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Et le préciser en préambule du document
Que pour tous les processus ne présentant pas de spécificité, on va récupérer les CL, par exemple:
La gestion de projet,
le monitoring,
Le data management,
Les stats	Comment by Catherine MERAT: Effectivement
Par contre, je m'aperçois que les référentiels spécificques centre phase I n'apparaissent ni dans la CL, ni dans l'agenda de site – on les a perdu à un moment donné

Version 0.1, dated 

Cette CL ne contient que les spécificités liées aux études de Phase 1 (CRO/Site).

Utiliser la trame du rapport d'audit "System" pour la compléter sur les aspects suivants :
- Organisation de la structure auditée
- qualification et formation du personnel
- système qualité
- sécurité physique et logique.

Utiliser la trame "Investigational site" pour la compléter sur les aspects suivants :
- Site organisation
- Investigator site files
- ICF
- IMP
- Local laboratory
- Compliance with protocol
- Monitoring
- Vigilance
- Data management (CRF, patients medical file, source documents…)

De plus suite à un audit en Angleterre en 2016, des spécificités anglaises sont mentionnées dans la CL [image: ])
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[bookmark: _Toc174171124][bookmark: _Toc175124219][bookmark: _Toc26372974]Site Organization
[bookmark: _Toc26372975]Investigator's and site staff qualification and training
☐ Principal Investigators for FIH trials have relevant clinical experience in running Phase I trials.

	[image: ]
Principal Investigators for FIH trials have relevant clinical experience in running Phase I trials, plus a post-graduate qualification, such as a Diploma in Human Pharmacology, MSc in Clinical Pharmacology or equivalent. The Diploma in Pharmaceutical Medicine would only be considered acceptable where it is supported by experience in FIH trials. 
Where the unit does not directly employ the PI, there must be a mechanism for the unit to assess the trial and the suitability of the PI, plus their research team (as applicable) and ensure there is responsibility formally assigned that meets the above qualifications, training and experience where gaps are identified 
(MHRA phase 1 accreditation scheme requirements, version: 2, Date: 31st October 2013)


☐ Medical doctors trained to Life Support standards and experienced in handling medical emergencies.
☐ At a minimum, clinical staff receive Life Support Training and annual updates.
☐ All staff undergo periodic testing of emergency scenarios within the site. This testing is documented.
☐ All clinical staff is trained to identify adverse events or adverse reactions and how to respond to those.

	Finding n° Grade

	Blablabla

Main audit standards

	Suggestions	Comment by Catherine MERAT: À supprimer si pas prévu au devis

	



[bookmark: _Toc26372976]Adequate resources
☒ Documentation that demonstrates that appropriately trained and experienced staff are available on dosing days. 
☐ There is sufficient cover for dosing days and overnight stays. 
☐ The site has in place a policy or SOP that stipulates the minimum staffing levels during clinical conduct of the study. 

	[image: ]
Documentation that demonstrates that appropriately trained and experienced staff are available on dosing days. 
During the conduct of EAG type trials (High risk), medical doctors trained to Advanced Life Support (ALS) standards and experienced in handling medical emergencies must be present during and following dosing for a defined period 
At a minimum, clinical staff should receive Immediate Life Support (ILS) Training and annual updates.
Documentation to demonstrate that there are sufficient numbers of trained and experienced staff employed by or contracted to the unit for all activities conducted by the unit (including appropriate numbers of staff with adequate training to handle medical emergencies). There must be sufficient cover for dosing days and overnight stays. The unit must have in place a policy or SOP that stipulates the minimum staffing levels during clinical conduct of the study. 
Staff that are appropriately and currently trained and assessed as competent to perform the activities that they are assigned to undertake.
(MHRA phase 1 accreditation scheme requirements, version: 2, Date: 31st October 2013)


[bookmark: _Toc26372977][bookmark: _Hlk53158095]Site Facilities
☐ The site has an Investigational site authorization ("autorisation de lieu de recherches")

	[image: ] Loi Jardé : Article L. 1121-13 
La première administration d'un médicament à l'homme dans le cadre d'une recherche ne peut être effectuée que dans des lieux ayant obtenu l'autorisation mentionnée au deuxième alinéa du présent article.



	[image: ] Phase 1 units are encouraged to apply for MHRA.
In 2007 the MHRA introduced a scheme of voluntary accreditation. Under this scheme, units are inspected by the agency against sets of pre-defined standard or supplementary classification criteria. The latter is required for units performing trials across the entire Phase 1 range, including First-in-Human trials, with risk factors that would require a review by the Clinical Trials Expert Advisory Group of the Commission on Human Medicines (CTEAG).(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


☐ There is an agreement with:
☐ the hospital for supporting emergencies arising from the clinical trials or the ability to demonstrate communication and notification of trial information with the hospital's emergency teams.
☐ structure in charge of the medical emergency transport
☐ the Pharmacologist ([image: ])
☐ An emergency trolley is available in each main area. 
☐ There is a documented check of the contents of the emergency trolley, including regular checks of the expiry dates for medication and equipment. 
☐ A robust (and tested) arrangement for immediate maintenance of life support (i.e. resuscitation and stabilisation of subjects in an acute emergency) and onward transfer of subjects to hospital, where necessary.
☐ Alarms are placed in any areas likely to be occupied by subjects (e.g. showers, toilets, ward(s) and recreational areas(s)) and these are regularly tested (and the testing documented). 

	[image: ] Requirements for accreditation : 
An agreement with the hospital for supporting emergencies arising from the clinical trials or the ability to demonstrate communication and notification of trial information with the hospital's emergency teams. 
An emergency trolley is available in each main area. 
The emergency trolley carries out as a minimum:
a. Oxygen and delivery apparatus 
b. Equipment for procedures such as cannulation and suitable fluids for IV infusion 
c. Supraglottic airway devices (e.g. laryngeal mask airway, i-gel) 
d. Self-inflating bag, or equivalent, for assisted ventilation 
e. Suction equipment 
f. Defibrillator – this should be an automated external defibrillator (AED) defibrillator with a manual override 
g. Equipment for tracheal intubation and emergency cricothyroidotomy should be available for use by appropriately experienced personnel or a responding emergency team only. 
There must be a documented weekly check of the contents of the emergency trolley, including regular checks of the expiry dates for medication and equipment. 
Continuous monitoring equipment are available to include ECG, pulse oximetry, vital signs such as blood pressure, heart rate and temperature. 
Beds used for dosing days must be able to be tilted and adjusted for height.
Alarms are placed in any areas likely to be occupied by subjects (e.g. showers, toilets, ward(s) and recreational areas(s)) and these are regularly tested (and the testing documented). 
Staff is able to open the toilet/bathroom doors from the outside in an emergency. 
A robust (and tested) arrangement for immediate maintenance of life support (i.e. resuscitation and stabilisation of subjects in an acute emergency) and onward transfer of subjects to hospital, where necessary 
All staff undergo periodic testing of emergency scenarios within the unit. This testing is documented.
(MHRA phase 1 accreditation scheme requirements, version: 2, Date: 31st October 2013)


[bookmark: _Toc26372978]Essential documentation
[bookmark: _Toc174171116][bookmark: _Toc175124211][bookmark: _Toc26372980]Ethics Committee

	[image: ] REC applications must include information about procedures for checking simultaneous or recent involvement of potential subjects in other trials. (Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


[bookmark: _Toc174171120][bookmark: _Toc175124215][bookmark: _Toc26372981]Competent Authorities
☐ Specific strategies to address identified and potential risks are appropriately detailed for all FIH/early CTs in the sponsor’s Clinical Trial Application (CTA).
☐ The CTA includes a description of the operating procedures applicable in the site [image: ]

	[image: ] "Art. 6. − Le dossier de demande d’autorisation comprend une description des procédures de fonctionnement applicables dans le lieu, et notamment : (...)
•6° Gestion de l’urgence, et notamment : modalités de liaison entre le lieu de recherche et le service de soins auquel il pourra être fait appel en cas d’urgence ou d’accident (ces modalités comprennent la description des moyens de transport utilisés et du trajet à parcourir), nombre et lieux d’emplacement des chariots et/ou des mallettes de réanimation ;(...)
•9° Évacuation en cas d’urgence des personnes participant à la recherche et du personnel ; (...)" (Arrêté du 12 mai 2009 fixant les conditions mentionnées à l’article R. 1121-11 devant figurer dans la demande d’autorisation des lieux de recherches biomédicales prévues à l’article L.1121-13 du code de la santé publique)


☐ The review process for all early-stage clinical trials is fully organized within the Authorization and Innovation Policies Directorate of the ANSM, which specializes in the management of such trials (applicable since 18 DEC 2017) [image: ]

	· "Art. 6. À partir du 18 décembre 2017, cette cellule instruira les essais cliniques de phases précoces portant sur le médicament qui sont définis comme des essais de première administration chez l'homme ainsi que les essais cliniques permettant de renforcer la connaissance initiale chez l'homme des profils de tolérance, sécurité, pharmacocinétique et pharmacodynamique1. Ces essais sont réalisés chez des volontaires sains ou des patients. Ce sont des essais de phase 1 ou des essais de phase 1-2 (dès lors que la phase 1 se déroule sur le territoire français).
Toutes les procédures seront instruites par cette cellule dédiée : procédures nationales (« classique » ou « phase pilote-règlement européen ») et européenne (« VHP » Voluntary Harmonisation Procédure).



	[image: ] The sponsor of a clinical trial of an IMP must submit a CTA application to the MHRA. 
The MHRA must respond to a valid application within 30 days. However, applications for Phase 1 Healthy Volunteer Studies are usually assessed and processed within 14 days or fewer.
The MHRA reviews trials of higher-risk IMPs differently from trials of other IMPs. They seek advice for First-in-Human trials of higher-risk IMPs from the Expert Advisory Group of the Commission on Human Medicines (CHM) before approval can be given.
The MHRA reviews any substantial protocol amendments, and is allowed 35 days to do so. In reality, the agency reviews Phase 1 protocols in a much shorter time-frame, typically within 14 days. (Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


[bookmark: _Toc26372982][bookmark: _Hlk202963811]Internal processes
☒ SOPs related to the site activities are available and cover: 
☐ Access to the volunteer national file
☐ Subject monitoring 
☐ Identification of subjects during their stay
☐ Testing for use of illegal drugs
☐ Verification of the identity of the volunteers
☐ Subject payment
☐ Maintenance and testing of equipment dedicated to emergencies, regular control of medicines and medical devices constituting resuscitation cases and emergency trolleys
☐ Management of the medical staff at the Unit
☐ Communication/cooperation between the Unit and the structure providing the emergency medical transport as well as the Emergency Care Services (including the number of Subjects who can be take in charge simultaneously by the Emergency Care Services)
☐ Programming of alert simulations (regular and documented)
☐ Fire evacuation 
☐ Instructions for unblinding in the case of an emergency.
☐ Dealing with the most likely medical emergencies.
☐ Reporting of serious adverse events
☐ Transfer of a trial subject to hospital .
☐ Study specific processes are documented, including :
☐ The assessment of the foreseeable risk [image: ]

	[image: ] Ainsi pour chaque recherche il convient d’évaluer le risque prévisible de la recherche et en fonction de ce risque :
• de préciser le rôle du pharmacologue, du réanimateur et la nécessité d’informer préalablement le réanimateur et le service des soins appropriés susceptibles d’intervenir. 
• d’organiser la surveillance adaptée des sujets par le personnel médical et paramédical (modalités ;qualification du personnel ; présence permanente ou non ; modalités de garde ; procédures d'urgence…)" (Essais cliniques de première administration à l'Homme, en dose unique d'un médicament expérimental (nouvelle substance active) : Protocole d'administration aux volontaires. (Recommendations de l'Afssaps, 25/07/2006,mise à jour du 5 Septembre 2006)


☐ Collaboration with the pharmacologist (availabilities, training…) ([image: ])
☐ Availabilities of the unit staff (nurses, physicians…) for day and night subject monitoring, for periods of treatment and periods of follow-up and immediate care in the event of any adverse effects and events;
☐ Where appropriate, the existence of specific processes for correcting undesirable effects of the drug or related to the research
☐ Methods of immediate management of in case of adverse effects and events
☐ Communication with the unit care before the study start, expected dates of the study, study modalities…
	[image: ]"En outre, sans préjuger des conditions d’autorisation des lieux de recherche qui seront définies par arrêté, il convient que dans chaque lieu soient élaborées des procédures opératoires permettant notamment d’assurer de façon optimale la sécurité des personnes en fonction du risque prévisible lié à chaque médicament et/ou à chaque protocole. Ainsi pour chaque recherche il convient d’évaluer le risque prévisible de la recherche et en fonction de ce risque :
de préciser le rôle du pharmacologue, du réanimateur et la nécessité d’informer préalablement le réanimateur et le service des soins appropriés susceptibles d’intervenir. 
d’organiser la surveillance adaptée des sujets par le personnel médical et paramédical (modalités ; qualification du personnel ; présence permanente ou non ; modalités de garde ; procédures d’urgence…)" (Essais cliniques de première administration à l'Homme, en dose unique d'un médicament expérimental (nouvelle substance active) : Protocole d'administration aux volontaires. (Recommendations de l'Afssaps, 25/07/2006, mise à jour du 5 Septembre 2006)
Le responsable du lieu de recherche est en charge de l'élaboration des procédures et de leur mise en œuvre.
Avant la mise en œuvre de chaque recherche, le responsable du lieu de recherches s’assure avec l’investigateur et le promoteur : 
des modalités de surveillance jour et nuit des personnes se prêtant à la recherche, pour les périodes de traitement et les périodes de suivi et de prise en charge immédiate en cas d’éventuels effets et événements indésirables ; 
le cas échéant, de l’existence de procédés spécifiques permettant de corriger des effets indésirables des produits utilisés dans la recherche ainsi que les événements pouvant être liés aux gestes de mise en œuvre des produits ou à la recherche ; 
le cas échéant, d’une composition particulière du chariot d’urgence adaptée à la recherche et de la procédure d’approvisionnement et d’administration des produits antidotes ; 
des modalités de prise en charge immédiate d’éventuels effets et événements indésirables." (Arrêté du 29 septembre 2010 fixant les conditions d’aménagement, d’équipement, d’entretien et de fonctionnement ainsi que les qualifications nécessaires du personnel intervenant dans les lieux de recherches biomédicales devant faire l’objet d’une autorisation selon l’article L. 1121-13 du code de la santé publique)
"Art. 5. − Le responsable du lieu de recherches s’assure de la mise en place et de la révision régulière de procédures opératoires standardisées datées et signées relatives, notamment : 
aux modalités d’accès au fichier national des personnes qui se prêtent à des recherches ; 
aux modalités de surveillance des personnes se prêtant à des recherches ;  
au nombre de personnes pouvant être prises en charge simultanément dans une recherche selon le matériel et le personnel disponible et les caractéristiques de la recherche ; 
à la maintenance et aux tests des équipements dédiés aux cas d’urgences, au contrôle régulier des médicaments et dispositifs médicaux constituant les mallettes de réanimation et chariots d’urgence ; 
à la gestion de l’urgence médicale sur le lieu de recherches comprenant la prise en charge des personnes participant aux recherches et les modalités de liaison entre le lieu de recherches et la structure assurant le transport médicalisé d’urgence ainsi que le service de soins d’urgence ; 
à la programmation des simulations d’alerte, régulières et documentées."  (Arrêté du 29 septembre 2010 fixant les conditions d’aménagement, d’équipement, d’entretien et de fonctionnement ainsi que les qualifications nécessaires du personnel intervenant dans les lieux de recherches biomédicales devant faire l’objet d’une autorisation selon l’article L. 1121-13 du code de la santé publique)


[bookmark: _Toc26372983]Trials subjects
[bookmark: _Toc26372984]Recruitment
☐ An advertisement has been used for this study.
☐ Advertisements are approved by a Research Ethics Committee.

	[image: ] Potential trial subjects may be recruited:
• from a paper or electronic database of people who have indicated their willingness to take part in a trial
• by advertisements in a newspaper or magazine, or on a noticeboard in places such as a university or hospital, or on the radio or television, or on a website
• by word of mouth, or
• by referral from another doctor.
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)



	[image: ] In contrast to study-specific advertisements, general advertising and screening procedures do not need to be reviewed by an ethics committee. General screening constitutes non-invasive procedures that are undertaken to evaluate a subject’s eligibility to join a trial unit’s volunteer panel. 
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


[bookmark: _Toc26372985]Subject inclusion
☐ The site is able to confirm the subjects’ past medical history. 
      ☐ via the subjects’ GP, 
      ☐ via other medical doctor, to provide assurance that inclusion and exclusion criteria are met. 
☐ The investigator is able to justify including in the trial a subject whose GP does not give any information.
☐ There is a Volunteers identification list (not mandatory in Germany according to the auditees)

For information : Inclusion of the same subjects across multiple cohorts, for example as part of an alternate cohort dosing scheme, is possible but should be scientifically justified in the protocol. Re-enrolment into higher dose cohorts is only possible after an appropriately defined washout period and provided the subject has not met any discontinuation criteria.
[bookmark: _Toc26372986]Voluntary subject database
☐ The site uses a Voluntary subject database/national register database.
☐ The site keeps records of subjects who take part in their trials and avoids excessive use of any subject. 
☐ A procedure to accurately identify subjects is in place.
☐ A procedure to address ‘over-volunteering’ is in place : Flexibility is allowed for the number of cohorts to be investigated but any plan to include optional additional cohorts is clearly pre-defined and the underlying rationale provided.

	[image: ]
Unit keeps records of subjects who take part in their trials and avoids excessive use of any subject. 
A robust procedure to accurately identify subjects (utilising photographic identification)
Unit is able to confirm the subjects’ past medical history. 
• via the subjects’ GP, 
• via other medical doctor, to provide assurance that inclusion and exclusion criteria are met. 
Subjects who do not have a GP or do not want their GP to be contacted are excluded from the trial unless there is a good reason to the contrary.
The investigator informed the GP that their patients have agreed to take part in a trial and asked if their patients:
• have or have had any relevant illnesses
• are taking or have recently taken any medicines
• have taken part in another clinical trial recently.
The investigator asked the GP to reply in writing. 
The investigator is able to justify including in the trial a subject whose GP does not give any information
The unit must hold the contact numbers for subjects to ensure that they are able to be contacted outside the unit should the need arise. 
Subjects are provided with 24-hour emergency contact numbers for while they are outside the unit. 
Unit uses an internet-based central register called TOPS, which is run by a registered charity (used by most UK Phase 1 units)
Subjects who are resident in the Phase 1 unit should be fitted with some form of identification, such as a wristband, with the subject’s number and trial code
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)



	[image: ] The number of trials that a subject may take part in during any 12-month period will depend on:
• the types of IMP and their half-lives
• the routes of administration of the IMP
• the frequency and duration of exposure to the IMP
• the procedures involved, and
• the total volume of blood taken from the subject.
Subjects must not:
• take part in more than one trial at a time
• receive more than 10 milliSievert of radioactivity (Section 17) in any 12-month period
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


[bookmark: _Toc26372987]Subject Follow up
☐ Subjects who are resident in the site are fitted with some form of identification, such as a wristband, with the subject’s number and trial code.
☐ There is a routine general monitoring (e.g. vital signs, ECG, respiratory signs and symptoms, clinical laboratory values or general neurological assessment, physical examination and interview) to detect potential unexpected adverse effects that are not related to known properties of the IMP.
☐ There is a medical cover throughout the trial.
☐ There is an ‘on-call’ doctor who can be contacted by telephone at any time.
☐ The Sponsor’s medical monitor or defined delegates who can be contacted by telephone at any time.
☐ A cascade of contactable personnel on the Sponsor’s side is available to the investigator site.
☐ The staff has access to the randomisation code, should a subject have a severe adverse event.
☐ Subjects are provided with 24-hour emergency contact numbers for while they are outside the site. 
[bookmark: _Toc26372988]Subject Payments
☐ The policy on paying trial subjects, and the amount, is stated in the subject information leaflet and is approved by the REC.

	[image: ] 
The amount is related to the duration of residence on the unit, the number and length of visits, lifestyle restrictions, and the type and extent of the inconvenience and discomfort involved.
Reserve subjects, who ‘stand by’ in case someone drops out or are withdrawn from the trial before first dosing, should be paid.
The policy on paying trial subjects, and the amount, is stated in the subject information leaflet and is approved by the REC
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)



	· Subjects who withdraw or are withdrawn even for medical reasons should not always be paid the full amount. Payment may be reduced, if a subject does not follow the protocol, or may be increased, if the protocol is amended to allow further tests or visits.
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


[bookmark: _Toc174171133][bookmark: _Toc175124228][bookmark: _Toc26372989]Clinical Supplies	Comment by Leire OLAZABAL: Nécessaire ou la CL Investigational site" suffit?	Comment by Catherine MERAT: On peut garder le titre et renvoyer vers l'autre CL si c'est le même niveau de détail
[bookmark: _Toc26372990]Pharmacy facilities and equipment
☐ Premises are purpose-built or adapted for the purpose.
☐ There is a right environment, such as directional air-flow that is controlled for particles, microbiological contamination and temperature, and is monitored appropriately.
☐ There is the right equipment, such as a laminar flow cabinet to prepare sterile products.
☐ There is a designated storage area, with a quarantine area, for the IMP.
☐ Storage area is access-controlled and only authorized staff is able to access this area.
[bookmark: _Toc26372991][bookmark: _Toc174171135][bookmark: _Toc175124230]IMP administration
☐ The pharmacy keeps a stock of marketed medicines for managing common adverse events and for managing medical emergencies.
☐ The Sponsor has indicated whether an antidote to the IMP exists and ensure its supply. 
☐ These medicines are available to clinical staff.
[bookmark: _Toc26372992]IMP management
☐ There is a Manufacturer’s Authorisation [MIA (IMP)] to manufacture, assemble or import IMPs, including placebo and other comparators.
☐ Packaging and labelling processes are conducted under Sponsor's written request.
☐ All operations related to the IMP management are subject to standard operating procedures, that comply with GMP and the annexes (especially the current versions of annex 1, annex 13, and annex 16).
☐ The pharmacy keeps records of manufacture, preparation, packaging, quality control, batch release, storage conditions, and shipping of an IMP to trace the history of each batch.
☐ Manufacturers or importers of the IMP retain samples of each batch of bulk product, and of the packaging components used for each finished batch, for at least two years after the trial.
[bookmark: _Toc174171127][bookmark: _Toc175124222][bookmark: _Toc26372993][bookmark: _Toc174171140][bookmark: _Toc175124235]Local laboratory	Comment by Leire OLAZABAL: Nécessaire ou la CL Investigational site" suffit?	Comment by Catherine MERAT: On peut garder le titre et renvoyer vers l'autre CL si c'est le même niveau de détail
☐ The laboratory has an external accreditation.
☐ The head of the laboratory has a professional qualification.
☐ Staff is trained and competent.
☐ Staff follow the laboratory’s SOP and receive GCP training.
☐ The laboratory is purpose-built or adapted for the purpose.
☐ There is automated equipment for routine haematology, biochemistry and serology tests.
☐ There are procedures for analyser calibration and quality control.
☐ All the equipment, including point-of-care equipment, is regularly maintained.
☐ There is a procedure for transporting samples safely and quickly from clinical areas to the laboratory.
☐ There are written procedures for all assays, and validate the assays.
☐ There is a stock control procedure to make sure that reagents and consumables are used within their expiry dates.
☐ The laboratory keeps records, including source documents and final reports.
☐ There is a procedure for authorising and releasing results.
☐ There is a procedure for ‘flagging’ and notifying medical staff of abnormal results.
☐ There is a laboratory information management system, and validate and backup the system.
☐ There are protective clothing and safety equipment for staff.
☐ There is a central alarm system for all fridges and freezers.
☐ There is an internal audit programme.
[bookmark: _Toc26372994]Compliance with Study Protocol
[bookmark: _Toc26372995]Sentinel group	Comment by Leire OLAZABAL: Pertinent dans cette CL?	Comment by Catherine MERAT: Je dirais oui
It is considered appropriate to design the administration of the first dose in any cohort so that a single subject receives a single dose of the active IMP (often known as sentinel dosing) (according EMA guideline: Guidance on first-in-human clinical trials, dated 20 JUL 2017)
☐ Sentinel groups are used as defined in the study protocol.
☐ There is an adequate period of time between the administration of treatment to these first subjects in a cohort (sentinels) and the remaining subjects in the cohort to observe for any reactions and adverse events. 
☐ At the end of the observation period, there is a clearly defined review of all available data for the sentinel subjects before dosing of further subjects in the cohort.
[bookmark: _Toc26372996][bookmark: _Hlk202963963]Escalation Dose and Data Review
(according EMA guideline: Guidance on first-in-human clinical trials, dated 20 JUL 2017)
☐ Administration to the next cohort does not occur before participants in the immediately preceding cohort have been treated.
☐ Administration to the next cohort does not occur before PK, PD and clinical safety data as appropriate from those participants are reviewed in accordance with the protocol.
☐ The composition of any decision making group or safety review committee is documented.- Consideration should be given to the inclusion of independent experts who are (at least) external to the study.
☐ The following are regarded as minimum criteria for data review:
‘Evaluable’ subjects are defined, i.e. subjects who have completed all planned study visits at least until the time of the decision as detailed in the protocol. 
Data collection as planned in the protocol in a given dosing cohort are complete to proceed to the next dose cohort.
☐ There are written statements and conclusions by any decision-making or safety review group are in place before allowing trial progression at the noted times as per protocol. It is not acceptable to repeat a dose level where any of the dose escalation stopping rules has been met.
☐ Appropriate quality control checks on the data reviewed are documented
[bookmark: _Toc26372997]Protocol deviations	Comment by Leire OLAZABAL: Nécessaire ou la CL Investigational site" suffit?	Comment by Catherine MERAT: On peut supprimer à mon avis car le système doit exister même en dehors des phase I
Ou alors On peut garder le titre et renvoyer vers l'autre CL si c'est le même niveau de détail
	[image: ] 
The sponsor or delegate must notify the MHRA within seven days of any serious breach of GCP or the protocol. A serious breach is one that is likely to affect to a significant degree:
• the safety or physical or mental integrity of the subjects of the trial, or
• the scientific value of the trial.
Sponsors and investigators should have a procedure in place to assess whether a deviation from the protocol or a failure to comply with the principles of GCP constitutes a serious breach.
(Guidelines for phase 1 clinical trials, 2012 edition, ABPI)


[bookmark: _Toc174171142][bookmark: _Toc175124237][bookmark: _Toc26372998]Safety	Comment by Leire OLAZABAL: Nécessaire ou la CL Investigational site" suffit?	Comment by Catherine MERAT: conserver les spécificités pour phase I ou FIM et renvoyer vers l'autre CL si c'est le même niveau de détail
According EMA guideline: Guidance on first-in-human clinical trials, dated 20 JUL 2017
☐ Any SUSAR in a healthy volunteer is reported to the Member States concerned without undue delay. 
☐ A specific plan for monitoring for adverse events or adverse reactions is available.
☐ Investigators receive SUSARs from the Sponsor regularly.
☐ SUSARs acknowledgment by investigator is documented.
☐ Process in place to ensure a prompt communication of serious adverse events and suspected unexpected serious adverse reactions (SUSARs) or serious safety-related protocol deviations between the sponsor, all study sites and investigators and trial subjects.
☐ Sponsor informs investigators and participants (at any site) as soon as possible, and at least prior to any planned next dosing. 
☐ Stopping rules are defined for each of the following: 
final stop to dosing and termination of the trial; 
stopping for an individual subject, at any time in the trial; 
stopping within a cohort 
when subjects in a cohort are dosed staggered; 
during multiple dosing; 
progression to the next part of the trial; 
any dose escalation parts of the trial. 
☐ Stopping rules for healthy volunteer trials include, but not be limited to: 
a ‘serious’ adverse reaction (i.e. a serious adverse event considered at least possibly related to the IMP administration) in one subject; 
‘severe’ non-serious adverse reactions (i.e. severe non-serious adverse events considered as, at least, possibly related to the IMP administration) in two subjects in the same cohort, independent of within or not within the same system-organ-class. 
☐ A dose stopping criterion comprising a maximum clinical exposure (Cmax or AUC) is included
☐ [image: ] In case of new event, processes are in place in order to ensure that the unit:
Suspends the administration or use of the drug or product in persons participating in research pending the adoption of definitive measures;
Takes the appropriate urgent security measures;
Informs without delay the Sponsor

	[image: ] Tout EIG est un fait nouveau
"12° Pour les recherches impliquant la personne humaine, fait nouveau : toute nouvelle donnée pouvant conduire à une réévaluation du rapport des bénéfices et des risques de la recherche ou du produit objet de la recherche, à des modifications dans l'utilisation de ce produit, dans la conduite de la recherche, ou des documents relatifs à la recherche, ou à suspendre ou interrompre ou modifier le protocole de la recherche ou des recherches similaires. Pour les essais portant sur la première administration ou utilisation d'un produit de santé chez des personnes qui ne présentent aucune affection : tout effet indésirable grave." (Article R. 1123-46 du Code de la santé publique, version en vigueur au 18 novembre 2016)
Mesures à mettre en œuvre par le Promoteur
"Lorsque, dans le cas d'essais de première administration ou de première utilisation d'un médicament ou d'un produit de santé mentionné à l'article L. 5311-1 chez les personnes ne présentant aucune affection, survient un fait nouveau tel que défini au 12° de l'article R. 1123-46, le promoteur :
1° Suspend l'administration ou l'utilisation du médicament ou du produit chez les personnes participant à la recherche dans l'attente de l'adoption de mesures définitives ;
2° Prend les mesures de sécurité urgentes appropriées ;
3° Informe sans délai l'autorité compétente et le comité de protection des personnes." (Article R. 1123-62 du Code de la santé publique, version en vigueur au 18novembre 2016)
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