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PARTICIPATION TO THE STUDY – CONFIDENTIAL AGREEMENT 

Information contained in this protocol is confidential and is the property of Bioprojet Pharma. 

This protocol contains all necessary details to perform the study. Each participating pharmacist should ensure 

strict compliance with the protocol. The participating pharmacist should in no case be a source of protocol 

modification without having previously obtained Bioprojet Pharma’s permission. Respect of the inclusion 

criteria should be documented by the participating pharmacist on the data collection questionnaire. 

Participating pharmacists should take all possible measures to complete the study within the time allocated. 

Access to all information provided by Bioprojet Pharma may be given to all involved collaborators under the 

supervision and responsibility of the participating pharmacist. People taking note of this information should be 

informed of their confidential nature; they must respect confidentiality without restrictions. 

The contents of this protocol cannot be used for other non-interventional study or clinical study and will not be 

disclosed to any other person or entity without prior written authorization of Bioprojet Pharma. The commitment 

does not apply to the disclosure required by law or governmental regulation; nevertheless, Bioprojet Pharma 

should be informed prior to such disclosure. 

Bioprojet Pharma may terminate the study at any time, this discontinuation may be motivated or not. 

Additional information that could be added to this protocol is also confidential and property of Bioprojet Pharma; 

it must remain confidential such as the content of this protocol. 

 

  



BIOPROJET PHARMA   30 July 2025 

Protocol 21-08 / Anapen® / PASS Version 3.0 

PROTOCOL V3.0 P21-08 
Based on Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies 

Page 4 of 38 

APPROVAL FORM – STUDY PROTOCOL  

Post-authorisation observational safety study to examine the effectiveness of risk minimization measures in 

place in persons with an Anapen® prescription (Anapen® PASS) 

 

SPONSOR  

 

Benoit DE GERMINY 

Medical and Economic Director Bioprojet Pharma 

Signature: Date: 

 

 

 

 
 

Martine LE GALL 

Head of Clinical Development Bioprojet Pharma  

Signature: Date: 

 

 

 

 

Jean-Stéphane JULIEN 

Responsible Pharmacist Bioprojet Pharma 

Signature: Date: 

 

 

 

 
 

Marlène VELLAR 

EU-QPPV Bioprojet Pharma 

Signature: Date: 

 

 

 

 

 

CRO 

 

Christine JUHEL 

Medical Director CEN 

Signature: Date: 

 

 

 

 
 

  



BIOPROJET PHARMA   30 July 2025 

Protocol 21-08 / Anapen® / PASS Version 3.0 

PROTOCOL V3.0 P21-08 
Based on Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies 

Page 5 of 38 

COORDINATING INVESTIGATOR SIGNATURE PAGE – STUDY PROTOCOL 

Post-authorisation observational safety study to examine the effectiveness of risk minimization measures in 

place in persons with an Anapen® prescription (Anapen® PASS) 

 

The study will be conducted in compliance with the following protocol and will be carried in accordance with 

the European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP) Guide on 

Methodological Standards in Pharmacoepidemiology (Revision 11 and following revisions). EMA/95098/2010 

and applicable local regulatory requirements in the participating country.  

I give my complete agreement on this protocol which gives all necessary information to conduct this study. I 

hereby accept to coordinate this study. 

 

COORDINATING INVESTIGATOR 

 

Pharmacist Signature: Date: 

 

 

 

 
 

  



BIOPROJET PHARMA   30 July 2025 

Protocol 21-08 / Anapen® / PASS Version 3.0 

PROTOCOL V3.0 P21-08 
Based on Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies 

Page 6 of 38 

1. TABLE OF CONTENTS 

1. Table of contents ..................................................................................................................................... 6 
2. List of abbreviations ................................................................................................................................ 7 
3. Responsible parties ................................................................................................................................. 8 
4. Abstract .................................................................................................................................................... 8 
5. Amendments and updates .................................................................................................................... 12 
6. Milestones .............................................................................................................................................. 12 
7. Rationale and background .................................................................................................................... 12 
8. Research question and objectives....................................................................................................... 14 

8.1. PRIMARY OBJECTIVE AND OUTCOME 14 

8.2. SECONDARY OBJECTIVES AND OUTCOMES 14 

9. Research methods ................................................................................................................................. 14 
9.1. STUDY DESIGN 14 

9.2. SETTING 15 

9.2.1. Participant eligibility 15 

9.2.2. Enrolment of participants and pharmacies 15 

9.2.3. Study duration 15 

9.3. VARIABLES 16 

9.3.1. Description of the participant 16 

9.3.2. Description of prescription conditions, education and use of educational materials 16 

9.3.3. Assessment of Trainer use by the pharmacist 16 

9.3.4. Participant knowledge and understanding of anaphylaxis and Anapen® instructions 17 

9.4. DATA SOURCES 17 

9.5. STUDY SIZE 17 

9.6. DATA MANAGEMENT 17 

9.7. DATA ANALYSIS 18 

9.8. QUALITY CONTROL 18 

9.9. LIMITATIONS OF THE RESEARCH METHODS 18 

9.10. OTHER ASPECTS: STUDY PLAN 18 

10. Protection of human subjects .............................................................................................................. 19 
10.1. DATA PROTECTION 19 

10.2. SCIENTIFIC INTEGRITY AND ETHICAL ASPECTS 19 

10.3. PATIENT INFORMATION AND CONSENT 20 

10.4. COMPENSATION 20 

11. Management and reporting of adverse events/adverse reactions ................................................... 20 
12. Plans for disseminating and communicating study results ............................................................. 21 
13. References .............................................................................................................................................. 22 
14. Annex 1. Additional information .......................................................................................................... 23 
15. Annex 2. ENCePP checklist for study protocols ................................................................................ 33 
 



BIOPROJET PHARMA   30 July 2025 

Protocol 21-08 / Anapen® / PASS Version 3.0 

PROTOCOL V3.0 P21-08 
Based on Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies 

Page 7 of 38 

2. LIST OF ABBREVIATIONS 

AAI   Adrenaline Auto-Injector 

ADR   Adverse Drug Reaction 

AE   Adverse Event 

ANSM   National Agency for the Safety of Medicines and health products 

CMDh   Co-ordination group for Mutual recognition and Decentralised procedures - human 

CHMP   Committee for Human Medicinal Products 

CRF   Case Report Form 

CRO   Contract Research Organization 

CSP   French Public Health code 

EC   Ethics Committee 

EMA   European Medicines Agency 

ENCePP  European Network of Centres for Pharmacoepidemiology and Pharmacovigilance 

EU PAS Register The electronic ENCePP E-register of studies 

GDPR   General Data Protection Regulation 

HCP   Healthcare Professionals 

MAH   Marketing Authorisation Holder 

PASS   Post‐Authorisation Safety Study 

RMP    Risk Management Plan 

SmPC   Summary of Product Characteristics 
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3. RESPONSIBLE PARTIES 

The main responsible parties are presented in Table 1. 

Table 1: List of the main responsible parties 

Responsible Party Name and Affiliation 

Sponsor Bioprojet Pharma 

9, rue Rameau - 75002 PARIS - France 

Principal/Coordinating Investigator Pharmacist 

Contract Research Organization (CRO) CEN 

18, rue Pauline Kergomard - 21000 DIJON - France 

4. ABSTRACT 

Title 

Post-authorisation observational safety study to examine the effectiveness of risk minimization measures in 

place in persons with an Anapen® prescription 

Version 3.0 30 July 2025 

Author: Christine JUHEL 

Rationale and background 

Anaphylaxis is an acute, life-threatening, systemic allergic reaction associated with various triggers, clinical 

presentations and levels of severity. It is imperative that adrenaline is immediately administered as soon as 

signs and symptoms of anaphylaxis appear. Adrenaline Auto-Injectors (AAI) are the first-aid treatment. Any 

problem with the administration of adrenaline could result in significant hazard to the patient due to the 

emergency nature of the condition that AAI is intended to treat. In the worst scenario, this could result in a 

failure to deliver adrenaline and, in emergency, leading to a fatal outcome for the patient if he is not supported 

by a care service. 

In 2014, the EMA carried out a review of adrenaline auto-injectors following concerns that available devices 

may deliver adrenaline under the skin instead of into a muscle, and this may delay response to treatment. 

Usability assays and reports have led to improve the safety of disposable self-injection devices (Weinhold 

2018, Kessler 2019, EMA 2015): i.e., needle length, the way AAI works, intuitive use etc. Multi-incident 

analyses have identified factors contributing to the lack of efficacy due to errors in the use of self-injection 

devices, or accidental injection (Schwirtz 2012, Cohen 2017, Posner 2017, Sasaki 2018, Weinhold 2018, EMA 

2015): i.e., angle at which the device is placed, strength used to activate the device, how well the user follows 

instructions for injection or recognizes concomitant symptoms requiring injection. Several studies have shown 

that regular patient education and training can minimize user errors and the resulting lack of efficacy of AAI 

(Segal 2012, Sirin Kose 2020, Kadivec 2021). These studies have highlighted that education should not be 

limited to the patient but disseminated in community setting to effectively prevent accidental injections, 

laceration or, lack of efficacy due to mishandling. All these points have been taken up by the EMA’s Committee 

for Human Medicinal Products (CHMP). The CHMP concluded that training of the user is of paramount 

importance. The companies that market adrenaline auto-injectors have therefore been asked to develop more 

effective educational material for patients, as well as for healthcare professionals, to ensure their optimal use. 

This includes a training device with which patients can practice; audio-visual material to show in detail how the 

device is to be used; and a checklist for prescribers to ensure that sufficient information is given to the patient 

before they use the auto-injector. The product information of adrenaline auto-injectors has also been updated 

with further warnings and precautions, including a recommendation that patients should be prescribed two 

auto-injectors which they should always carry along and a recommendation for family members, carers or 

teachers to be trained on how to use the auto-injector. The CHMP also concluded that further data should be 

generated to better understand how adrenaline penetrates body tissues when given with auto-injectors. The 

assessment report (25 June 2015 under articles 31 and 32 of Directive 2001/83/EC European Parliament and 
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Council / ref#EMEA/H/A-31/1398) was sent to the European Commission which endorsed it and issued a 

legally binding decision (C2015/5886 14Aug2015) that is valid throughout the EU. 

Bioprojet Pharma markets AAIs containing either 150, 300 or 500 mcg of adrenaline, under the brand name 

of Anapen® or Chenpen® depending on the country of marketing. 

The CHMP recommendations have been fulfilled and detailed in the last revision of the sponsor Risk 

Management Plan (RMP, version 4.1 submitted on 2023/02/21). Safety concerns are summarized as follows: 

- Important potential risks: serious allergic reaction to sodium metabisulfite content and serious 

cardiovascular adverse reaction in predisposed patients, 

- Important identified risks: device failure, accidental injection and lack of efficacy (due to wrong handling 

or lack of efficacy when no wrong handling or device failure was reported). 

To prevent device failure, accidental injection and lack of efficacy due to wrong handling, Bioprojet Pharma 

has developed a duo-pack containing two auto-injectors (named as "Anapen® box” in this protocol) and 

education material for healthcare professionals (HCPs) and patients or relatives that contains key safety 

information and messages. The current educational materials consist of: 

- a prescriber's checklist to facilitate correct and sufficient instruction of patients about the device and 

optimal way of using it, 

- a small card leaflet to patients “How to use AAI Anapen®?”, 

- an instructional video, 

- and an Anapen® Trainer. 

To support further preventive actions in the future, intensified follow‐up of post-marketing data is essential to 

clearly distinguish between device failure (technical problems) and handling error. In addition to routine 

pharmacovigilance activities, proactive data collection is requested. 

To respond to the CMDh recommendation to conduct a study to examine the effectiveness of the risk 

minimization measures in place, Bioprojet Pharma has designed the present Post‐Authorisation Safety Study 

(PASS) which is submitted to the French Authority (ANSM) through a national procedure. 

Research question and objectives 

When prescribing an AAI, healthcare professionals inform patients, as well as their relatives when present, on 

how to recognize the warning signs of anaphylaxis, on how to use the AAI and, give post-injection instructions. 

Because it is imperative to have an operational AAI at any time, they also explain the importance of carrying 

two AAI at any time, checking the validity of the AAI and being compliant with good storage recommendations. 

Bioprojet Pharma provides healthcare professionals with educational materials to help them inform/train AAI 

users with the aim of ensuring that patients and relatives use adrenaline auto-injectors successfully. 

The objectives of this study are to assess the real-life effectiveness of the risk minimization measures 

associated with Anapen® i.e., to assess patients’ and relatives' knowledge on how to use Anapen® when the 

product is dispensed at the pharmacy, rather than after it has been used, given the nature of the RMMs in 

place for Anapen®, which consist exclusively of educational materials designed to train patients and relatives 

on the correct use of the auto-injector prior to its use, given also the expected low proportion of Anapen® use 

compared to the number of prescriptions for which these measures should be applied, as well as the 

anticipated difficulty of collecting information on the use of the product in life-threatening emergency situation.  

Primary objective and outcome  

The primary objective is to assess the effectiveness of the risk minimization measures associated with 

Anapen® at the time of delivery by the pharmacist, in measuring the patients’ and relatives' knowledge on how 

to use Anapen® prior to its use. 

The injection will be simulated using Anapen® Trainer. Injection ability measurement will be standardized using 

a specific grid. The grid will list each action and distinguish minor errors that may affect the quality of the 

injection process without undermining its potential effectiveness from major errors that can lead to 

failure/inefficiency of the injection. Number of errors will be listed for each participant and the percentage of 

participants able to use the device correctly without major error will be calculated. Possibly, the percentages 

of participants able to use the device correctly will be assessed according to the participants’ level of education 

(i.e. knowledge of educational materials vs. lack of prior access). 
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Secondary objectives and outcomes 

The secondary objectives are to describe the participant education with Anapen® provided by healthcare 

professionals, the use of the disposable educational materials and the level of knowledge of the good practice 

for Anapen® using. 

Knowledge and understanding will be controlled using a questionnaire based on the main items of the 

prescriber's checklist and patient educational materials. The questionnaire will be carried out by the participant 

himself (patient or patient’s relative). 

The percentage of participants aware or not of the following categories of items will be calculated: 

- Anaphylaxis symptoms: identifying the warning signs requiring adrenaline injection; 

- Instructions on the management of Anapen® in daily practice: always carrying two Anapen®, checking 

validity and drug solution integrity, replacement, storage conditions; 

- Post-injection instructions: call emergency services, when to consider a second injection, what to do 

while waiting for emergency services or in case of adverse events; 

- Conduct to adopt in case of accidental injection. 

Possibly, secondary outcomes will be assessed according to participants’ level of education (i.e. knowledge 

of educational materials vs. lack of prior access). 

Study design 

This study is an observational, prospective, multicentric, national, study. Primary data are collected via 

surveys. 

The most relevant way to meet the primary objective is to assess the users' ability to perform a correct injection 

using a Trainer as they are expected to do in a situation of emergency. To this end, assessment of the use of 

Anapen® Trainer is chosen as primary outcome. Because anaphylaxis risk management is not limited to the 

injection of adrenaline, the level of knowledge of Anapen® users regarding symptoms of anaphylaxis, Anapen® 

daily practice, post-injection instructions and, conduct in case of accidental injection will be assessed as 

secondary outcomes. 

In France, AAIs are generally prescribed by the patient's doctor, allergist, general practitioner (GP), ear nose 

throat (ENT) specialist, pediatrician or by a physician at emergency department discharge in case of 

hospitalization. As mentioned in the guidelines of French learned societies (French Society of Emergency 

Medicine or SFMU, French Allergology Society or SFA, French Speaking Group in Pediatric Intensive Care 

and Emergency or GFRUP, and French Pediatric Pneumology and Allergology Society or SP²A) (Gloaguen, 

2016), these prescribers HCPs play a key role in educating patients with high risk of anaphylaxis and their 

relatives. To stick to the real-world conditions and, taking into account the patient pathway, a study in 

pharmacies seems the most suitable and relevant approach to achieve the objectives of the study. 

Given the importance of a good knowledge and understanding of anaphylaxis and first-aid treatment, this study 

is not limited to patients but also to relatives since they can be in charge of the administration. For this reason, 

adults who come to the pharmacy with a prescription for an Anapen® box, whether the prescription is for 

themselves or for a relative, could be included. 

This study, which plans to include 400 participants (patients or relatives), would require the enrolment of 

approximately 100 pharmacies spread over the national territory for a better representativeness of the target 

population. 

Population 

The target study population will be all individuals complying with the following inclusion criteria: 

- Adult person; 

- Person who has been informed and who does not oppose to participate (“non-opposition” according 

to French provisions for observational studies); 

- Person with Anapen® prescription (first or renewal) for himself/herself or for a relative; 

- Person to whom the pharmacist has issued an Anapen® box in the current practice of pharmacy; 

- Person participating to this study for the first time. 

There are no exclusion criteria in the study. 
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Variables 

A case report form (CRF) on duplicate paper will be developed to collect the following data: 

- Participant characteristics, 

- A short description of Anapen® prescription and dispensing conditions, 

- Responses to questionnaires measuring: 

• The participant’s ability to use Anapen® Trainer, by completion of a specific grid by the 

pharmacist (Primary effectiveness variables); 

• The previous training and use of Anapen® and related education supports (Secondary 

effectiveness variables); 

• The knowledge and understanding of anaphylaxis symptoms requiring adrenalin injection, 

Anapen® daily practice recommendations, post-injection instructions and, conduct in case of 

accidental injection (Secondary effectiveness variables). 

Main categories of data are detailed in the following section and the blank CRF is presented in Annex 1A 

(French version) and Annex 1B (English version). 

Data sources 

The source of information for the study will be the data collected by the pharmacist dispensing Anapen® and 

participants’ self-reported questionnaire. 

Study size 

The sample size calculation is based on the required number of participants with Anapen® prescription who 

make a major error using the Anapen® Trainer. Based on an arbitrary estimate of 7% of the participants failing 

to correctly use the Anapen® Trainer, with an alpha risk of 0.05 and a margin of error of 2.5%, the number of 

participants needed, given by the formula 0.07 x 0.93 x (1.96)2 / (0.025)2, is 400. 

The inclusion period will last until the recording of 400 participant’s CRF with complete primary outcome. 

Data analysis 

Descriptive statistics will be employed to analyze the data. In brief, statistics for continuous variables will 

include mean, standard deviation, median, and range (minimum/maximum). Categorical variables will be 

presented as frequency counts and percentages. In addition, for all variables, a 95% confidence interval will 

be estimated. 

A detailed statistical analysis plan describing the planned analysis and the approach for handling missing data 

will be developed prior to the data review. 

Milestones 

Milestone Estimated planned date 

Start of data collection 2 months after approval of the Ethics Committee (Q4-2025) 

End of data collection It is anticipated that analytical dataset will be completely 

available 3 months after the end of the study (last patient Q4-

2026) (Q1-2027) 

Registration in the EU PAS register After approval of the Ethics Committee (Q4-2025) 

Final report of study results1 6 months after the end of data collection (Q2-2027) 

1 Timing of final report includes the following: 

- Data Review Board (DRB): 1 month after the end of data collection 

- Statistical Analysis Report (SAR): 1 month after the DRB 

- First draft of the final report writing: 2 months after the SAR 

- Final report review and approval: 2 months after the writing of the first draft of final report 



BIOPROJET PHARMA   30 July 2025 

Protocol 21-08 / Anapen® / PASS Version 3.0 

PROTOCOL V3.0 P21-08 
Based on Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies 

Page 12 of 38 

5. AMENDMENTS AND UPDATES 

Version Date Description 

2.0 18 February 2025 Update of the milestones and update of the role of the investigator 

to better comply with the risk minimization measures in place and 

SmPC regarding educational responsibilities. 

3.0  30 July 2025 Clarifications on research objectives  

6. MILESTONES 

The planned estimated dates for study milestones are detailed in Table 2. 

Table 2: Milestones 

Milestone Estimated planned date 

Start of data collection 2 months after approval of the Ethics Committee (Q4-2025) 

End of data collection It is anticipated that analytical dataset will be completely 

available 3 months after the end of the study (last patient Q4-

2026) (Q1-2027) 

Registration in the EU PAS register After approval of the Ethics Committee (Q4-2025) 

Final report of study results1 6 months after the end of data collection (Q2-2027) 

1 Timing of final report includes the following: 

- Data Review Board (DRB): 1 month after the end of data collection 

- Statistical Analysis Report (SAR): 1 month after the DRB 

- First draft of the final report writing: 2 months after the SAR 

- Final report review and approval: 2 months after the writing of the first draft of final report 

7. RATIONALE AND BACKGROUND 

Anaphylaxis is an acute, life-threatening, systemic allergic reaction associated with various triggers, clinical 

presentations and levels of severity. It is imperative that adrenaline is immediately administered as soon as 

signs and symptoms of anaphylaxis appear. Adrenaline Auto-Injectors (AAI) are the first-aid treatment. Any 

problem with the administration of adrenaline could result in significant hazard to the patient due to the 

emergency nature of the condition that AAI is intended to treat. In the worst scenario, this could result in a 

failure to deliver adrenaline and, in emergency, leading to a fatal outcome for the patient if he is not supported 

by a care service. 

In 2014, the EMA carried out a review of adrenaline auto-injectors following concerns that available devices 

may deliver adrenaline under the skin instead of into a muscle, and this may delay response to treatment. 

Usability assays and reports have led to improve the safety of disposable self-injection devices (Weinhold 

2018, Kessler 2019, EMA 2015): i.e., needle length, the way AAI works, intuitive use etc. Multi-incident 

analyses have identified factors contributing to the lack of efficacy due to errors in the use of self-injection 

devices, or accidental injection (Schwirtz 2012, Cohen 2017, Posner 2017, Sasaki 2018, Weinhold 2018, EMA 

2015): i.e., angle at which the device is placed, strength used to activate the device, how well the user follows 

instructions for injection or recognizes concomitant symptoms requiring injection. Several studies have shown 

that regular patient education and training can minimize user errors and the resulting lack of efficacy of AAI 

(Segal 2012, Sirin Kose 2020, Kadivec 2021). These studies have highlighted that education should not be 

limited to the patient but disseminated in community setting to effectively prevent accidental injections, 

laceration or, lack of efficacy due to mishandling. All these points have been taken up by the EMA’s Committee 

for Human Medicinal Products (CHMP). The CHMP concluded that training of the user is of paramount 

importance. The companies that market adrenaline auto-injectors have therefore been asked to develop more 
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effective educational material for patients, as well as for healthcare professionals, to ensure their optimal use. 

This includes a training device with which patients can practice; audio-visual material to show in detail how the 

device is to be used; and a checklist for prescribers to ensure that sufficient information is given to the patient 

before they use the auto-injector. The product information of adrenaline auto-injectors has also been updated 

with further warnings and precautions, including a recommendation that patients should be prescribed two 

auto-injectors which they should always carry along and a recommendation for family members, carers or 

teachers to be trained on how to use the auto-injector. The CHMP also concluded that further data should be 

generated to better understand how adrenaline penetrates body tissues when given with auto-injectors. The 

assessment report (25 June 2015 under articles 31 and 32 of Directive 2001/83/EC European Parliament and 

Council / ref#EMEA/H/A-31/1398) was sent to the European Commission which endorsed it and issued a 

legally binding decision (C2015/5886 14Aug2015) that is valid throughout the EU. 

Bioprojet Pharma markets AAIs containing either 150, 300 or 500 mcg of adrenaline, under the brand name 

of Anapen® or Chenpen® depending on the country of marketing. 

The CHMP recommendations have been fulfilled and detailed in the last revision of the sponsor Risk 

Management Plan (RMP, version 4.1 submitted on 2023/02/21). Safety concerns are summarized as follows: 

- Important potential risks: serious allergic reaction to sodium metabisulfite content and serious 

cardiovascular adverse reaction in predisposed patients, 

- Important identified risks: device failure, accidental injection and lack of efficacy (due to wrong handling 

or lack of efficacy when no wrong handling or device failure was reported). 

To prevent device failure, accidental injection and lack of efficacy due to wrong handling, Bioprojet Pharma 

has developed a duo-pack containing two auto-injectors (named as "Anapen® box” in this protocol) and 

education material for healthcare professionals (HCPs) and patients or relatives that contains key safety 

information and messages. The current educational materials consist of: 

- a prescriber's checklist to facilitate correct and sufficient instruction of patients about the device and 

optimal way of using it, 

- a small card leaflet to patients “How to use AAI Anapen®?”, 

- an instructional video, 

- and an Anapen® Trainer. 

Clear instructions with pictograms describing how to use Anapen® are provided in the patient information 

leaflet, summary of product characteristics (https://base-donnees-

publique.medicaments.gouv.fr/affichageDoc.php?specid=66223317&typedoc=R) and in the small card leaflet 

to patients “How to use AAI Anapen®?”. An instructional video is also available on Bioprojet website 

(https://www.bioprojet.com/portfolio_page/anapen/) and in France on National Competent Authority website 

(https://ansm.sante.fr/tableau-marr/adrenaline-3). Patients are encouraged to consult it at any time. 

In order for patients and/or their relatives to be familiar with the use of Anapen®, Anapen® Trainers are available 

to Healthcare Professionals, patients and/or their relatives to practice correct activation. Anapen® Trainers are 

clearly identified, and the users are informed to maintain Anapen® Trainers away from Anapen® auto‐injectors 

to avoid accident and use of Trainer instead of Anapen® auto‐injector. Instructions on how to use Anapen® 

Trainer are available, Anapen® Trainer leaflet. 

To support further preventive actions in the future, intensified follow‐up of post-marketing data is essential to 

clearly distinguish between device failure (technical problems) and handling error. In addition to routine 

pharmacovigilance activities, proactive data collection is requested. 

To respond to the CMDh recommendation to conduct a study to examine the effectiveness of the risk 

minimization measures in place, Bioprojet Pharma has designed the present Post‐Authorisation Safety Study 

(PASS) to be conducted in France where Anapen® is most prescribed (2024, 80% of the total number of 

dispensations across Italy, Germany, Spain, Ireland and France were made by French pharmacies). This study 

is submitted to the French Authority (ANSM) through a national procedure. 

https://base-donnees-publique.medicaments.gouv.fr/affichageDoc.php?specid=66223317&typedoc=R
https://base-donnees-publique.medicaments.gouv.fr/affichageDoc.php?specid=66223317&typedoc=R
https://www.bioprojet.com/portfolio_page/anapen/
https://ansm.sante.fr/tableau-marr/adrenaline-3
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8. RESEARCH QUESTION AND OBJECTIVES 

When prescribing an AAI, healthcare professionals inform patients, as well as their relatives when present, on 

how to recognize the warning signs of anaphylaxis, on how to use the AAI and, give post-injection instructions. 

Because it is imperative to have an operational AAI at any time, they also explain the importance of carrying 

two AAI at any time, checking the validity of the AAI and being compliant with good storage recommendations. 

Bioprojet Pharma provides healthcare professionals with educational materials to help them inform/train AAI 

users with the aim of ensuring that patients and relatives use adrenaline auto-injectors successfully. 

The objectives of this study are to assess the real-life effectiveness of the risk minimization measures 

associated with Anapen® i.e., to assess patients’ and relatives' knowledge on how to use Anapen® when the 

product is dispensed at the pharmacy, rather than after it has been used, given the nature of the RMMs in 

place for Anapen®, which consist exclusively of educational materials designed to train patients and relatives 

on the correct use of the auto-injector prior to its use, given also the expected low proportion of Anapen® use 

compared to the number of prescriptions for which these measures should be applied, as well as the 

anticipated difficulty of collecting information on the use of the product in life-threatening emergency situation. 

8.1. PRIMARY OBJECTIVE AND OUTCOME  

The primary objective is to assess the effectiveness of the risk minimization measures associated with 

Anapen® at the time of delivery by the pharmacist, in measuring the patients’ and relatives' knowledge on how 

to use Anapen® prior to its use. 

The injection will be simulated using Anapen® Trainer. Injection ability measurement will be standardized using 

a specific grid. The grid will list each action and distinguish minor errors that may affect the quality of the 

injection process without undermining its potential effectiveness from major errors that can lead to 

failure/inefficiency of the injection. Number of errors will be listed for each participant and the percentage of 

participants able to use the device correctly without major error will be calculated. Possibly, the percentages 

of participants able to use the device correctly will be assessed according to the participants’ level of education 

(i.e. knowledge of educational materials vs. lack of prior access). 

8.2. SECONDARY OBJECTIVES AND OUTCOMES 

The secondary objectives are to describe, the participant education with Anapen® provided by healthcare 

professionals the use of the disposable educational materials and the level of knowledge of the good practice 

for Anapen® using. 

Knowledge and understanding will be controlled using a questionnaire based on the main items of the 

prescriber's checklist and patient educational materials. The questionnaire will be carried out by the participant 

himself (patient or patient’s relative). 

The percentage of participants aware or not of the following categories of items will be calculated: 

- Anaphylaxis symptoms: identifying the warning signs requiring adrenalin injection; 

- Instructions on the management of Anapen® in daily practice: always carrying two Anapen®, checking 

validity and drug solution integrity, replacement, storage conditions; 

- Post-injection instructions: call emergency services, when to consider a second injection, what to do 

while waiting for emergency services or in case of adverse events; 

- Conduct to adopt in case of accidental injection. 

Possibly, secondary outcomes will be assessed according to participants’ level of education (i.e. knowledge 

of educational materials vs. lack of prior access). 

9. RESEARCH METHODS 

9.1. STUDY DESIGN 

This study is an observational, prospective, multicentric, national, study. Primary data are collected via 

surveys. 
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The most relevant way to meet the primary objective is to assess the users' ability to perform a correct injection 

using a Trainer as they are expected to do in a situation of emergency. To this end, assessment of the use of 

Anapen® Trainer is chosen as primary outcome. Because anaphylaxis risk management is not limited to the 

injection of adrenaline, the level of knowledge of Anapen® users regarding symptoms of anaphylaxis, Anapen® 

daily practice, post-injection instructions and, conduct in case of accidental injection will be assessed as 

secondary outcomes. 

In France, AAIs are generally prescribed by the patient's doctor, allergist, general practitioner (GP), ear nose 

throat (ENT) specialist, pediatrician or by a physician at emergency department discharge in case of 

hospitalization. As mentioned in the guidelines of French learned societies (French Society of Emergency 

Medicine or SFMU, French Allergology Society or SFA, French Speaking Group in Pediatric Intensive Care 

and Emergency or GFRUP, and French Pediatric Pneumology and Allergology Society or SP2A) (Gloaguen, 

2016), these prescribers HCPs play a key role in educating patients with high risk of anaphylaxis and their 

relatives. To stick to the real-world conditions and, taking into account the patient pathway, a study in 

pharmacies seems the most suitable and relevant approach to achieve the objectives of the study. 

Given the importance of a good knowledge and understanding of anaphylaxis and first-aid treatment, this study 

is not limited to patients but also to relatives since they can be in charge of the administration. For this reason, 

adults who come to the pharmacy with a prescription for an Anapen® box, whether the prescription is for 

themselves or for a relative, could be included. 

This study, which plans to include 400 participants (patients or relatives), would require the enrolment of 

approximately 100 pharmacies spread over the national territory for a better representativeness of the target 

population. 

9.2. SETTING 

9.2.1. PARTICIPANT ELIGIBILITY 

The target study population will be all individuals complying with the following inclusion criteria: 

- Adult person; 

- Person who has been informed and who does not oppose to participate (“non-opposition” according 

to French provisions for observational studies); 

- Person with Anapen® prescription (first or renewal) for himself/herself or for a relative; 

- Person to whom the pharmacist has issued an Anapen® box in the current practice of pharmacy; 

- Person participating to this study for the first time. 

There are no exclusion criteria in the study. 

9.2.2.  ENROLMENT OF PARTICIPANTS AND PHARMACIES 

Participants 

Adults coming to the pharmacy with a prescription for an Anapen® box, whether this prescription is for 

themselves or for a relative, and willing to participate could be enrolled after having been duly informed and 

given their oral consent (“non-opposition”). 

Pharmacies 

An estimation of 100 pharmacies spread over the national territory will participate as investigation sites. In 

each pharmacy, the pharmacist who will be designated as the site's principal investigator will be trained on the 

study requirements, in particular on filling out the CRF. 

9.2.3. STUDY DURATION 

Start of the study: first participant included; 

End of the study: last participant included; 

Estimated total duration of the study: 

- Inclusion period: one year; 

- Maximum participation time of each participant: single visit of approximately one hour after obtaining 

the oral consent of the participant duly informed. 
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9.3. VARIABLES 

A case report form (CRF) on duplicate paper will be developed to collect the following data: 

- Participant characteristics, 

- A short description of Anapen® prescription and dispensing conditions,  

- Responses to questionnaires measuring: 

• The participant’s ability to use Anapen® Trainer, by completion of a specific grid by the 

pharmacist (Primary effectiveness variables); 

• The previous training and use of Anapen® and related education supports (Secondary 

effectiveness variables); 

• The knowledge and understanding of anaphylaxis symptoms requiring adrenalin injection, 

Anapen® daily practice recommendations, post-injection instructions and, conduct in case of 

accidental injection (Secondary effectiveness variables). 

Main categories of data are detailed in sections 9.3.1 to 9.3.4 and the blank CRF is presented in Annex 1A 

(French version) and Annex 1B (English version). 

9.3.1. DESCRIPTION OF THE PARTICIPANT 

When the participant is the beneficiary of the AAI prescription: age, sex, naïve or not regarding Anapen® 

use, first prescription of Anapen® or not. 

When the participant is not the beneficiary of the prescription but a relative: age, sex, naïve or not 

regarding Anapen® use. Only non-personal data will be collected about the beneficiary: child or adult and first 

prescription of Anapen® or not. 

9.3.2.  DESCRIPTION OF PRESCRIPTION CONDITIONS, EDUCATION AND USE OF EDUCATIONAL MATERIALS 

Healthcare professional prescriber: allergist, general practitioner (GP), ear nose throat (ENT) specialist, 

pediatrician, by a physician at emergency department discharge in case of hospitalization or other. 

If the participant met a healthcare professional for an Anapen® prescription, previous education by the 

HCP: having given and provided explanations about the Anapen® instruction for use (small card leaflet to 

patients), and/or the Anapen® Trainer, and/or encouraging to watch the educational video on managing 

Anapen® in daily practice. These main items are described in the prescriber's checklist. 

Whether or not the participant has met an HCP: having read the Anapen® instruction for use (small card 

leaflet to patients), and/or having had an Anapen® Trainer, and/or having watched the educational video on 

managing Anapen® in daily practice. 

9.3.3. ASSESSMENT OF TRAINER USE BY THE PHARMACIST 

The pharmacist will use the following evaluation grid after asking the participant to use an Anapen® Trainer on 

himself/herself as if he/she was in a situation of emergency without trying to influence him/her. 

Table 3: Evaluation grid 

 No Yes 

Step 1: Activation of Anapen® 

- Removing the black needle cap ❑ ❑ 

- Removing the grey safety cap ❑ ❑ 

- Holding the device in fist ❑ ❑ 

- Positioning the device in the right direction (needle towards the skin) ❑ ❑ 

Step 2: Injection 

- Press the device firmly on injection area ❑ ❑ 

- Device placed against the outer thigh ❑ ❑ 

- Pushing the trigger button to hear a click ❑ ❑ 
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- Holding in place for 10 seconds ❑ ❑ 

- Gentle massage of the injection site ❑ ❑ 

Step 3: Post-injection instructions 

- Checking the injection indicator (it must be red) ❑ ❑ 

- Covering of the needle with the protective black cap of the needle (cap 

placed in the right direction, the wide part covers the visible needle) 
❑ ❑ 

In this grid, “No” means “Failure”, “Yes” means “Success”, minor errors are highlighted in green and major 

errors in orange. However, to avoid bias during assessments, grids provided to the investigators will not be 

highlighted. 

9.3.4. PARTICIPANT KNOWLEDGE AND UNDERSTANDING OF ANAPHYLAXIS AND ANAPEN® INSTRUCTIONS 

For all participants, the level of knowledge and understanding of the participant regarding anaphylaxis 

symptoms, management of the auto-injectors in daily practice, post-injection instructions and conduct in case 

of accidental injection will be evaluated by a self-questionnaire. 

9.4. DATA SOURCES 

The source of the relevant information for the study objectives will be the primary data collected by the 

pharmacist dispensing Anapen® and participants’ self-reported questionnaire on the symptoms of anaphylaxis, 

the management of Anapen® in daily practice, post-injection instructions, and conduct in case of accidental 

injection. All information will be recorded on duplicate paper CRF.  

9.5. STUDY SIZE 

The sample size calculation is based on the required number of participants with Anapen® prescription who 

make a major error using the Anapen® Trainer. Based on an arbitrary estimate of 7% of the participants failing 

to correctly use the Anapen® Trainer, with an alpha risk of 0.05 and a margin of error of 2.5%, the number of 

participants needed, given by the formula 0.07 x 0.93 x (1.96)2 / (0.025)2, is 400. 

The inclusion period will last until the recording of 400 participant’s CRF with complete primary outcome (the 

evaluation grid completed at least for major errors). 

All 400 participants will be included within a period of approximately one year in about 100 pharmacies in 

France. 

9.6. DATA MANAGEMENT 

The database will be developed by a data manager from CEN and programmed using Ennov Clinical software 

provided by ENNOV CLINICAL. 

Paper CRF will be printed on carbonless duplication, then sent to pharmacies. 

A data validation plan, integrated into the Data Management Plan (DMP), will describe in detail the checks to 

be carried out for each variable. All the information required by this observational study must be recorded in 

the CRF, an explanation must be provided for each missing data. Once entered (double entry by two different 

operators), the consistency of the data will be checked, and data clarification requests will be sent to 

pharmacists if needed. All data changes will be traced (Audit trail function) in the Ennov Clinical software. 

Data will be examined for validation during data review. Particular attention will be paid to deviations and 

missing data.  

If necessary, data clarification requests will be sent to pharmacists about the discrepancies discussed during 

the data review meeting. Then the database will be updated accordingly as appropriate. 

The data closure process will occur once the data review is approved and will be carried out in accordance 

with the procedure put in place at CEN. If absolutely necessary, the database can be thawed and then re-

frozen, in accordance with the procedure set-up at CEN. The database will be exported by the CEN data 



BIOPROJET PHARMA   30 July 2025 

Protocol 21-08 / Anapen® / PASS Version 3.0 

PROTOCOL V3.0 P21-08 
Based on Guidance for the format and content of the protocol of non-interventional post-authorisation safety studies 

Page 18 of 38 

manager then transferred to a SAS (Statistical Analysis System) database for statistical analysis by CEN 

statisticians. 

9.7. DATA ANALYSIS 

Considering the observational design of the study is not designed to test specific hypotheses, the statistical 

analysis will be of descriptive nature. Summary tabulations will be presented and will display the number of 

observations (N), mean, standard deviation (SD), median, minimum and maximum for continuous variables. 

Categorical variables will be presented by using, N and frequencies and 95% Confidence Interval.  

Missing values will be reported as missing and no imputation will be undertaken. 

All analyses will be performed using SAS for Microsoft Windows Operating system software (SAS Institute, 

Cary, North Carolina, USA) version “9.4”. 

9.8. QUALITY CONTROL 

This study will be conducted in accordance with the guidelines and regulations described in sections 10.1 

(Data protection) and 10.2 (Scientific integrity and ethical aspects), and procedures detailed in section 9.2. 

Standard operating procedures of CEN will be used to guide the conduct of the study. These include internal 

quality audits of the data, consistency of collected data, validation of coding, rules for secure and confidential 

data storage, methods to maintain and archive research documents, quality control procedures for statistical 

analysis plan and medical writing. 

9.9. LIMITATIONS OF THE RESEARCH METHODS 

The main strengths and limitations of the study design are inherent to real-life studies. First, this study plans 

to include all people with Anapen® prescription who agree to participate and who will have varying levels of 

experience with Anapen® AAI and anaphylaxis literacy. As a result, non-naïve participants are expected to be 

more successful in the assessments. In this study, no stratification is planned on whether the participant is 

naïve or not regarding Anapen® use, the prevalence of the two populations not being clearly defined. However, 

a subgroup analysis could lead to target Anapen® users for whom it would be desirable to intensify risk 

minimization measures. Finally, the study is designed as a cross-sectional study (one visit) which means that 

the remanence of the educational measures will not be evaluated. 

9.10. OTHER ASPECTS: STUDY PLAN 

After having filled in the characteristics of the participant and HCP prescriber, the pharmacist will ask the 

participant if he/she has already met an HCP for an Anapen® prescription, and if yes, he/she has been trained 

by an HCP for the use of Anapen®. And whether or not the participant met an HCP, the pharmacist will ask 

which educational materials he/she knows and used. 

The pharmacist will ask the participant to use an Anapen® Trainer on himself/herself as if he/she was in a 

situation of emergency without trying to influence him/her.  

The pharmacist will have a standard grid (Table 3) in which he/she will note whether the user of Anapen® 

performs the listed actions leading to proper use of the AAI or not.  

Finally, the pharmacist will ask the participant to complete the self-questionnaire intended to assess his/her 

own knowledge and understanding of anaphylaxis and AAI use.  

The pharmacist will record and report (according to the national provisions for Good Pharmacovigilance 

Practices (ANSM, 2022) and European regulation ((EU) 1235/2010)) any past adverse events/device 

deficiencies spontaneously reported by the participant (see also section 11). 
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Table 4: Summary of participant evaluations 

 
Inclusion / Visit 

(D0) 

Information, oral consent  

Eligibility criteria  

Characteristics of the participant  

Previous education  

Trainer use assessment  

Completion of the self-questionnaire  

10. PROTECTION OF HUMAN SUBJECTS 

10.1. DATA PROTECTION 

The data recorded during this research will be subject to computerized processing at CEN, responsible for the 

implementation of data processing in compliance with Regulation (EU) 2016/679 of the European Parliament 

and of the Council relating to the protection of individuals with regard to the processing of personal data and 

the free movement of such data and amended law n°78-17 of 6 January 1978 relating to data processing, files 

and freedoms. 

This study will be part of the "Reference Methodology" (MR-003) of the French data protection authority (CNIL) 

pursuant to the provisions of Article 54 paragraph 5 of the amended law n°78-17 relating to information, files 

and freedoms. This change was approved by decision n°2018-154 of March 3, 2018. The MAH and CEN have 

signed a commitment to comply with this MR-003. 

In accordance with the local legislative regulation, persons (pharmacy staff) having direct access to the source 

data take all the necessary precautions in order to ensure the confidentiality of the information relating to the 

products under study, the investigations, the persons who participate in the study and in particular with regard 

to their identity and to the results obtained. These persons, like the investigators themselves, are subject to 

professional confidentiality. 

To comply with MR-003, CEN will not be able to know any participants’ or beneficiaries’ personal data in the 

framework of the study including in the compensation process. 

During the study or at its end, data collected on participants will be made pseudonymous and in no case will 

reveal the names of the people concerned or their contact details. Each participant is identified by a code 

specific to the study. When the participant is not the beneficiary of the prescription but a relative, only non-

personal data will be collected about the beneficiary (child or adult and first prescription of Anapen® or not). 

The sponsor ensures that each person who takes part in the research has given their agreement for access 

to the individual data concerning them and strictly necessary for the quality control of the study. 

10.2. SCIENTIFIC INTEGRITY AND ETHICAL ASPECTS 

The Sponsor and the investigator(s) undertake that this study will be carried out in accordance with Good 

Clinical Practices (decision of November 24, 2006; ICH E6 (rev 4) and the Declaration of Helsinki (which can 

be found in its full version on the website http://www.wma.net)). 

This study will be conducted in accordance with the “Guideline on good pharmacovigilance practices (GVP) 

Module VIII – Post-authorisation safety studies (rev 3)” (EMA 2017), “The European Network of Centres for 

Pharmacoepidemiology and Pharmacovigilance (ENCePP) Guide on Methodological Standards in 

Pharmacoepidemiology (Revision 11) (EMA-ENCePP 2010). 

In accordance with national provisions (Jardé Law n° 2012-300), this observational study is a Research 

Involving Human Subjects without risk or constraint, that requires to be ethically evaluated by a national ethics 
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committee (Committee for the Protection of Persons). Approval of the ethics committee must be notified to the 

French national competent authority (ANSM). 

The start of the investigation will be notified immediately (i.e., as soon as the sponsor or his representative in 

charge of the study becomes aware of it and approves it) to the ethics committee. The effective date of the 

start of the study will correspond to the date of the first participant’s inclusion. 

In accordance with Article R1123-66 of CSP, a notification of the end of the study will be sent to the ethics 

committee within 90 days following the end of the study, or within 15 days in case of temporary interruption or 

early termination. 

10.3. PATIENT INFORMATION AND CONSENT 

Informed consent will be collected for each participant agreeing to collect personal data, take part in the 

Anapen® Trainer use assessment and complete the self-questionnaire. According to article L1122-1-1 of the 

of French Public Health Code (CSP) the consent means no objection for research mentioned on 3° of the 

article L1121-1 of CSP. The informed consent from the beneficiary is not required when the participant is not 

the beneficiary of the prescription but a relative as no personal data will be collected about the beneficiary. 

The collection of oral consent (“non-opposition”) will be mentioned in the patient information letter and the CRF 

by the pharmacist. The consent will be asked after the participant has taken the time to read the written 

information note and the pharmacist has answered all of the participant's questions about the study. The 

content of the information note will be compliant with article L1122-1 of CSP. 

10.4. COMPENSATION 

Participants will receive an allowance to compensate for the time they devote to their participation in the study 

(answering the pharmacist's questions, participation in the Trainer evaluation and completion of the self-

questionnaire). The amount of the allowance will be proportional to the constraint and must be approved by 

the ethics committee. 

Pharmacists will be paid nominal incentives to compensate their time in: 

- Participation in remote kick-off meetings; 

- Participant information and time for CRF completion. 

The amount will be commensurate with the time needed and the payment method will be compliant with the 

national provisions (“Anti-gift legislation”). 

11. MANAGEMENT AND REPORTING OF ADVERSE EVENTS/ADVERSE 

REACTIONS 

This study is not designed to proactively collect data on individual adverse events. This study falls under the 

French law relating to non-interventional research involving the human person. Consequently, adverse events 

(AE), including adverse drug reactions (ADR), suspected adverse drug reactions, device deficiency, special 

situations (i.e., misuse, overdose, abuse, pregnancy, quality defect, etc.), should be declared according to the 

national provisions for Good Pharmacovigilance Practices (ANSM, 2022) and European recommendations 

“Module VI – Management and reporting of adverse reactions to medicinal products” (EMA, 2017) regulation 

((EU) 1235/2010), as soon as the pharmacist becomes aware of them.  

Throughout the study, pharmacists could be informed of any AE, device deficiency or special situations 

mentioned above, reported spontaneously by a participant. Healthcare professionals (i.e. pharmacists) must 

report one or other of these events, preferably via the national spontaneous reporting system: portal for 

reporting adverse health events of the French Ministry of Health (https://signalement.social-sante.gouv.fr), or 

by contacting the Regional Pharmacovigilance Center on which they depend. 

In addition to the routine reporting circuit, if CEN is aware of pharmacovigilance information via CRF, direct 

contact with pharmacists, etc., these reports will be exchanged with the Marketing Authorization Holder (i.e. 

sponsor of this study). 

https://signalement.social-sante.gouv.fr/
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Pharmacists can be solicited to provide additional information, when requested.  

These safety reports should be summarized in the relevant study reports by the Marketing Authorization Holder 

(i.e. sponsor of this study). 

12. PLANS FOR DISSEMINATING AND COMMUNICATING STUDY RESULTS 

The summary of the final study report will be transmitted according to the local regulation within 1 year after 

the end of the study or within 3 months following the temporary interruption or early termination. 

Study protocol and final report(s) will be available on the EU PAS Register (ENCePP), submitted to the 

regulatory authority or included in regulatory communications in line with the risk management plan, Periodic 

Safety Update Report (PSUR) and other regulatory timeframes and requirements. 

Study results will be considered for publication and communication at appropriate scientific meetings. 
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14. ANNEX 1. ADDITIONAL INFORMATION 

Annex 1A  CASE REPORT FORM (FRENCH VERSION) 
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Annex 1B  CASE REPORT FORM (ENGLISH VERSION) 
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