy. 

 Interim analysis of the European study 14701 

Further evidence for the efficacy of the YAZ Stop & Go regimen was obtained when the results of an 

interim analysis of an additional ongoing European multi-center randomised open study 14701, using 

the dispenser with the proposed dosing regimen of Yvidually became available. The exposure was 

limited to 357 women-years (wy), but the calculated PI was 0, with an upper limit of the 95% 

confidence interval of 1.0 fulfilling the requirements of precision of the CHMP Guideline on Clinical 

Investigation of Steroid Contraceptives in Women (EMEA/CPMP/EWP/519/98 Rev 1). Although the final 

results will only be available in 2013, this PI is considered conclusive in terms of precision. 

In summary, Yvidually has been developed for women who want to postpone the monthly withdrawal 

bleeding, occurring with the marketed combined oral contraceptive YAZ 24+4, by extending the intake 

cycle up to 120 days. It is concluded that contraceptive efficacy of Yvidually has been sufficiently 

demonstrated for the proposed dosing regimen of Yvidually that allows the woman to decide herself to 

take a 4-day tablet-free interval or not during the flexible phase.   

Evidence is primarily based on the adequate pearl indices obtained on EU/Canada study including an 

European population that allowed a 4-day tablet-free interval in case of 3 consecutive days of bleeding 

and/or spotting (Flex MB regimen). The reason for the break (bleeding occurrence or woman’s own 

choice) will not influence the contraceptive efficacy, as long as the general rules of intake will be 

adhered to, that is regular uninterrupted daily tablet intake for at least 24 days and tablet-free 

intervals of a maximum of 4 days between intake cycles. No significant differences in number of cycles 

and mean cycle length were observed when a 4-day tablet-free interval was allowed irrespective of 

bleeding and/or spotting (Stop & Go regimen). Moreover, with considerably less tablet-free intervals 

and longer periods of active treatment in both variants, efficacy will be at least as good as established 

for the currently authorised YAZ 24+4. Based on the above, the CHMP agreed that the results of the 

YAZ Flex MB regimen could be extrapolated to a regimen where women are allowed to schedule their 

withdrawal bleeding irrespective of bleeding and/or spotting. Further supportive evidence of adequate 

contraceptive efficacy of Yvidually was obtained from the interim analysis of an ongoing trial with 

Yvidually where the calculated PI was 0 with an upper limit of the 95% confidence interval of 1.0, 

which is considered conclusive in terms of precision of the Pearl Index. 

Bleeding pattern of the dosing regimen 

Compared to the conventional YAZ 24+4 dosing regimen (6 days/year), the number of days of 

intracyclic bleeding was comparable in the YAZ Flex MB regimen (5 days/year), but more frequent in 

the YAZ Stop & Go (14.8 days/year).  
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On the other hand, the number of withdrawal bleedings decreased from 12 times/year (YAZ 24+4) to 

4.6 and 4.5 times/year (YAZ Stop & Go and YAZ Flex MB).  

The mean duration of withdrawal bleeding was longer in the extended cycle regimens and the mean 

duration of the intracyclic bleeding episodes was higher when compared to YAZ 24+4 (7-8 days vs 5 

days).  

Further, the total number of bleeding days per year decreased from 66 (YAZ 24+4) to 41-47 days 

(YAZ Stop & Go and YAZ Flex MB).  

It is known and described in the SmPCs of all COCs that postponing a withdrawal bleed will introduce 

higher risk of intracyclic bleeding in most women. The longer the postponement the higher this risk, 

which is clearly shown in the fixed extended arm in which no break – no withdrawal bleed was allowed 

(33 days of intracyclic bleeding/year). 

However, the noted slight increase in days of intracyclic bleeding or other bleeding problems were not 

shown to result in a high number of discontinuations: 8/888 (0.8%) in the EU/CAN study and 12/1406 

(0.9%) in the US study. Therefore the data available do not indicate that the noted bleeding patterns 

had a negative impact on tolerability of the women choosing a flexible dose regimen in order to 

postpone withdrawal bleeding. 

In the additional European study 14701, the bleeding pattern of the regimen applied for including use 

of the tablet dispenser was investigated. However only raw data on bleeding patterns were submitted 

and no analyses in this regard are available.  

In summary, the data have demonstrated that compared to YAZ 24+4, the number of withdrawal 

episodes decreases as well as the total number of bleeding days over a period of 1 year, which is the 

aim of this product. Postponing a withdrawal bleed will introduce higher risk of intracyclic bleeding in 

most women, as is already known from current COCs, but the data available do not indicate that the 

noted bleeding patterns of Yvidually had a negative impact on tolerability of the women. 

Tablet dispenser 

The dispenser which has been designed to be an integral part of Yvidually in order to deliver tablets in 

line with the proposed dose regimen, has not been used in the pivotal studies. Only usability testing 

required by the Medical Device Directive 93/42 has been performed, which is considered to be 

acceptable since a medical device that is intended to administer a medicinal product is governed by the 

Directive 93/42, without prejudice to the provisions of Directive 2001/83 with regard to the medicinal 

product.  

The applicant has also provided interim results of the additional study 14701 with Yvidually and the 

tablet dispenser. In this study, two versions of the dispenser – with or without acoustic alarm – are 

compared. Only very limited data from the interim analysis are currently available. Most women rate 

the dispenser as easy to use and have no difficulties in understanding the Quick reference card, User 

manual, and Symbol Guide. There are no signals that the compliance is less than that reported in the 

initial clinical studies, in which a paper + pencil was used to adhere to the dose regimen. The CHMP 

requested the applicant to submit the final results of the study 14701 when available, to show that the 

use of the dispenser positively influences the compliance of Yvidually. 

In summary, usability of the dispenser is considered acceptable, and confirmed by the interim data of 

the additional dispenser study. 
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Overall conclusion  

Yvidually has been developed for women who want to postpone the monthly withdrawal bleeding, 

occurring with the marketed combined oral contraceptive YAZ 24+4  by extending the intake cycle up 

to 120 days.  

It is concluded that contraceptive efficacy of Yvidually has been sufficiently demonstrated for the 

proposed dosing regimen of Yvidually that allows the woman to decide herself to take a 4-day tablet-

free interval or not during the flexible phase. Evidence is primarily based on the pearl indices obtained 

in an EU/Canada study that allowed a 4-day tablet-free interval in case of 3 consecutive days of 

bleeding and/or spotting (Flex MB regimen). The reason for the break (bleeding occurrence or woman’s 

own choice) will not influence the contraceptive efficacy, as long as the general rules of intake will be 

adhered to, that is regular uninterrupted daily tablet intake for at least 24 days and tablet-free 

intervals of a maximum of 4 days between intake cycles. No significant differences in number of cycles 

and mean cycle length were observed when a 4-day tablet-free interval was recommended irrespective 

of bleeding and/or spotting (Stop & Go regimen). Moreover, with considerably less tablet-free intervals 

and longer periods of active treatment in both variants, efficacy will be at least as good as established 

for the currently authorised YAZ 24+4. Based on the above, the CHMP agreed that the results of the 

YAZ Flex MB regimen could be extrapolated to the proposed dosing regimen of Yvidually. 

Further supportive evidence of adequate contraceptive efficacy of Yvidually was obtained from the 

interim analysis of an ongoing trial with Yvidually where the calculated PI was 0 with an upper limit of 

the 95% confidence interval of 1.0, which is considered conclusive in terms of precision of the Pearl 

Index. 

The data have adequately demonstrated that compared to YAZ 24+4 (conventional regimen), the 

number of withdrawal episodes decreases as well as the total number of bleeding days over a period of 

1 year, which is the aim of this product. As expected with an extended dosage regimen, different 

bleeding patterns have been observed, but the data available do not indicate that the noted bleeding 

patterns of Yvidually had a negative impact on tolerability of the women. 

Interim analysis of the additional study 14701 with Yvidually and the tablet dispenser indicates that 

women rate the dispenser as easy to use, and that there are no signals that it adversely affects 

compliance. The applicant should submit to the National Competent Authorities the final results of the 

study 14701by 28 February 2013. 

Grounds for positive opinion  

Whereas 

 The Committee considered the notification of the referral triggered by France under Article 29(4) of 

Council Directive 2001/83/EC. 

 The Committee reviewed all available data submitted by the applicant to address the potential 

serious risk to public health, in particular concerning the contraceptive efficacy of the proposed 

extended dosing regimen. 

 The Committee considered that the overall efficacy has been sufficiently proven by the data 

presented, in particular the EU/Canada study. The Committee considered that the benefit/risk of 

Yvidually and associated names in the applied indication and extended dosing regimen is 

considered to be favourable. 

the CHMP has recommended the granting of the marketing authorisation subject to recommended 

conditions with regard to the safe and effective use of the medicinal product as set out in Annex IV.  
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The summary of product characteristics, labelling and package leaflet remain as per the final versions 

achieved during the Coordination group procedure as mentioned in Annex III for Yvidually and 

associated names (see Annex I). 
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