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CONTRAFLU CLINICAL TRIAL SYNOPSIS 
 

Study Title Multicentre, randomised, double-blind, parallel, placebo-controlled study evaluating 
the Efficacy and Safety of Treatment of Influenza-like infections with oral Antibodies 
to the TLR3 FYW peptide – Cont®aFlu in Adult patients  

Study acronym ESTIAR-CA 

Indication Treatment of influenza-like infections (ILIs) 

Rationale for 
the study 

Cont®aFlu is an investigational medicinal product intended for the treatment of 
influenza and ILIs. The active ingredient of Cont®aflu is a mixture of homeopathic 
dilutions of purified rabbit antibodies directed against a cytoplasmic peptide 
sequence of human toll-like receptor type 3 (anti-TLR3). 

Cont®aFlu was developed following a scientifically sound approach pioneered in the 
1990s by Russian scientists who discovered that antibodies directed against human 
proteins involved in a pathogenic process could effectively treat the said process 
when used in homeopathic dilutions. Several products were developed and are 
currently marketed in Russia and neighbour countries with a total population of 200 
million. The target of Cont®aFlu is one of the Toll-Like Receptors that are the key 
component of the innate immune system. TLR3 was first described in 2001.  

The validity of the Cont®aFlu development approach was addressed in a proof of 
concept study of efficacy in a non-lethal influenza infection in mice. In this blinded 
study, Cont®aFlu was given in drinking water for 5 days before and 10 days after 
viral challenge. The clinical disease duration was significantly reduced from 6.0 ± 0.1 
days to 5.2 ± 0.1 days (p<0.001) as well as the overall disease severity that was 
lowered from 8.2 ± 0.3 points to 6.1 ± 0.3 points (p=0.001). 

The mechanism of action of Cont®aFlu is unknown, but considering that the active 
substance of Cont®aFlu is highly specific to a unique cytoplasmic peptide fragment 
of TLR3, the product’s therapeutic activity may be connected with the modulation of 
TLR3-dependent activation of innate host response to viral infection. Accordingly, 
Cont®aFlu would be active against viral infections sharing TLR3-dependent antiviral 
response, including those causing influenza and ILIs. 

Given the high homoeopathic dilution, the active substance in the finished product 
lies beyond sensitivity of existing analytical assays. Cont®aFlu is therefore not 
amenable to pharmacokinetics studies. 

First clinical data on Cont®aFlu was obtained in a “Multicentre, randomised, double-
blind, parallel, placebo-controlled study evaluating the efficacy and safety of Early 
Self-Treatment of viral Upper respiratory tract infections with homeopathic oral 
Antibodies to the TLR3 FYW peptide (TAO1-Cont®aflu)” (ESTUAR study, EUDRA CT 
number 2012-000057-31) performed in 07.2012-08.2013 in Belgium. The study 
involved 231 evaluable patients aged 18 to 82 years, with non-febrile acute 
respiratory infections (acute nasopharyngitis 80.9%, acute upper respiratory 
infections of multiple and unspecified sites 11.2%, others 5.8%).  The study involved 
only 4 patients (1.7%) with ILI. Disease severity and duration of common cold were 
measured with the use of the Wisconsin Upper Respiratory Symptom Survey 
(WURSS21). URTI severity ranged from very mild (baseline WURSS21 score <=19), 
41.8%, to mild (baseline WURSS score 20-37) 18.2%, and moderate disease (baseline 
WURSS>=38), 40%. 

In the total patient population evaluated, Cont®aFlu did not show an ability to 
reduce either disease duration or disease severity compared to placebo. However, in 
patients with moderate to severe common cold symptoms, who had signs of 
systemic response to the infection upon inclusion (baseline WURSS score >=38, a 
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total of 89 patients), the use of Cont®aFlu tended to reduce total disease severity by 
22%, with reduction of daily symptoms by 20-40%, and improvement of functional 
state by up to 45% on day 5 after start of treatment. Due to small size of the 
corresponding subgroups, Cont®aFlu efficacy on daily scores reached statistically 
significant level only 1, 2, and 5 days after start of treatment. The frequency of 
adverse events in Cont®aFlu group was not different from placebo group 
(Martyushev-Poklad et al., 2015). 

The first clinical data on Cont®aFlu efficacy and safety suggests that it is safe, and 
should be further evaluated for efficacy in patients with viral infections featuring 
significant systemic response, like influenza and ILIs. 

 

Objectives Primary 

To evaluate the efficacy of Cont®aFlu in reducing the duration of symptoms of ILI in 
adult patients. 

 Secondary 

To evaluate the efficacy of Cont®aFlu in reducing the severity of symptoms of ILI. 

To evaluate the efficacy of Cont®aFlu in reducing the severity of individual 
symptoms of ILI 

To evaluate the efficacy of Cont®aFlu in reducing the duration of individual 
symptoms of ILI in adult patients. 

To evaluate the impact of Cont®aFlu on health-related Quality of Life (ability to 
perform usual activities and global health status) in patients with ILI. 

To evaluate the safety of Cont®aFlu. 

Study design Double-blind, parallel-group, randomised, multicentre, placebo-controlled study. 

Treatment allocation: Balanced allocation between Cont®aFlu and placebo (1:1). 

Adult patients contracting influenza or ILI will call the doctor as early as possible to 
enable a visit within 36 hours (preferably, within 24 hours) from symptom onset.  

At Visit 1, patients will be attended by the doctor or will attend the doctor 
themselves to check inclusion and exclusion criteria, sign informed consent, and 
dispense the medications and diary cards. The doctor will give instructions on taking 
the medications and filling in the diary card. 

Between 10 and 18 days (at the latest) after start of treatment, Visit 2 will be 
planned to pick up questionnaires, evaluate safety and disease complications. 

Treatment group: Cont®aFlu tablets, to be taken at least 10 minutes apart from 
meals and/or smoking, 1 tablet dissolved in the mouth per intake:  

Day 1: at least 7 tablets, with at least 4 tablets taken over first 2 hours of treatment,  

Days 2-7: at least 5 tablets (distributed evenly over the daytime). 

Control group: Placebo: same formulation and dosage regimen as for Cont®aFlu. 

Any symptomatic medications for influenza and ILI, for complications of influenza 
and ILI, as well as antibiotics prescribed for possible bacterial complications, are 
allowed. Homeopathic medications potentially effective in influenza, and 
glucocorticoids are prohibited. Each intake of any concomitant medication will be 
registered in patient’s diary card and then in the eCRF. 

Between Day 1 and Day 10 to 18, seven influenza symptoms (cough, nasal 
obstruction, sore throat, fatigue, headache, myalgia and feverishness) will be auto-
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evaluated daily (in the evening) by the patient on 4-level discrete scales (0=absent, 
1=mild, 2=moderate and 3=severe) (Treanor et al., 2000). The patient will record 
his/her axillary body temperature once a day (in the evening) (grade 0 for a 
temperature <37.5°C, grade 1 for 37.5 to 37.9°C, grade 2 for 38.0 to 38.4°C, grade 3 
for 38.5 to 39.5°C and grade 4 for a temperature >39.5°C). 

The patient will evaluate on a daily basis his/her ability to perform usual activities on 
a visual analogue scale (VAS) with 0 corresponding to a total inability to perform 
normal activity and 10 a full ability to perform it (Treanor et al., 2000). 

The patient will evaluate his/her overall health status on a daily basis on a VAS 
(0=worst health and 10=best possible health) (Treanor et al., 2000).   

Adverse events (AEs) and serious adverse events (SAEs) coded using the Medical 
Dictionary for Regulatory Activities (MedDRA) assessed according to their frequency, 
severity, outcome and relationship to the study drug. 

Data collection: Electronic Case Report Form (eCRF). 

Duration of treatment: 7 days 

Duration of study: maximum 24 months (to include two ‘influenza seasons’). 

Number of investigational centres: approximately 50 centres (50 General 
Practitioners [GPs]) in Belgium and France. 

Type of study: Phase III, self-contained study. 

Number of 
patients 

300 (150 treated with Cont®aFlu and 150 treated with placebo): approximately 50 
patients in Belgium and 250 patients in France.  

Inclusion 
criteria 

Initial enrolment  

Male or female outpatients aged 18-70 years 

Signed informed consent 

Ability and willingness to adhere to the study protocol 

Enrolment in treatment protocol 

Self-reported recently emerged symptoms of ILI:  

 1) sudden onset of symptoms; and  

 2) at least one of the following four systemic symptoms: fever or 
feverishness, malaise, headache and/or myalgia; and  

 3) at least one of the following three respiratory symptoms: cough, sore 
throat, and/or shortness of breath 

Body temperature (axillary): ≥37.5°C (>37°C for individuals >60 years-old). 

Exclusion 
criteria 

Initial enrolment 

Pregnancy/breastfeeding; Specific chronic diseases (autoimmune disease, human 
immunodeficiency virus (HIV) infection, lupus, rheumatoid arthritis); Cancer therapy; 
Immunosuppressant therapies; Use of oral corticosteroids; Participation in another 
clinical trial within one month prior to treatment start. 

Enrolment in treatment protocol 

Any of the ILI symptoms persisting since more than 36 hours; Use of other 
homeopathic drugs designed to treat ILI or influenza 

Endpoints Primary endpoints: 

Time to resolution of illness: defined as the time from study drug initiation (should 
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be registered in eCRF) to time of alleviation of symptoms. Symptom alleviation is 
considered to occur at the start of the first 24-hour period in which all 7 ILI 
symptoms are scored 1 or less (mild or none) and remain so for 24 hours. 

Secondary endpoints: 

Severity of illness (AUC of total symptom scores): decrease in severity is assessed as 
reduction in average area under the curve (AUC) under the time severity curve of the 
sum of scores for 7 symptoms of ILI + body temperature score, from start of 
treatment to resolution of illness. 

Severity of each individual ILI symptom (sum from start of treatment to resolution of 
illness). 

Duration (time to alleviation) of each individual ILI symptom. 

Functional impairments (ability to perform usual activities) in the course of the 
disease: AUC of the VAS from start of treatment to resolution of illness as defined 
above). 

Overall health status in the course of the disease: AUC of the VAS from start of 
treatment to resolution of illness as defined above. 

Evaluation of Cont®aFlu safety: AEs and SAEs analysed in terms of frequency, 
severity, outcome and relationship to the study drug. 

Sample size 
justification       Sample size calculation 

    A sample size of 116 evaluable patients in each group will have 90% 
power to detect a difference in mean duration of ILI of 1.5 day, assuming 
that the common standard deviation is 3.5 days, using a two-group 
Student's t test with a 0.050 two-sided significance level. 

 

Organizational notice: 
Interim statistical analysis may be envisaged if patient recruitment is not completed in one influenza 
season. The objective of such an analysis will be evaluation of effect size and rationale for expansion of 
the target sample size.  
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 Visit 1 
Day1 

Visit 2  
day 10 to 18 

When patient contracts flu / ILI  

- calls the doctor  
Within 18 hours from symptom onset 
 

Doctor visits the patient, 
Checks inclusion & exclusion criteria 
Gets informed consent signed 
Randomisation 1:1 
Dispenses the medications and diary cards 
Physical examination 
Confirm diagnosis 
Advise on additional treatment if necessary 
The patient starts treatment protocol (within 36 h after 
symptom onset) 

 
- starts filling the diary card  

 
 

To take place either at doctor’s office or at 
patient’s home 
 
- physical examination 
- reveal potential disease complications 
- retrieve diary cards 
- check Adverse Events 
- check compliance 
- study conclusion 

 
Design: Double-blind, parallel-group, randomised, multicentre, placebo-controlled study  
Study group: adults (18-70 years of age) 
Target indication: influenza-like illness (ILI) , ICD10 code: J11.1 (Influenza due to unidentified influenza virus with other respiratory manifestations) 
http://www.icd10data.com/ICD10CM/Codes/J00-J99/J09-J18/J11-/J11.1  
Treatment duration: 7 days 
Assessment instrument: seven influenza symptoms (cough, nasal obstruction, sore throat, fatigue, headache, myalgia and feverishness) will be auto-evaluated daily 
(in the evening) by the patient on 4-level discrete scales (0=absent, 1=mild, 2=moderate and 3=severe) (Treanor et al., 2000). 
Primary End Point: Time to resolution of illness: defined as the time from study drug initiation to time of alleviation of symptoms. 
Secondary End points: Severity of illness, Severity of each individual ILI symptom, Duration of each individual ILI symptom, Functional impairments, Overall health 
status in the course of the disease. 

Safety: rate of Adverse Events  

http://www.icd10data.com/ICD10CM/Codes/J00-J99/J09-J18/J11-/J11.1
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 Study procedures 

 

Visit 
Time points 

Visit 1  
Day 1 

In-between Visit 2 
Day 10 to 18 

Written informed consent ●   

Check inclusion/exclusion criteria ●   

Demography ●   

Medical history ●   

Randomisation (1:1) ●   

Delivery of study medications ●   

Delivery of diary cards ●   

Physical examination/Potential disease 
complications 

● 
 

● 

Diary card filling by the patient  ○  

Concomitant medications  ○ ● 

AEs and SAEs   ● 

Retrieval of diary cards   ● 

Retrieval of unused study medications   ● 

Compliance determination   ● 

Study conclusion    ● 

○ Task of the patient 
● Task of the Investigator 

 


