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There were more responders for vaginal dryness in the Estriol group at week 12, as 88.2% of 
patients were responders as compared to 66.7% in the placebo group (p=0.001). At week 3, 
82.9% of patients were responders in the Estriol group and 70.6% in the placebo group. 
Though the comparison between groups did not reach the statistical significance at week 3, a 
trend for superiority was observed for Estriol (p=0.078).  
It was demonstrated that the vaginal treatment with Estriol improved the dyspareunia. The 
response was evident at week 3 and was maintained throughout the study. The superiority of 
Estriol over placebo was demonstrated after three weeks of daily treatment, as 87.6% of 
patients in the Estriol group and 68.9% in the placebo group responded to dyspareunia at 
week 3 (p=0.009), while a trend for superiority was found at week 12 (86.5% and 75% of 
responders for Estriol and placebo respectively, p=0.095).   
Regarding pruritus, 88% of patients responded in the Estriol group and 64.3% in the placebo 
group at week 3 (p=0.013), while no significant differences between groups were found at 
week 12 (83% and 82.1% of responders, respectively). 
The most bothering symptom reported by patients in both groups was vaginal dryness, 
followed by dyspareunia.  A trend for superiority of Estriol as compared to placebo was shown 
in the evaluation of the response to the most bothering symptom at week 3 (p=0.10) and at 
week 12 (p=0.09).  
The superiority of Estriol over placebo was well demonstrated for the improvement or cure of 
the signs: fragility of the mucosa at weeks 3 (p=0.002) and 12 (p=0.006); flattening of folds at 
weeks 3 (p<0.001) and 12 (p<0.001); dry mucosa at week 3 (p<0.001); and pallor of the 
mucosa at week 12 (p<0.001). A trend to statistical superiority of Estriol was also observed in 
the evaluation of the presence of pethechiae in the vaginal mucosa (p=0.08).  
Overall 88% of the patients in the Estriol group and 84% of patient in the placebo group rated 
the ease of administration and cleanliness of product as excellent or good at the end of 
treatment. The patient’s opinion of the effectiveness of the treatment was rated as excellent or 
good by 74% of patients in the Estriol group and 43% of patients in the placebo group 
(p<0.001). 
SAFETY RESULTS: 
43.7% of the patients experienced at least one adverse event. No significant differences were 
found in the incidence of AEs between the two groups. The majority of adverse events were of 
mild intensity. Only one serious adverse event (SAE) (crural hernia) was reported, and was 
not related to the study medication. 
AEs suspected to be related to the study medication were experienced by 8.8% of patients 
(n=10) patients in the Estriol group and 13.2% (n=7) patients in the placebo group (p NS). All 
AEs suspected to be related to the study medication were of mild intensity except for two 
patients with moderate AEs in the placebo group and one patient with a severe AE in the 
Estriol group. The most frequent AE suspected to be related to treatment was pruritus, 
experienced in 7 patients in the Estriol group (2 vulvovaginal pruritus, 1 genital pruritus, 2 
application site pruritus, 1 pruritus and 1 prurigo) and in 2 patients in the placebo group (1 
generalized pruritus and 1 pruritus).  
No marked changes were found in mean blood pressure, heart rate or body weight during the 
study. No clinically relevant changes in the laboratory parameters were observed throughout 
the study.  

CONCLUSION: 
The aim of this study was to evaluate the efficacy and safety of a new low concentration estriol 
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formulation (0.005% Estriol vaginal gel) for the treatment of postmenopausal vaginal atrophy. 
This formulation delivers an ultra-low dose of estriol per application (50µg), which is ten times 
lower than the current dose of this hormone used in clinical practice for vaginal administration. 
The results of this study have demonstrated that 0.005% Estriol vaginal gel is highly 
efficacious in the treatment of postmenopausal vaginal atrophy, inducing clinically relevant 
improvements in all variables studied. 
It has been proven that the studied formulation provides substantially reduced amount of estriol 
without compromising the efficacy: while the efficacy is maintained the hormonal burden is
drastically reduced. 
The superiority over placebo has been clearly demonstrated on the reversion of the cytological 
vaginal atrophy after 12 weeks of therapy, which was the primary endpoint of the trial. In 
addition, the superiority of 0.005% Estriol vaginal gel over placebo has been demonstrated for 
the majority of the secondary endpoints, objective and subjective, studied. 
The efficacy of 0.005% Estriol vaginal gel on vaginal dryness must be underlined. Vaginal 
dryness was referred as the most bothering symptom by the largest group of patients and was 
moderate to severe in almost all patients. In this demanding scenario  the majority of the 
patients showed a clinical response and the superiority over placebo was highly significant at 
the end of the treatment.  
Overall, the efficacy of the treatment with 0.005% Estriol vaginal gel was considered excellent 
or good by more than 75% of patients. In the evaluation of this variable it was found a highly 
significant difference over the placebo.  
The 0.005% Estriol vaginal gel has shown a highly favorable safety profile based on the 
evaluation of adverse events laboratory parameters and vital signs. This is an expected 
conclusion as estriol is a well known molecule with a well established safety profile, currently 
used similar products for vaginal use containing estriol have demonstrated its endometrial 
safety in clinical practice over years and, importantly, Estriol 0.005% vaginal gel provides an 
ultra low dose per application 10 times lower than that provided by similar products marketed 
in Europe.  
Based on the observations presented and discussed above, it can be concluded that the benefit 
risk ratio of 0.005% Estriol vaginal gel is highly favorable.  
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