
 

 

 

 

 

 

 

REQUEST FOR ADDITIONAL INFORMATION 

 

 

 

Submission number:   NR546252-21 

 

Legal name of applicant: SEBIA 

 

Submitted by:  SEBIA 

 

Substance:  4-(1,1,3,3-tetramethylbutyl)phenol, ethoxylated 

 

Uses:     Use-1, Use-2, Use-3  

 

  



Request for additional information 

 

C on t ent s  

1. AIM & GOAL .................................................................................................................. 3 

2. REQUEST FOR ADDITIONAL INFORMATION ..................................................................... 3 

2.1. Question 1 ................................................................................................................ 3 

2.2. Question 2 ................................................................................................................ 4 

2.3. Question 3 ................................................................................................................ 5 

2.4. Question 4 ................................................................................................................ 6 

2.5. Question 5 ................................................................................................................ 7 

2.6. Question 7 .............................................................................................................. 10 

2.7. Question 8 .............................................................................................................. 12 

2.8. Question 9 .............................................................................................................. 12 

 

  



Request for additional information 

 

1.  AIM & GOAL 

The present document synthesises the Applicant’s answers to the Socio-Economic 

Assessment Committee’s request for additional information (communication number: 

AFA-C-2114476591-42-01/F) received on 2019/07/01.  

2.  REQUEST FOR ADDITIONAL INFORMATION  

2.1. Question 1  

2.1.1. Committees’ question  

 

2.1.2. Applicant’s answer 

Please find below the table displaying SEBIA's products concerned by Use-1 (from page 31-32):  

 

Table 5. SEBIA's products concerned by Use-1 (• REXOR product) 

In relation to use 1, the number of kits and techniques quoted in the text are 133 

and 25 respectively. However, we understand from your newly provided 

spreadsheet that there are 142 different kits and 26 different techniques 

associated with use 1. Please clarify. 
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As for the number of kits, the rapporters are right, the number of kits were not properly inventoried 

for HYDRAGEL® ISO-CK (4 instead of 3) and HYDRAGEL® VON WILLEBRAND (3 instead of 1). This brings 

the total numbers of kits at 109+33 other products sold separately either 142 kits in total. 

Regarding the different techniques, the rapporters must only take into account the 25 first lines of the 

newly provided spreadsheet as the last row relates to the other products sold separately. In total, 25 

techniques are listed.  

2.2. Question 2  

2.2.1. Committees’ question  

 

2.2.2. Applicant’s answer 

There was a misunderstanding in the meaning of the functionalities. The main functionality of 

substance (inside one use) remains the same within all kits. However, depending on the kit and the 

molecule to be analysed, a specific balance needs to be scrupulously respected in every single 

component of the kit so the kit can be effective.  

The electrophoretic separation of the proteins of interest is based on the migration of these proteins, 

by the application of an electric field according to their electric charge density and / or their molecular 

weight (kDa). 

The various techniques listed in the file allow to analyse different proteins of interest that all have 

different electrical charges/molecular weights. As a result, the migration media (the different reagents: 

gel, buffer, etc.) are all different according to the techniques and their physico-chemical balance (pH, 

...) is adapted according to the charge density/molecular weight of the proteins to be analyzed.  

Changing a parameter (replacing a chemical or changing concentration) will break the balance (fine 

and precise) of the migration medium. So, on the one hand, this precarious balance will be complicated 

to find and on the other hand, it is different for each technique so substitution work is absolutely not 

applicable from one technique to another in all SEBIA's products. This explains why the substitution 

process will differ:  

- From a technology to another (capillary vs gel electrophoresis).  
- From a technique to another. For every technique within one functional requirement related 

to one use, it may exist different dissociative power or solubilization power.  
Other example, in a particular case such as that defined in usage 2 (lysis), in capillary 
technology, once the lysis has been obtained, the substitution product may impact the 
migration and the quality of the analyses carried out, differently according to the technique. 
Hence, the product to be used has to be carefully determined, technique by technique. 

- From a kit to another (among a same technique). Example of the kits “standard mask” (MS) 
and “dynamic mask (MD) have different the Triton X-100 balance in their components.  

  

According to your answer to question 18, the overall functionality is the same for 

all kits but the requirements of functionality and performance are specific. You 

go on to say that you have at least 50 different functionalities and therefore 50 

different substitution processes. Please clarify what kind of differences there are 

in functionalities within the use applied for and in what way this affects the 

substitution processes.  
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2.3. Question 3 

2.3.1. Committees’ question  

 

2.3.2. Applicant’s answer 

Please find below the overview of the relationships between Uses/Exposure Scenarios/Sites. 

 

In the site of Lisses (ES-1), a total maximum quantity of 220 kg of OPnEO per year is expected to be used 

during the review period for all uses. 

In the site of Paladru (ES-3), a maximum quantity of 0.6 kg of OPnEO per year is expected to be used 

during the review period.  

In the site of Rome (ES-2), a maximum quantity of 16 kg of OPnEO per year is expected to be used during 

the review period. 

Hence, the applicant confirms that the total maximum amount applied for during the review period 

is 236.6 kg/year (any sites and uses combined).  

  

In your answers to questions 20, 30 and 41, you say that the quantities of Triton 

TX-100 are expected to increase over time since a growth of 8% per year is 

expected. Later in the answer you state that there will be a decline. Please 

confirm whether the tonnages applied for are the maximum tonnages expected 

over the review periods applied for.  
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2.4. Question 4 

2.4.1. Committees’ question  

 

2.4.2. Applicant’s answer  

Please see below the mentioned Table 20 :  

 

This table displays the estimated time required for the substitution process applied on industrial 

processes. The substitution process is divided in 5 steps which aim are detail below : 

PRELIMINARY STUDY 

Organization of the working group 

Risk analysis related to the replacement of Triton X-100 for each equipment or part of equipment related to 
the process 

DEVELOPMENT 

Study the substitution impact 

Set up of the equipment settings necessary for the shift of new formulas on process devices 

Definition of the new ranges of controls 

EQUIPMENT 
QUALIFICATION 

Drafting of qualification dossiers (Installation Qualification, Operational Qualification, Performance 
Qualification) for each process equipment taking into account the impact of the substitution on the equipment 
- new settings - new ranges of controls 

Your answer to question 21c-d are difficult to understand and you have not 

answered SEAC’s question about what the processes in Table 20 mean in 

practice. Please explain clearly how you have derived at the conclusion that 9 

years would be required for the industrialisation stage. Please outline any 

assumptions or calculations that this conclusion is based on.  
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PROCESS 
VALIDATION 

Drafting of validation dossier (Installation Qualification, Operational Qualification, Performance Qualification) 
taking into account the qualification of equipments and workers 

Provide proof of the process's ability to reproducibly achieve the expected functional results 

Define the revalidation criteria of the modified process 

SUMMARY 

Review of risk analyzes 

Project report 

 

Finally, a typo mistake has been made ; industrialisation stage would not take 9 years but 7 years. The 

total time required is the sum of the weeks need for each industrial parts, 736 weeks or 14 years. 

Considering that only 2 people are currently able to carry out the tests and draft the corresponding 

files, 7 years of continuous work was approximated.  

2.5. Question 5 

2.5.1. Committees’ question  

 

2.5.2. Applicant’s answer 

a. Regulatory registration  

The field of in vitro diagnostics, and health are very controlled and standardized fields. The marketing 

authorization of a finished product depends on the registration in the country of commercialization. 

At present, Sébia markets in 120 countries.  

For the registration, countries require very specific files to validate the entry of a kit on their territory. 

Many tests have to be realized (replaceability, reproducibility, several on different batchs, ...) with 

results and documents to provide.  

These records must provide the expected reliability of the product. The time required to perform these 

tests is important and some steps are incompressible such as, for example, the achievement of stability 

tests that last several months. 

Once the validation data obtained by the R&D laboratories, the technical file and the CE marking file 

can be updated. This operation takes 3 months for a product range. 

According to your response to question 21f, the commercial deployment relates 

more to the registration process. At the same time, you have allocated 6 years 

to the registration process and four years to the commercial deployment stage 

(corrected in your answer to 4 from 5, as stated in the application). While part 

of these two stages run in parallel, it is not clear what all of these years are 

required for. Therefore, please explain clearly what activities are required in the 

following two stages and how much time those activities would need: 

a. Regulatory registration 

b. Commercial deployment 
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The regulation of in vitro diagnostic medical devices is different in each country.  

Please refer to the excel file “Countries-Regulatory Affairs.xlsx” enclosed to get more about the time 

required for the registration. In this document, in the tab “Synthèse”, are displayed realistic time 

required for the registration of each technique obtained from the technique following technique tabs 

where are calculated the time according to the countries of sales. 

For each country, the files are constructed from the data in the technical file according to their 

requirements.  

As an example, China has very high requirements. All validation studies must be done with several 

batches of reagents. Studies in Chinese hospitals are needed. The time indicated takes into account 

the time of a person in the Regulatory Affairs Department in France added to the time of a person in 

the Regulatory Affairs Department at the Shanghai Representative Office. 

In order to be able to sell our products in the United States, we have to register them in the FDA, if the 

modification is major, a correlation study done in the United States is necessary. The presentation of 

the results of the studies and the submission file is very framed. The time indicated takes into account 

the time of a person in the Regulatory Affairs Department in France added to the time of a person in 

the Regulatory Affairs Department of the American subsidiary.  

The time given takes into account the recording of each product line independently. It is possible that 

this time is slightly shortened in the countries where the registration is simple if we can group several 

ranges of products. 

The time indicated is that of registrations according to the regulations in force today. It is likely that 

some regulations will increase their requirements in the future. 

Today the Regulatory Affairs department is already at the maximum occupancy rate, for the moment 

it could not absorb such a workload.  

The regulatory phase is forcing prior to the commercial deployment phase and the two phases 

cannot be performed at the same time.  

Finally, this is not 74 years but 47 years calculated.  

b. Commercial deployment  

Commercial deployment is the validation of new commercial products at the customer's premises. This 

validation is carried out in France by SEBIA’s application engineers. The time required for commercial 

deployment is difficult to be precisely estimated. The estimation was made from the around 1800 

equipments sold in France (with a mean of 4 techniques per apparatus).  

The average time required for a re-validation is estimated at 1 day for 4 techniques (realistic estimation 

taken from practice). Hence, the commercial deployment only performed in France, would require 

1800/221=8 years for 1FTE either 4 years for 2FTE.  

Knowing that the equipment sales in France represents around 10% of Sebia worldwide sales, 20 FTE 

would be required to cover all the commercial deployment.  

 

2.5.3. Committees’ question  
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2.5.4. Applicant’s answer  

Tables 19, 20 and 21 are different between the HYDRAGEL and CAPILLARYS ranges as these ranges are 

based on different technologies.  

Electrophoresis allows the separation of molecules within biological samples. This separation is driven 

by electric field applied on the sample.  

In gel electrophoresis (HYDRAGEL), the molecules to be separated are deposited on a gel support in 

contact with a buffer solution. Depending on the kit, Triton™ X-100 may intervene at several 

component (i.e. buffer or gel supports).  

In capillary electrophoresis, the conducting buffer is contained within a capillary tube. Samples are 

injected into one end of the capillary tube. As the sample migrates through the capillary, its 

components separate and elute at different times.  

Migration media in gel technology and in capillary technology have different physicochemical 

characteristics and are not identical. As a result, substitution searches cannot be enforced from one 

technology to another.  

Although the functional and performance requirements of the Triton™ X-100 are the same within Use-

3 in both technologies, technical substitution will be different between the HYDRAGEL and CAPILLARYS 

ranges. The estimated periods dedicated to each phase for HYDRAGEL® and CAPILLARYS® ranges are 

represented below:  

 

18 years were estimated for the substitution of Triton™ X-100 for each technology. However, SEBIA 

provided a shortened timeline of 12 years for each of these CAPILLARYS® / MINICAP® and HYDRAGEL® 

products in order to replace as quickly as possible (please see the following timelines).  

You have not responded to question 42a in enough detail (the response is 

recorded under 42b). Please be more concrete in explaining why the different 

technologies require different timelines when you clarify why the activities 

outlined in Tables 19, 20 and 21 are different between the HYDRAGEL and 

CAPILLARYS ranges. One way of presenting this could be to add an extra column 

to the tables where the reasons for the differences (where relevant) are outlined. 
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General substitution timeline for CAPILLARYS® / MINICAP® products concerned by Use-3 

 

 

General substitution timeline for HYDRAGEL® products concerned by Use-3 

The two technologies are totally different. Besides, for the capillary electrophoresis, the characteristic 

sought for the product to be substituted only affects Use-3 (among the 4 defined uses), lysis of red 

blood cells, so as to release the proteins of interest, namely hemoglobins. The characteristics sought 

in gel technology are more varied and cover all four defined uses. Thus, the properties required for the 

substitute product are very different between the two technologies, impacting the R&D approach of 

the process. Consequently, an extra column to the tables where the reasons for the differences 

would be outlined seems not relevant to the applicant as the two technologies are totally different.  

2.6. Question 7 

2.6.1. Committees’ question  

 

  

Based on the responses provided, SEAC understands that for each of the uses 

applied for, it would in theory be possible to substitute within 7 years if the 

additional required staff was hired to deal with the high number of kits 

simultaneously. To support your claim that 12 years is needed for uses 1-3, please 

estimate what the cost would be of undertaking the substitution in 7 years, rather 

than in 12 years (for which you have already estimated the costs in the application 

for authorisation). Please include any calculations that you undertake to derive 

the cost of substituting in 7 years.  
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2.6.2. Applicant’s answer 

Please find below the tables summarizing the methodology applied for the estimation of the 

recruitment cost engaged if the substitution would be undertaken in 7 years, rather than in 12 years: 

Time7years is the period of activity strictly dedicated to a substitution step (e.g. R&D). This period was 

basically calculated with a proportionality relationship from the Time12years, the 12 years review period 

and the 7 years review period.  

N.B: Time12years related to the industrialization in the Use-1 table has been updated from 9 to 7 years 

for more consistency with question 4.  

FTE7years is the additional FTE to be recruited along Time7years. This value was obtained with the following 

relationship:  

𝐹𝑇𝐸7𝑦𝑒𝑎𝑟𝑠 =
𝑇𝑖𝑚𝑒12𝑦𝑒𝑎𝑟𝑠

𝑇𝑖𝑚𝑒7𝑦𝑒𝑎𝑟𝑠
× 𝐹𝑇𝐸12𝑦𝑒𝑎𝑟𝑠 

The recruitment cost (nominal value) over 7 years was obtained by with:  

∑(𝐹𝑇𝐸7𝑦𝑒𝑎𝑟𝑠 × 𝑇𝑖𝑚𝑒7𝑦𝑒𝑎𝑟𝑠 × 𝐴𝑣𝑒𝑟𝑎𝑔𝑒 𝑔𝑟𝑜𝑠𝑠 𝑤𝑎𝑔𝑒) 

Finally, the recruitment cost as Net Present Value was obtained by applying the discounting rate over 

the recruitment periods dedicated to each step. These table can be found in the enclosed excel file 

named “Recruitment cost over 7 years versus 12 years.xlsx”. 

Recruitment costs (already significant over 12 years, and even more over 7 years) have a significant 

impact on operating costs and lower revenues and profits - lower profitability of the company: less 

income to pay off debt and pay shareholders. This cost will weigh on the applicant’s profitability and 

be a major impediment to the pursuit of objectives growth.  

It may also be argued that the company is made up of 580 employees, half of whom are in France. And 

that the recruitment of 107 FTE over 12 years is already huge (in percentage) compared to the payroll 

of the company. 

If the company reports over 7 years, it will generate an even bigger increase in payroll. In addition to 

the high cost of recruitment, the increase in operating costs, the difficulty of managing a significant 
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increase in the payroll, Sebia will have to expand its premises. This is another very important cost that 

will be added because technically adapted premises (lab, ...) are needed which amounts to several tens 

of millions of euros. In conclusion, Sebia will not be able to absorb the recruitment cost within only 

7 years.  

2.7. Question 8 

2.7.1. Committees’ question  

 

2.7.2. Applicant’s answer 

In the first answers session, the applicant provided an estimation of lost of profits based on the average 

of profit between 2015 to 2018. The applicant understands from the question asked that SEAC is more 

interested on forecasted annual range of the profits lost during the review period. Please find below 

the table gathering the requested information.  

Profits 

Average on 

2015-2018 

Range 

estimated 

for 2022 

Use-1 XXX [60-70 M] 

Use-2 XXX [60-70 M] 

Use-3 XXX [20-30 M] 

This is of course just an estimation based on 8% annual growth, taking into account 4% discounting 

rate and assuming no change in the market trends during the review period.  

2.8. Question 9 

2.8.1. Committees’ question  

 

2.8.2. Applicant’s answer 

Such an agreement was existing with the previous shareholders of SEBIA and to allow the change of 

control in February 2018 the new shareholders had to sign a new agreement with the French 

government. There is no expiring period. This agreement’s purpose is to ensure that the Company’s 

assets, technology and employees are remaining located in France. Finally, it is a strictly confidential 

agreement that can only be communicated with the approval of the Ministry of Finance and the 

For each of the uses applied for, please provide a public range of the 

average profit losses for one year (rather than the whole review period 

applied for).  

Regarding your agreement with the French Government which designates 

SEBIA as a strategic firm, please provide details of when this agreement 

came into force and is there a time at which this contract expires/must be 

renewed? Any other supporting information that would clarify this 

relationship would be helpful. 
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shareholders. A request for approval can be done for this agreement proof, however, this document 

could not be obtained in such short term and without guarantee of acceptance.  


