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Part 1: General Questions

Q1: What is WEAN SAFE?

A: WEAN SAFE (WorldwidE AssessmeNt of Separation of pAtients From ventilatory assistancE)
is a multi-centre, prospective, observational, 4-week inception cohort study being carried out
by the Acute Respiratory Failure section of ESICM. Weaning from assisted ventilation
represents a challenge for intensivists and patients spend a considerable amount of time in
being liberated from mechanical ventilation. While guidelines do exist on the classification of
weaning, a recent study has shown that these may not be applicable to all patients. Moreover,
different practices exist in regard to weaning procedures. WEAN SAFE will prospectively assess
the burden of, management and spectrum of approaches to weaning from ventilation, in
patients that require invasive mechanical ventilation for any reason, for a time period of at least
24 hours.

Q2: Why is this study being conducted?

A: The purpose of this study is to describe, in a large population of ICU patients the burden of,
management and spectrum of approaches to weaning from ventilation, in patients that require
invasive mechanical ventilation for any reason, for a time period of at least 24 hours. It will
answer the following questions:

*\What are the current approaches taken to wean patients from invasive mechanical
ventilation?

*What is the frequency of delayed weaning from invasive mechanical ventilation?

*\What are the factors that are used to determine when patients are in the weaning phase?
*What are the barriers to effective weaning from invasive mechanical ventilation?

*\What factors (patient, institutional, medical practice) contribute to failed attempts to wean
from invasive mechanical ventilation?

*\What is the impact of premorbid conditions on weaning from invasive mechanical ventilation?
*\What is the utility of existing classifications for weaning from invasive mechanical ventilation?
*What is the impact of early versus delayed and/or failed weaning from invasive mechanical
ventilation?



Q3: When is the study being performed?

A: The study enrollment period will commence on October 1st 2017 and will end on March 31st
2018. ICUs are required to recruit patients to WEAN SAFE during any 4 consecutive weeks
within this window.

Q4: Do | need IRB approval?

A: As this is a prospective observational study, and not an interventional study, ethical
committee approval may or may not be required depending on what country your ICU is
located. IRB approval must be obtained for each center if required by its local regulations. You
must check with your local ethical committee as to whether approval is required. In most
countries, a National coordinator will liaise with participating centers, helping you to obtain IRB
approval.

Q5: Can you send me the IRB approval from the Coordinating Center?
A: We do not have a “global” Coordinating Center for this study. Normally, each country has
one National Coordinating Center, depending on each country’s regulations.

Q6: Does this study require informed consent?

A: This is an observational study, and for it to yield useful information, we must be able to
include all patients in ICU during the recruitment window if they fulfill the criteria. Requiring
informed patient consent makes this very difficult. Ethical committees are generally aware of
this issue, and will frequently waive consent for an observational study such as this.

Q7: Are you able to help with ethics committee submission fees?
A: Unfortunately, we do not have funds for ethics committee applications at this stage. This
might change in the future, but this is the situation at the moment.

Q8: Is there any financial compensation?
A: No. Participation in the trial is completely voluntary. This study will provide important data
on the management and impact of weaning from assisted mechanical ventilation in patients.

Q9: What about authorship?

A: Results from the trial will be published by the WEAN SAFE nominated Executive Committee.
Each participating center and its two lead investigators will be named as collaborators on the
published manuscript. In addition, the top 2 recruiting countries (normalized by population),
and the top 2 recruiting countries (absolute value) will be invited to participate in manuscript
drafting and offered authorship.

Q10: How will the data be managed?

A: All data will be anonymized and cannot be linked to individual subjects. The data will be
stored securely on the servers of CLINFILE® and all procedures regarding data management will
comply with the EU directive on data protection 95/46/EC. For more details, please see the
data management file for WEAN SAFE, which outlines the processes to be used. In addition,
please see a letter from CLINFILE®, the data management company assisting us with this study.




Q11: Who owns and can access the collected data?

A: The data is owned collectively by the “WEAN SAFE investigators’. Individual site data will be
co-owned by each participating centre, and they will be given access to this data for any
scientific purpose upon request to the WEAN SAFE Principal Investigators. For more details,
please see a letter from Dr.’s Laffey and Bellani, the WEAN SAFE PI’s, regarding access to the
data.

Q12: Can you share country-specific data with a National Society after the study is complete?
A: Yes. The WEAN SAFE Principal Investigators would require a formal letter from the National
Society requesting access to country specific data through their National Coordinator. Any data
provided will be on the condition that the society will ask for permission before publishing any
analyses based on this data. Such data would be provided after the main pre-specified analyses
have been completed and published.

Q13: Can National Societies endorse WEAN SAFE and how will they be recognized their
endorsement and assistance with site recruitment?

A: Yes, endorsement from National societies is strongly encouraged, and will be sought by
national coordinators. The formal letter of support will be uploaded to the WEAN SAFE
webpage on the ESICM website and the National Society will be acknowledged for their support
of the study. All national society endorsements will be acknowledged in the major publications
and communications (in an appendix) in addition to acknowledgment on the WEAN SAFE
webpage.

Q14: How do | participate?

A: Intensive Care Units of all sizes in all geographical locations around the world are required.
Register your interest here any time until February 2018. (Please note that the form that was
previously being used has been disabled.)

Q15: | have submitted my expression of interest, but | did not receive a confirmation email.
A: Please make sure that you have checked your junk folder in case the email was sent there
directly. If you continue experiencing difficulties, please contact research@esicm.org.

Q16: Do you have any tips on how to recruit sites while | wait for endorsement from National
Societies?

A: One suggestion would be to start using your "personal” contacts or to ask for support from
your national ESICM representative. However, if it is more appropriate to wait and have official
endorsement by National Societies, there will still be time before the enroliment of patients
begins (in October 2017 and continues until March 2018)!

Q17: Will the ESICM provide support for WEAN SAFE, similar to LUNG SAFE?
A: ESICM has committed to support WEAN SAFE, and has endorsed participation. This is an
ESICM Trials group study.


https://www.surveymonkey.com/r/WeanSafe
mailto:research@esicm.org

Part 2: Questions regarding the electronic Case Report Form (eCRF)

Q1: How will the data be exchanged?
A: Data will be inputted directly into the e-CRF by all investigators.

Q2: Does the information need to be collected in real time seven days a week?

A: Data do not need to be entered into the eCRF in "real time", but can be added "in batches'
when convenient for the investigators (e.g. even once a week, provided that clinical data is
accessible). As this is an observational study, only the variables that are recorded for clinical
purposes will be entered on the eCRF.

Q3: Where will the data collected using the eCRF be housed?
A: The data will be housed on the servers of CLINFILE, which is based in France (2 Rue
Kellermann, 59100 Roubaix, France, +339 72 10 10 07).

Q4: How do | access the eCRF?

A: The eCRF is not yet available. Each site coordinator will be issued a login and password to
access the eCRF on CLINFILE’s website. A copy of the paper CRF can be downloaded through the
ESICM WEAN SAFE webpage.



https://www.esicm.org/wp-content/uploads/2017/08/WEAN-SAFE-CRF_Final_Oct10.pdf
https://www.esicm.org/research/trials/trials-group-2/wean-safe/

Part 3: Questions for Site Coordinators

Q1: How/where will the report be disseminated?

A: Results from the trial will be published by the WEAN SAFE-nominated Writing Committee.
Each participating center with its two lead investigators and national societies/networks
actively supporting the study will be named as collaborators on the published manuscript.

Q2: Will we use hospital data or patient referrals to evaluate the status at D90?

A: The status will be collected for the last time at D90 or upon hospital discharge, whichever
comes first, so there is no need to contact the patients after they are discharged from the
hospital.

Q3: Is there a maximum number of days on which form 2 would be completed (i.e. if patient
is on invasive MV for 40 days or longer, would form be completed every day)?

A: We are asking that form 2 continues to be filled out daily until (a) separation from MV; or (b)
day 90 in patients still receiving MV in the ICU. We realize this is a big ask, but the number of
patients that will remain on assisted ventilation for prolonged time periods will be low, and it is
vital that we get this information for our study.

Q4: Does the site enrolment period last for a maximum of four weeks before it is finished?
A: All patients admitted to your ICU during the 4 week enrollment period that you choose will
be eligible for enroliment. Patients that fulfill the recruitment criteria will then be followed for
up to 90 days (or until hospital discharge if sooner) after they were first enrolled in the study.

Q5: For all patients enrolled during the one month period, if any of those are still present in
ICU at the end of the month, do we continue collecting data daily until they are discharged
from ICU or deceased? And then follow up their date of hospital discharge or 90 day outcome
later?

A: Patients admitted to the ICU during the enroliment period, even if they are still in the ICU at
the end of the one month period, need to be followed up daily until ICU discharge or death. For
all patients, the hospital or 90 day outcome is collected, whichever comes first (i.e. if they are
discharged from hospital before day 90, this is the end of data collection).

Q6: Can sites choose the four week period to collect data?
A: Yes, sites can choose any four week period to recruit patients as long as it falls within the
overall study period from October 1, 2017 — March 31, 2018.

Q7: Can you explain how the data sharing agreement will work? With whom does each
institution form an agreement?

A: The data use/transfer agreement will be formed between the institution that requests it and
the European Society of Intensive Care Medicine. If you have a data use agreement template,
Guy Francois would be happy to review and sign it.



Q8: If the patient is already participating in another study on weaning or ventilation, shall |
exclude those patients from participating in WEAN SAFE?

A: It is not necessary to exclude any patients because they are participating in another similar
study, but it is necessary to make note of their participation in another study on the eCRF.
There will be a field on the eCRF in which to record other study participation.

Q9: The inclusion criteria states that: "A patient will be included if he/she is undergoing invasive
MV on the second morning (between 6am and 10am) after initiation of MV or after ICU
admission (if ventilation was already in place at time of ICU admission)". In the second situation
(after ICU admission if ventilation was already in place at time of ICU admission), what is
considered day 1 for filling out the CRF? For instance, if the patient started MV in the ER two
days before being transferred to the ICU, what will be considered day 1? There are a high
percentage of patients that have started MV before admission to the ICU (in the post-operative
room or the ER) while waiting for a bed to be transferred to the ICU.

A: In such a situation, data collection using the eCRF (screening day 1) begins on the day the
patient is admitted to the ICU (first day of MV in the present ICU). From that date, all the
following dates on which data must be collected are automatically calculated.
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Data Handling and Security Measures

Key principles
1. The data resides at the ESICM headquarters at 19 Rue Beillard, Brussels.
2. The datais owned collectively by the “WEAN SAFE investigators’. The WEAN SAFE

investigators comprise: The Steering and Executive Committees, the National coordinators
and the ICU Site Leads.

Individual site data will be owned by each participating centre, and they will be given access
to this data upon request.

Any requests for the use of the data will be made to the WEAN SAFE Principal Investigators
[Dr.’s Bellani and Laffey], and decisions will be made in conjunction with the ESICM in
relation to these requests. The WEAN SAFE investigators will have priority in requests to use
the data set for subsequent studies.

Data Anonymization and De-identification

The study will not store electronically any data which allow direct patient's identification
(such as name and/or date of birth). Only initials and age are collected and the patient is
then assigned a unique identifier number, generated by the eCRF, used to identify the data.
Patient initials can be entered into the eCRF. Where this is not permitted by local Research
Ethics Boards, a ‘dummy’ initials can be entered (e.g. ‘XX’).

Upon enrollment in the eCRF, the patient is assigned a unique identifier number, termed
the Study ID, which is used subsequently to identify the data.

A record connecting patient’s initials and Study ID can be retained locally, to facilitate data
collection.

At the end of the study, a verification of all data in the database is carried out, and the local
site coordinator asked to verify specific data as needed. Once this is done, the database is
locked and before the beginning of the statistical analysis, the patients’ initials will be
erased from the dataset (if they have been entered).

The individual site coordinators are then asked to destroy all identifying information,
including any record linking the patient's initials to their Study ID. Thereafter, data in the
central database will only be identified with the unique Study ID. However, if the local
Research Ethics board requires this ‘log’ document to be retained for a period of time, then
the study site must comply with this requirement.

The data is stored securely and all procedures regarding data management will comply with
the EU directive on data protection 95/46/EC.





7. Further details can be found in the document signed by Clinfile, provider of the electronic
CRF.

8. After study completion the database will be securely stored to avoid accidental or
unauthorized disclosure or access. Access to the database will be granted preferentially to
the WEAN SAFE investigators only, to perform the statistical analysis described in a pre-
approved statistical analysis plan. WEAN SAFE investigators have the right to propose
additional analysis of the collected data, subject to approval of the Principal investigators.

Data Security Measures

1. As detailed above, it will not be possible to link any data recorded and collected to a
particular subject. The patient is assigned a unique identifier number that will be used to
identify the data. The patient’s identity is kept locally, in the centre where the patient was
included, under responsibility of the local investigator, together with an identification
number and a copy of the data in order to answer queries during the process of database
cleaning. Once the database is cleaned, the local investigator will destroy the material that
links a patient’s identity to the identifier number.

2. All procedures regarding data management and security will comply with the EU Directive
on data protection 95/46/EC.

3. All standard practices with regard to the storage, backup, and security of this data will be
observed, and responsibility for data security rests with the ESICM. In particular, the ESICM
shall implement the appropriate technical and organizational measures to protect personal
data against accidental or unlawful destruction or accidental loss, alteration, unauthorized
disclosure or access, abuse, and against all other unlawful forms of processing.

4. ESICM will ensure that the data collected during the WEAN SAFE study will be protected
against accidental or unlawful destruction or accidental loss, alteration, unauthorized
disclosure or access, abuse, and against all other unlawful forms of processing.

5. The ESICM will enter into all agreements with individual country regulatory authorities as
guarantor of the security of the data collected from that country. Upon request, the ESICM
shall provide the individual country regulatory authorities with sufficient information for
that authority to ensure the ESICM’s compliance with data security measures.

6. Processing of personal data may not take place in ad hoc places of work (working places at
home). If processing of confidential and sensitive personal data, as a rare exception must
take place in ad hoc places of work (working places at home) the ESICM will ensure
compliance with the regulatory requirements regarding protection of personal data among
these ensuring that the protection of the personal data is sufficient as an example by way of
intense coding or digital signature.

Sincerely,
| M /-’
[ 1 -
i A s
Dr. John Laffey Dr. Giacomo Bellani
WEAN SAFE Co-Principal Investigator WEAN SAFE Co-Principal Investigator

October 18, 2017
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Data Handling and Security Measures

We attest to the following:

1.

All procedures regarding data management and security will comply with the EU Directive
on data protection 95/46/EC.

All data recorded and collected cannot be linked to the subject who supplied it. The patient
is assigned a unique identifier number that will be used to identify the data. The patient’s
identity is kept locally, in the centre where the patient was included, under responsibility of
the local investigator, together with an identification number and a copy of the data in
order to answer queries during the process of database cleaning. Once the database is
cleaned, the local investigator will destroy the material that links a patient’s identity to the
identifier number. If the local Research Ethics board requires this document to be retained
for a period of time, then the study site must comply with this requirement.

All standard practices with regard to the storage, backup, and security of this data will be
observed. In particular, the appropriate measures will be taken to protect the data against
accidental or unlawful destruction or accidental loss, alteration, unauthorized disclosure or
access, abuse, and against all other unlawful forms of processing.

4. Upon request, we shall provide the individual country regulatory authorities with
information required to enable them to verify compliance with these data security
measures.

5. Processing of personal data may not take place in ad hoc places of work (working places at
home).

6. If processing of confidential and sensitive personal data, as a rare exception must take place
in ad hoc places of work (working places at home), the processor must comply with the
controller’s demands regarding protection of personal data among these ensuring that the
protection of the personal data is sufficient as an example by way of intense coding or
digital signature.

incerely, E cuB‘::: I;.aEntos Dumont
ce- .
T rf ::‘Iz:;anzpsgumler- 78140 VELIZY VILLACOUBLAY
Tél. 01 80 13 14 70 - Fax 01 46230117
SAS au capital de 110000 €
President: Thierry CAUCHOIS SIRET 524 637 709 00030 APE 70222
CLINFILE

October 18, 2017
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Data Ownership and Access

We, the Principal Investigators, on behalf of ESICM, attest to the following:

1. The datais owned collectively by the “WEAN SAFE investigators’. The WEAN SAFE
investigators comprise: The Steering and Executive Committees, the National Coordinators
and the individual ICU Site coordinators.

2. Individual site data will be co-owned by each participating centre, and they will be given
access to this data for any scientific purpose upon request.

3. National Coordinators will be given access upon request to their country-specific data.

4. By entering data into the WEAN SAFE database, each centre agrees that the WEAN SAFE
Steering and Executive committees can use this data for any scientific and other purposes
without requiring authorization of the local centre.

5. Any requests for the use of the data will be made to the WEAN SAFE Principal Investigators
[Dr.’s Laffey and Bellani], and decisions will be made in conjunction with the ESICM in
relation to these requests. The WEAN SAFE investigators will have priority in requests to use
the data set for subsequent studies.

Sincerely,

Jib A

L4

Dr. John Laffey Dr. Giacomo Bellani

WEAN SAFE Co-Principal Investigator WEAN SAFE Co-Principal Investigator

October 18, 2017





