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Clinical Study Synopsis for Public Disclosure 
 
This clinical study synopsis is provided in line with Boehringer Ingelheim’s Policy on 
Transparency and Publication of Clinical Study Data.  
 
The synopsis ‐ which is part of the clinical study report ‐ had been prepared in accordance with 
best practice and applicable legal and regulatory requirements at the time of study completion. 
 
The synopsis may include approved and non‐approved uses, doses, formulations, treatment regimens 
and/or age groups; it has not necessarily been submitted to regulatory authorities. 
 
A synopsis is not intended to provide a comprehensive analysis of all data currently available 
regarding a particular drug.  More current information regarding a drug is available in the 
approved labeling information which may vary from country to country.. 
 
Additional information on this study and the drug concerned may be provided upon request 
based on Boehringer Ingelheim’s Policy on Transparency and Publication of Clinical Study Data. 
 
The synopsis is supplied for informational purposes only in the interests of scientific disclosure. 
It must not be used for any commercial purposes and must not be distributed, published, 
modified, reused, posted in any way, or used for any other purpose without the express written 
permission of Boehringer Ingelheim.  
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 dose: 720 mg once per day (2 tablets 360 mg once per day) 

 mode of admin.: Oral 

 batch no.: 819205 

Reference therapy: Placebo film-coated tablets  

 dose: 2 tablets once per day 

 mode of admin.: Oral 

 batch no.: 08031 

Duration of treatment: 12 weeks double-blind treatment phase preceded by 2 weeks run-in phase with 
single-blind placebo treatment 

Criteria for evaluation:  
 Efficacy / clinical  
 

Primary efficacy variable: 

• Change from baseline in limb volume determination at day 84 (water 
displacement method) 

Secondary efficacy variables: 

• Change from baseline in limb volume determination at day 21 and day 42 
(water displacement method)  

• Change from baseline in the calf circumference at day 21, 42, and 84 

• Change from baseline in the subjective symptoms of CVI (tired, heavy legs, 
sensation of tension in the legs, pain in the legs) measured by Visual 
Analogue Scales (VAS) at day 21, 42, and 84 

• Global assessment of efficacy by the patient at day 84 

• Global assessment of efficacy by the investigator at day 84 

• Questionnaire on improvement in symptoms at day 21 
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 Safety:   • Adverse events 

• Vital signs (PR, BP) 

• Serum chemistry laboratory parameters 

• Global assessment of tolerability by the patient at day 84 

• Global assessment of tolerability by the investigator at day 84  

Statistical methods:   Descriptive statistics; analysis of covariance for change from baseline in limb 
volume determination, calf circumference and subjective symptoms of CVI; log 
rank test for time to first improvement in symptoms; Wilcoxon test for global 
assessment of efficacy and tolerability; contingency table of incidence, severity 
and causal relationship of adverse events.  

SUMMARY – CONCLUSIONS: 

 Efficacy / clinical  
 pharmacology results: 

In general, improvements were seen for all efficacy parameters evaluated after 
84 days of treatment with Antistax®. 

Primary endpoint 

For the primary endpoint, treatment with Antistax®, at a dose level of 720 mg, 
led to an adjusted mean reduction in limb volume of -27.14 g of displaced water 
vs. -7.22 g in the placebo group, with the difference between treatment groups (-
19.92 g) being statistically significant.  

Secondary endpoints 

Limb volumes were also measured at day 21 and day 42. Patients receiving 
placebo showed an impairment of leg oedema between 21 and 42 days, whereas 
in the Antistax® group a linear improvement of leg oedema was observed over 
time. The most marked and statistically significant treatment difference of the 
lower leg volume was observed after 84 days of treatment in favour of 
Antistax®.   For the secondary endpoint "change from baseline in calf 
circumference", the adjusted mean differences to placebo were -0.04 after 21 
days of treatment with Antistax® (p=0.7328), -0.13 after 42 days of treatment 
(p=0.3166) and -0.17 cm after 84 days of treatment (p=0.1965).  
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 The absolute treatment differences increased over time for the symptoms "tired, 
heavy legs" and “pain in the legs”, whereas the most prominent treatment 
difference between Antistax® and placebo of -0.65 for “sensation of tension in 
the legs” was observed on day 42 (p=0.0305).On study day 84, the adjusted 
mean difference between Antistax® and placebo was -0.29 cm for "tired, heavy 
legs" (p=0.3558), -0.35 cm for "sensation of tension in the legs" (p=0.2744) and 
-0.66 cm for "pain in the legs" (p=0.0468). 

As to the time of improvement in subjective symptoms, in the Antistax® group 
58.7% felt an improvement in “tired / heavy legs”, 53.9% an improvement in 
“tension in the legs” and 55.6% an improvement in “pain in the legs” during the 
first 20 days of treatment. The corresponding percentages in the placebo group 
were 53.3% for “tired / heavy legs”,  51.7% for “tension in the legs” and  48.3% 
for “pain in the legs”.  The difference  in improvement in subjective symptoms 
between Antistax® and placebo were more pronounced in the first 10 days of 
treatment. Concerning the global efficacy, Antistax® received better ratings than 
placebo by both investigators and patients.  Investigators rated efficacy as good 
or satisfactory in 54.1% of all patients allocated to placebo and in 70.7% of all 
patients treated with Antistax®, whereas patients' ratings were 59.0% and 69.8%, 
respectively. 

In summary, CVI patients treated with Antistax® showed higher improvements 
in comparison to placebo for all efficacy parameters investigated. The difference 
to placebo concerning the primary endpoint “change of limb volume from 
baseline at day 84” was statistically significant. All findings of the present study 
suggest an overall beneficial effect of Antistax® on lower leg oedema and related 
subjective symptoms. 

Safety results: Both treatments administered during the trial (Antistax®
, 720 mg, and placebo) 

were well tolerated. A total of 73 patients (29.4%) experienced at least one 
adverse event during the treatment phase of the study with the majority of the 
adverse events being of mild or moderate intensity. The incidence of AEs was 
higher in the placebo group during the study; 43 patients (35.2%) receiving 
placebo experienced at least one adverse event compared with 30 patients 
(23.8%) receiving Antistax®. 
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  Five patients treated with Antistax® (4.0%) and 4 patients treated with placebo 
(3.3%) experienced AEs judged by the investigator to be related to the study 
medication. Of the related AEs, all were single events except for 2 episodes of 
pain in the extremity in the placebo group.  

During the randomised treatment period 8 patients experienced serious adverse 
events, 4 patients allocated to placebo (cerebrovascular accident, cardiac failure, 
lumbar radiculopathy, peripheral oedema with superinfection) and 4 patients 
allocated to Antistax® (retinal detachment, thrombophlebitis, abdominal pain, 
intravertebral disc protrusion). Additionally, one patient in the placebo group 
experienced polymyalgia rheumatica as an SAE in the post-treatment phase. No 
SAE was judged related to the study medication. 6 patients (5 patients receiving 
placebo and 1 patient receiving Antistax®) discontinued the trial prematurely 
because of an AE.  

There were no relevant changes in blood pressure and pulse rate observed and no 
trend seen in the laboratory results. Tolerability was deemed good for 85% of all 
patients in both treatment groups.  

In summary, in the present trial: treatment with Antistax® at a dosage of 720 mg 
was safe and well tolerated in patients with moderate to severe CVI. 

Conclusions: In summary, Antistax® was statistically significantly more effective than 
placebo in reducing leg oedema after 84 days of treatment and improved all 
assessed symptoms of CVI better than placebo. Furthermore, the excellent safety 
and tolerability of Antistax® in the treatment of moderate to severe CVI could 
be confirmed in this study. Overall, safety and efficacy data suggest a beneficial 
effect of Antistax® on lower leg oedema and related subjective symptoms. 
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