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15.2 SERIOUS ADVERSE EVENTS NOTIFICATION FORM

(DRCI)

Direction de la Recherche
Clinique et de IInnovation Grave (EIG) survenant au cours d’une recherche

PUBLIQUE DE PARIS

Formulaire de notification d’'un Evénement Indésirable

impliquant la personne humaine portant sur un
Médicament ou produit assimilé

ASSISTANCE e HOPITAUX PARTIE RESERVEE AU
PROMOTEUR

REFERENCE VIGILANCE :

Reference GED : REC-DTYP-0192

Dés la prise de connaissance de I’EIG par l'investigateur, ce formulaire doit étre diment complété (3 pages), signé et

retourné sans délai au secteur Vigilance de la DRCI par courriel a I’adresse eig-vigilance.drc@aphp.fr. Il est a noter qu’il est
possible de transmettre les EIG au secteur Vigilance par télécopie au +33 (0) 1 44 84 17 99 uniquement en cas de tentative

infructueuse d’envoi des EIG par mail (afin d’éviter les doublons).

1. Identification de la recherche

Acronyme : RECORDS

Code de la Recherche : APHP191110

Notification initiale [_] Suivi d’EIG [_] N° dusuivi |__|__|
Date de notification : Il _rr2tlol 1 1
ji mm aaaa
Date de prise de connaissance de I'EIG par
I'investigateur : I 11210l 1 1
ji mm aaaa

Risque : B

Titre complet de la recherche : Reconnaissance rapide des sEpsis sensibles ou résistants aux CORticostéroiDeS .

2. Identification du centre investigateur

Nom de I'établissement : Investigateur (nom/prénom) :
Ville et code postal :
Tél : Fax:
Service :
3. Identification et antécédents de la personne se prétant a la recherche
Référence de la personne : |__|__ | I-1__1_1_I_I-1_1I-1_1| Antécédents  médicaux-chirurgicaux/familiaux  pertinents  pour
ncentre = n°ordre de sélection - i"ri‘f)ifrl]e "')r;'ef;aolfn I’évaluation du cas (joindre un CRH anonymisé le cas échéant) :
sexe:[IM [JF Date de naissance :
- R T T O O A
Poids: |__|__|__| kg ii mm aaaa
Taille : cm
11—l Age:|__|__|__|ans
Date de signature du consentement: I T O O |
2101 _1_1
ji mm aaaa
L |:| Groupe COVID POSITIF
Date de randomisation : I_I"_I I_anFI I_2_|_O;L;I_I [ Groupe COVID NEGATIF
I - Strate Biomarqueur :
|:|Groupe CIRCI (a compléter*)
D Groupe Endocan(a compléter*)
D Groupe Gilz(a compléter*)
I:lGroupe DPC (a compléter*)
D Groupe SRS2 (a compléter*)
|:| Groupe Endotype B (a compléter*)
DGroupe influenza (a compléter*)
DOther repiratory viruses : please specify
N° traitement :.............
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PARTIE RESERVEE AU

PROMOTEUR
REFERENCE VIGILANCE :

Référence GED : REC-DTYP-0185

4. Médicament(s) expérimental(aux) (ME) ou produit(s) assimilé(s) [préciser le(s)quel(s)] avant la survenue de I'EIG
(barrer 'encadré si traitement non débuté)
Nom commercial (de préférence) ou Dénomination Posologie Date de début En Date de fin
Commune Internationale Voielt) (préciser 'unité (ji/mm/aaaa) cours? (ji/mm/aaaa)
ex : mg/j)
Sonde
Fludrocortisone/ Placébo Fludrocortisone digestiv [ 2o ] 210111
e
Hydrocortisone/ Placébo Hydrocortisone v | e N T W~ I oI I I | |:| L T O I~ o I I

5. Procédures et actes ajoutés par larecherche (prélévement sanguin Date de réalisation Chronologie

et urinaire) - Avant la survenue | Aprés la survenue
L. ] P 'mm/aaaa,
(barrer I'encadré si procédures et actes non réalisés) (ii/mm/ ) de I'EIG de I'EIG

T T - o ] ]
T O -2 0 O ] ]

Aronyme: RECORDS

Référence de la personne se prétantalarecherche: 1| |_ I-1_1_ 1 | _I-1__I-1_1
n°centre = n°ordre de sélection - initiale - initiale
nom  prénom

6. Médicament(s) concomitant(s) au moment de I'EIG, a I’exclusion de ceux utilisés pour traiter I’événement indésirable
(compléter le tableau ci-apreés et si nécessaire I'annexe relative aux médicaments concomitants ou barrer I'encadré si non applicable)

= Annexe jointe au présent formulaire : [] Oui [ ] Non

Nom commercial (de | Voie® | Posologie Dates En Indication Action prise Causalité de I'EIG
préférence) ou (préciser d’administration cours 0 : poursuite sans modification {0: non lié au
Dénomination I'unité (du jj/mm/aa au jj/mm/aa) @ de la posologie médicament

Commune ex : mg/j) 1:arrét 1: lié au
Internationale 2 : diminution de la posologie médicament
3: augmentation de la |2 :ne sais pas
posologie
4 : ne sais pas
Dexaméthasone ( V| TN ]
groupe COVID +) aul 1|
dul It [ U
aul (I 11| |

‘oie d’administration : VO=voie orale ; IM=Intramusculaire ; IV=intraveineuse ; SC=sous-cutanée ou autre (a préciser) (2) En cours au moment de la survenue de I'EIG

7. Evéenement indésirable grave [EIG]

Diagnostic: [_] Définitif [_] Provisoire Organe(s) concerné(s) :
Date de survenue des premiers symptomes:|I_ | |1_|_ 1121 01 | |

Préciser lesquels :

Date d’apparition de I'EIG : Délai entre la date de la derniére administration du | Critéres de gravité :
I O I - o I O ME/produit assimilé ou la date de procédure/acte
i mm aaaa ajouté par la recherche et la date de survenue de [] Nécessite ou prolonge I'hospitalisation :
I'EIG :
Heure de survenue: |__|I__ | hhI_Il__|
min L A | N dul_ 1111112101 1|1
O donnée i hh  min
manquante
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L’événement a-t-il conduit a :
[[] aucune mesure prise concernant le ME

[] diminution de la posologie du ME le | _|_| |_|_| 1.2_1.0_|__|__|, préciser
nouvelle posologie : .....cccrvevenecinerennns
[[] augmentation de la posologie du ME le | | | |_|__| |.2_1.0_|__|__|, préciser

nouvelle posologie : ......cccceeeeeeverivecereienens

[ arrét transitoire du MEle ||| |__|_| |21 0_|__| |, datedereprise:|__|_ |

|:| ne sais pas

Récidive de I'EIG aprés ré-administration: O Non O Oui Date :

2210 | _|_|

O Non applicable
Des mesures symptomatiques ont-elles été prises ?

[INon  []Oui

L’événement a-t-il conduit a une levée d’insu ?

Date : ||| || 1_2_1_0_|__|__|Préciser : ....mevrcrenuns

|:| Non |:| Qui Date:l_ I Il _1lL2 101 1 1 |:| Non applicable
L’événement fait-il suite

a: [ONon  [Joui Date:l__I_1l_I_I1_21 01 I_I
- une erreur [ JNon [ JOui Date:l_|_II_I_1121 0| 1|
médicamenteuse ? [INon [Joui Date:l_I_II_1 112101 | |
- un surdosage ? [ONon  [Joui Date:l__I_11_I_I1_21 01 I_I

- un mésusage ?
- autre  (préciser):

aul_I_11_I_1i_210__1_1 []encours

[] péces

] Mise en jeu du pronostic vital

] Incapacité ou handicap important

ou durable

[] Anomalie ou malformation congénitale
|:| Autre(s)  critére(s)
significatif(s), préciser :

médicalement

Degré de sévérité
creae:[ 1 [12[13[1a[]s

Degré de sévérité fot muscular weakness

MDRS scale : | |1 2 3 4 5
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PARTIE RESERVEE AU

PROMOTEUR
REFERENCE VIGILANCE :

Référence GED : REC-DTYP-0185

Acronyme : RECORDS

Référence de la personne se prétantalarecherche:  |__|_ | I-1__1_ || _I-I__I-1_I
n°centre = n°ordre de sélection - initiale - initiale
nom prénom

Evolution de 'événement

- 112101 1 1 |:| Sujet non encore rétabli, préciser :
O sans relation avec I'EIG i mm aaaa O Etat stable O Amélioration O Aggravation

[] Déces Date: || Il__

O en relation avec I'EIG

[] Résolu:: Date: |_|__1I_I_ 112101 _1_| [ Evolution inconnue
O sans séquelles ji mm aaaa
O avec séquelles, préciser lesquelles : N I T
hh min

8. Autre(s) étiologie(s) envisagée(s)
LTI NON  [TOUI  Si OUI, PIrECISET & oo oo eeeeee e eeeeseserasssesses e ses s s e e et s s s et essseses s sosseesss s e e e est e sesemsessesseseeseseessessessesses e ses e ees e

9. Examen(s) complémentaire(s) réalisé(s)

[CINon [Joui Sioui, préciser date, nature et résultats : [joindre 1€ DilanNs QNONYMISES] ... ... .wverseeeerereeessrrerseossesesssesesseesssessssssssssee e sessessesssssesseesscesseean

10. Selon l'investigateur, I'événement indésirable grave est (plusieurs cases possibles)
Lié a la recherche :
] oui: [ au(x) médicament(s)/produit(s) assimilé(s) de la recherche : le(s)quel(s) ?
Fludrocortisone : [] Relation certaine [] Relation probable [] Relation possible [] Relation improbable (non exclue)
Hydrocortisone : [JRelation certaine [] Relation probable [] Relation possible [] Relation improbable (non exclue)
[] a1a (aux) procédure(s)/acte(s) de la recherche : la/le(s)quel(les) ?
La/lequel(le) : ...coveveveerererereeseneene [JRelation certaine [] Relation probable [] Relation possible [] Relation improbable (non exclue)
La/lequel(le) : . [ Relation certaine []Relation probable [] Relation possible [] Relation improbable (non exclue)

[1 Non: [Jalaprogression de la maladie faisant 'objet de la recherche : (3 compléter)
0 .

a un (ou plusieurs) médicament(s) concomitant(s) administré(s), le(s)quel(s)
O a une maladie intercurrente, laquelle
O autre, préciser
Notificateur Investigateur Tampon du service :
Nom et fonction : Nom :
Signature Signature
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Direction de I'Organisation
Médicale et des relations
avec les Universités

PUBLIQUE

DE PARIS

ASSISTANCE ¢ HOPITAUX

(DOMU)

Délégation a la Recherche
Clinique et a l'Innovation
(DRCI)

Liste relative aux médicaments concomitants
utilisés dans le cadre d’une recherche impliquant la personne humaine :
Annexe au formulaire de notification d’un Evénement Indésirable Grave (EIG)

Référence GED : REC-DTYP-0286

PARTIE RESERVEE AU PROMOTEUR

REFERENCE INTERNE :

Dés la prise de connaissance de I’EIG par 'investigateur, ce document doit é&tre diment complété, signé et retourné sans délai au secteur Vigilance de la DRCI par télécopie au +33 (0)1 44 84 17

99 avec le formulaire de notification d’EIG complété
Notification initiale _H_

Suivi ’EIG ] N°dusuivi |__|__|

Acronyme : RECORDS

Référence de la personne se prétant a la recherche :

Investigateur (nom/prénom) :

T T T T ) Service : Tél. Fax:
n°centre = n°ordre de sélection = ale =i
nom  prénom
REPORTER TOUS LES MEDICAMENTS CONCOMITANTS AU MOMENT DE L’EIG, A L’EXCLUSION DE CEUX UTILISES POUR TRAITER L'EVENEMENT INDESIRABLE :
Nom commercial (de préférence) ou Dénomination Voiel? Posologie Dates En Indication Action prise Causalité de I'EIG
Commune Internationale (préciser I'unité d’administration cours? 0: poursuite sans modification de la | 0:non lié au médicament
ex : mg/j) (du jj/mm/aa au jj/mm/aa) posologie 1 : lié au médicament
1:arrét 2 : ne sais pas

2 : diminution de la posologie
3 : augmentation de la posologie
4 : ne sais pas

du ||| [—l—I1—l—l
au | |l [l | |

LV R R I O O O |
au| | Il [ [l | |

du |||l
au | |l [l Jl_| |

du ||| [l
au | |l I | |

O o 4 o

du ||| [l
aul | M [ [l [ |

L

(1) Voie d’administration : VO=voie orale ; IM=Intramusculaire ; IV=intraveineuse ; SC=sous-cutanée ou autre (a préciser) (2) En cours au moment de la survenue de I'EIG

Notificateur

Investigateur

Nom et fonction :

Nom :

Signature :

Signature :

Tampon du service :
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15.3 PREGNANCY NOTIFICATION FORM

ASSISTANCE
PUBLIQUE

L2

HOPITAUX

DE PARIS PARTIE RESERVEE AU

Direction de la Recherche
Clinique er de I'Innovation
(DRCI)

produit assimilé

Notification et suivi d’une grossesse apparue au
cours d’une recherche portant sur un Médicament ou

PROMOTEUR

REFERENCE INTERNE :

Référence GED : REC-DTYP-0185

Dés la prise de connaissance de I’EIG par I'investigateur, ce formulaire doit étre diment complété (3 pages), signé et

retourné sans délai au secteur Vigilance de la DRCI par courriel a I’adresse eig-vigilance.drc@aphp.fr. Il est a noter qu’il est
possible de transmettre les EIG au secteur Vigilance par télécopie au +33 (0) 1 44 84 17 99 uniquement en cas de tentative
infructueuse d’envoi des EIG par mail (afin d’éviter les doublons).

1. Identification de Ila Notification initiale [_]

recherche

Suivi de notification [ | N°dusuivi |__| |

Acronyme : RECORDS Date de notification : R Y Y Y I 2 o ) DO

Code de la recherche: ] mm aaaa

APHP191110 Date de prise de connaissance de la grossesse | |__|_ | |__|__| 12|10 ]__|__|
'investigateur : Jii mm aaaa

Titre complet de la Recherche : Reconnaissance rapide des sEpsis sensibles ou résistants aux CORticostéroiDeS

2. Identification du centre investigateur

Nom de I’établissement :
Ville et code postal :
Service :

Investigateur (hom/prénom) :

Tél : Fax:

3. Identification de la personne présentant une grossesse

Référence de la personne :
[_I-1_1

initiale

n°centre - n°ordre de sélection - initiale -
prénom

Date de naissance :

JRéférence de la personne :

Cas particulier d’une exposition paternelle : [_] Oui [ ] Non

n°centre - n°ordre de sélection - initiale - initiale
nom prénom

Date d’inclusion :

2|0 |_|_|
Date de randomisation: |__|__| .
2| 0 |__|_|

[ Groupe COVID POSITIF

[J Groupe COVID NEGATIF

Strate Biomarqueur :

[J Groupe CIRCI (a compléter*)

[J Groupe Endocan (a compléter*)

[ Groupe Gilz (a compléter*)

[J Groupe DPC (a compléter*)

[ Groupe SRS2 (a compléter*)

[J Groupe Endotype B (a compléter*)
[ Groupe influenza (a compléter*)
[J other repiratory viruses : please specify

Date de naissance :
Date d’inclusion :
Date de randomisation :
[ Groupe COVID POSITIF
[J Groupe COVID NEGATIF
Strate Biomarqueur :
[J Groupe CIRCI (a compléter*)
[J Groupe Endocan (a compléter*)
[J Groupe Gilza compléter*)
[J Groupe DPC (a compléter*)
[ Groupe SRS2 (a compléter*)
[J Groupe Endotype B (a compléter*)
[ Groupe influenza (a compléter*)
[J other repiratory viruses : please specify

R R O R Y
Y R I R Y e o O
Y R S Y - o O
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Date des derniéres regles: N T T P

[—2_| o |_|_|
Et/ou date début de grossesse: |__|_| |__|_|
2 | 0 |_|_|

Expositions au cours de la grossesse :

Autre (préciser) :

Tabac: D non |:| Oui (préciser nombre de paquets/année) :
Alcool : [ ]non [ ] oui (préciser unités OH) :
Drogue : |:| non |:| Oui (préciser substance) :

|:| arrét (préciser date) : |:| poursuite
[ ] arrét (preciser date) : [] poursuite
|:| arrét (préciser date) : |:| poursuite

4. Antécédents maternels

Médicaux :

Chirurgicaux :

Obstétricaux :

|__1_| geste |__I1__I pare

applicable).

Préciser si fausse couche, grossesse extra-utérine, interruption de grossesse (médicale ou volontaire), mort in utero,
malformation congénitale, pathologie congénitale/néonatale non malformative, ... (nombre, date et nature/raison si

5. Médicament(s) expérimental (aux) administré(s) ou non pendant la grossesse ou s’il s’agit une exposition paternelle

Nom commercial (de
préférence) Date de premiére administration

ou Dénomination Commune Ou non administré

Internationale

Date de derniére administration Voie
Posologie / 24h

Ou en cours d’administration®

Fludrocortisone/  Placébo [l 1o _|__I_| |l 12_1_0_]__|_|
Fludrocortisone [[] Non administré [] En cours
Hydrocortisone/  Placébo ) ) Y D o Y R Y Y I 0 D Y
Hydrocortisone [ Non administré [ en cours

(1) Voie d’administration : VO=voie orale ; IM=Intramusculaire ; IV=intraveineuse ; SC=sous-cutanée ou autre (a préciser)

6. Procédures et actes ajoutés par la recherche (Barrez Date de réalisation Chronologie

I’encadré si procédures et actes non réalisés) (ii/mm/aaaa) Avant la grossesse | Au cours de la grossesse
|12 ]0_|__|_|
|1 I__I__I1_2.10_|__|__|

Acronyme : RECORDS

Référence delapersonne: |__|__|_|-1__|__|__|__|-1__I-1_I
n°centre = n° ordre de sélection - initiale -ir\i‘tiale
nom  prénom

PARTIE RESERVEE AU PROMOTEUR
REFERENCE INTERNE :

REC-DTYP-0185

7. Médicament(s) concomitants administré(s) dans le cadre du soin
(Cf. annexe « Liste relative aux médicaments concomitants » complétée : [ ] Oui [_] Non applicable)

Nom commercial (de préférence) Date de premiére administration Date de derniere administration Voie | .
S inati . . P ie /24
ou Denomlnatlc.)n Commune D d’administration® osologie /
Internationale
Y A A 2 o Y
2 |0 - T O T T T T -
2o ]| [ £n cours
Y A Y Y I 0 D Y
Y O O A I ¢ O |
[J En cours
2 0 |__[__| 2] o_|__|__|
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| | [] En cours |

(1) Voie d’administration : VO=voie orale ; IM=Intramusculaire ; IV=intraveineuse ; SC=sous-cutanée ou autre (a préciser)

8. Suivi de la grossesse

[ ] Echographiques. Date(s) et résultats a préciser (joindre les CR anonymisés) :

[_] Autres examens. Date(s) et résultats a préciser (joindre les CR anonymisés) :

9. Grossesse en cours [] (faxer un nouveau formulaire complété a I'issue de la grossesse pour le suivi de la notification

initiale)
ou issue de la grossesse |:| (compléter ci-dessous)

Date: | _|_||_l_ll2]o0|_|_| Terme: | _|_ISA|_|_IJ

] Fausse couche
- Examen anatomo-pathologique disponible : [_] Non [_] Oui, précisez le résultat :

[] Grossesse extra-utérine
- Examen anatomo-pathologique disponible : [_] Non [_] Oui, précisez le résultat :

|:| Interruption de grossesse - Raison :
- Examen anatomo-pathologique disponible : |:| Non |:| Oui, précisez le résultat :

[ ] Accouchement : [] spontané [] Provoqué [] Voie basse [] césarienne
Naissance multiple : |:| Non |:| Oui, précisez le nombre :

Souffrance foetale : [ ] Non [_] Oui, précisez :

Mort-né : [ ] Non [_] Oui, précisez :

Placenta normal : |:| Oui |:| Non, précisez :

Liquide amniotique : [ ] clair [_] Autre, précisez :

Anesthésie : |:| Générale |:| Péridurale |:| Rachianesthésie |:| Aucune

10. Nouveau-né (Si naissance multiple, compléter les parties 1, 2, 3, 9 et 10 d’un nouveau formulaire et le faxer)

Sexe: [_]Masculin [ ] Féminin

Poids: |__|__|__|__| grammes Taille : |_]_|_]cm Périmeétre cranien : |l |_]cm
APGAR : 1 minute : 5 minutes : 10 minutes :
Malformation(s) congénitale(s) : [ | Non [_] Oui, précisez :
Pathologie(s) congénitale(s)/néonatale(s) non malformative(s) : |:| Non |:| Oui, précisez :
Le nouveau-né a-t-il bénéficié d’un suivi particulier 3 la naissance : [_] Non [ ] Oui, précisez : [ ] Non applicable
Notificateur Investigateur Tampon du service :
Nom et fonction : Nom :
Signature : Signature :
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15.4 QUESTIONAIRE OR SCALE

15.4.1 Sequential [Sepsis-Related] Organ Failure Assessment Score (SOFA)

Score

System 0 1 2 3 4
Respiration
Pao,/Fio,, mm Hg 2400 (53.3) <400 (53.3) <300 (40) <200 (26.7) with <100 (13.3) with
(kPa) respiratory support respiratory support
Coagulation
Platelets, x10%/uL 2150 <150 <100 <50 <20
Liver
Bilirubin, mg/dL <1.2 (20) 1.2-1.9 (20-32) 2.0-5.9 (33-101) 6.0-11.9 (102-204) >12.0 (204)

(pmol/L)
Cardiovascular

Central nervous system

Glasgow Coma Scale
score®

Renal

Creatinine, mg/dL
(umol/L)

Urine output, mL/d

MAP 270 mm Hg

15

<1.2 (110)

MAP <70 mm Hg Dopamine <5 or
dobutamine (any dose)®
13-14 10-12

1.2-1.9 (110-170) 2.0-3.4 (171-299)

Dopamine 5.1-15
or epinephrine <0.1
or norepinephrine <0.1°

6-9

3.5-4.9 (300-440)

<500

Dopamine >15 or
epinephrine >0.1
or norepinephrine >0.1°

<6

>5.0 (440)

<200

Abbreviations: FIO2, fraction of inspired oxygen; MAP, mean arterial pressure; PaO2, partial pressure
of oxygen. PCatecholamine doses are given as mcg/kg/min for at least 1 hour. °Glasgow Coma Scale

scores range from 3-15; higher score indicates better neurological function.

15.4.2 Charlson Comorbidity Index.

Score

3

Comorbidity

Myocardial infarction
Congestive heart failure
Peripheral vascular disease
Cerebrovascular disease
Dementia

Chronic respiratory disease
Connective tissue disease
Peptic ulcer

Mild liver disease

Diabetes mellitus without involvement of target organs

Hemiplegia

Moderate-severe kidney disease
Diabetes mellitus with involvement of target organs

Any tumour without metastasis

Leukaemia (acute or chronic)
Lymphoma

Moderate or severe liver disease
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6 Solid tumour with metastasis
AIDS

15.4.3 Clinical Frailty Scale.

Clinical Frailty Scale ]
1 Very Fit - People who are robust, active, 7 Severely Frail - Completely dependent |
energetic and motivated. These people for personal care, from whatever cause
commonly exercise regularly. They are (physical or cognitive). Even so, they seem
among the fittest for their age. stable and not at high risk of dying (within
~ 6 months).

2 Well - People who have no active disease

symptoms but are less fit than category 1. 8 Very Severely Frail - Completely |
Often, they exercise or are very active dependent, approaching the end of life. |
occasionally, e.g. seasonally. Typically, they could not recover even

from a minor illness. |

3 Managing Well - People whose medical |

problems are well controlled, but are not 9 Terminally Ill - Appreaching the end of

regularly active beyond routine walking. life. This category applies to people with a
life expectancy <6 months, who are not
otherwise evidently frail.

4 Vulnerable — While not dependent on
others for daily help, often symptoms limit
activities. A common complaint is being
“slowed up”, and/or being tired during the day.

Scoring frailty in people with dementia

The degree of frailty corresponds to the degree of
dementia. Common symptoms in mild dementia
include forgetting the details of a recent event,
though still remembering the event itself, repeating
the same guestion/story and social withdrawal.

5 Mildly Frail - These people often have
more evident slowing, and need help in high
order [ADLs (finances, transportation, heavy
housework, medications). Typically, mild
frailty progressively impairs shopping and
walking outside alone, meal preparation and In moderate dementia, recent memory is very |
housework. impaired, even though they seemingly can remember |

their past life events well. They can do personal care

with prompting. |

In severe dementia, they cannot do personal care

6 Moderately Frail - People need help with without help.

all outside activities and with keeping house.
Inside, they often have problems with stairs
and need help with bathing and might need
minimal assistance (cuing, standby) with
dressing.

= T e e <@

15.4.4 EQ5D

INTRODUCTION TO EQ-5D
(Note to interviewer: please read the following to the respondent)

WE ARE TRYING TO FIND OUT WHAT YOU THINK ABOUT YOUR HEALTH. | WILL FIRST ASK YOU
SOME SIMPLE QUESTIONS ABOUT YOUR HEALTH TODAY. | WILL THEN ASK YOU TO RATE YOUR
HEALTH ON A MEASURING SCALE. | WILL EXPLAIN WHAT TO DO AS | GO ALONG BUT PLEASE
INTERRUPT ME IF YOU DO NOT UNDERSTAND SOMETHING OR IF THINGS ARE NOT CLEAR TO
YOU. PLEASE ALSO REMEMBER THAT THERE ARE NO RIGHT OR WRONG ANSWERS. WE ARE
INTERESTED HERE ONLY IN YOUR PERSONAL VIEW.

EQ-5D DESCRIPTIVE SYSTEM: INTRODUCTION
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FIRST | AM GOING TO READ OUT SOME QUESTIONS. EACH QUESTION HAS A CHOICE OF
FIVE ANSWERS. PLEASE TELL ME WHICH ANSWER BEST DESCRIBES YOUR HEALTH
TODAY. DO NOT CHOOSE MORE THAN ONE ANSWER IN EACH GROUP OF QUESTIONS.

(NOTE TO INTERVIEWER: IT MAY BE NECESSARY TO REMIND THE RESPONDENT
REGULARLY THAT THE TIMEFRAME IS TODAY. IT MAY ALSO BE NECESSARY TO REPEAT
THE QUESTIONS VERBATIM.)

EQ-5D DESCRIPTIVE SYSTEM
MOBILITY
FIRST I'D LIKE TO ASK YOU ABOUT MOBILITY. WOULD YOU SAY THAT:

YOU HAVE NO PROBLEMS IN WALKING ABOUT?

YOU HAVE SLIGHT PROBLEMS IN WALKING ABOUT?
YOU HAVE MODERATE PROBLEMS IN WALKING ABOUT?
YOU HAVE SEVERE PROBLEMS IN WALKING ABOUT?
YOU ARE UNABLE TO WALK ABOUT?

ISAEE I .

(NOTE TO INTERVIEWER: MARK THE APPROPRIATE BOX ON THE EQ-5D QUESTIONNAIRE)

SELF-CARE
NEXT I'D LIKE TO ASK YOU ABOUT SELF-CARE. WOULD YOU SAY THAT:

YOU HAVE NO PROBLEMS WASHING OR DRESSING YOURSELF?

YOU HAVE SLIGHT PROBLEMS WASHING OR DRESSING YOURSELF?
YOU HAVE MODERATE PROBLEMS WASHING OR DRESSING YOURSELF ?
YOU HAVE SEVERE PROBLEMS WASHING OR DRESSING YOURSELF?
YOU ARE UNABLE TO WASH OR DRESS YOURSELF?

o s~ 0N~

(NOTE TO INTERVIEWER: MARK THE APPROPRIATE BOX ON THE EQ-5D QUESTIONNAIRE)

USUAL ACTIVITIES

NEXT I'D LIKE TO ASK YOU ABOUT YOUR USUAL ACTIVITIES, FOR EXAMPLE WORK, STUDY,
HOUSEWORK, FAMILY OR LEISURE ACTIVITIES. WOULD YOU SAY THAT:

YOU HAVE NO PROBLEMS DOING YOUR USUAL ACTIVITIES?

YOU HAVE SLIGHT PROBLEMS DOING YOUR USUAL ACTIVITIES?
YOU HAVE MODERATE PROBLEMS DOING YOUR USUAL ACTIVITIES?
YOU HAVE SEVERE PROBLEMS DOING YOUR USUAL ACTIVITIES?
YOU ARE UNABLE TO DO YOUR USUAL ACTIVITIES?

e
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(NOTE TO INTERVIEWER: MARK THE APPROPRIATE BOX ON THE EQ-5D QUESTIONNAIRE)

PAIN / DISCOMFORT
NEXT I'D LIKE TO ASK YOU ABOUT PAIN OR DISCOMFORT. WOULD YOU SAY THAT:

YOU HAVE NO PAIN OR DISCOMFORT?

YOU HAVE SLIGHT PAIN OR DISCOMFORT?
YOU HAVE MODERATE PAIN OR DISCOMFORT?
YOU HAVE SEVERE PAIN OR DISCOMFORT?
YOU HAVE EXTREME PAIN OR DISCOMFORT?

UEE .

(NOTE TO INTERVIEWER: MARK THE APPROPRIATE BOX ON THE EQ-5D QUESTIONNAIRE)

ANXIETY / DEPRESSION
FINALLY I'D LIKE TO ASK YOU ABOUT ANXIETY OR DEPRESSION. WOULD YOU SAY THAT:

YOU ARE NOT ANXIOUS OR DEPRESSED?

YOU ARE SLIGHTLY ANXIOUS OR DEPRESSED?
YOU ARE MODERATELY ANXIOUS OR DEPRESSED?
YOU ARE SEVERELY ANXIOUS OR DEPRESSED?
YOU ARE EXTREMELY ANXIOUS OR DEPRESSED?

SAE A

(NOTE TO INTERVIEWER: MARK THE APPROPRIATE BOX ON THE EQ-5D QUESTIONNAIRE)

EQ VAS: INTRODUCTION

(NOTE TO INTERVIEWER: IF POSSIBLE, IT MIGHT BE USEFUL TO SEND
A VISUAL AID (l.E. THE EQ VAS) BEFORE THE TELEPHONE CALL SO
THAT THE RESPONDENT CAN HAVE THIS IN FRONT OF HIM OR HER
WHEN COMPLETING THE TASK)

NOW, | WOULD LIKE TO ASK YOU TO SAY HOW GOOD OR BAD YOUR
HEALTH IS TODAY.

I'D LIKE YOU TO TRY TO PICTURE IN YOUR MIND A SCALE THAT LOOKS
RATHER LIKE A THERMOMETER. CAN YOU DO THAT? THE BEST HEALTH
YOU CAN IMAGINE IS MARKED 100 (ONE HUNDRED) AT THE TOP OF THE
SCALE AND THE WORST HEALTH YOU CAN IMAGINE IS MARKED 0
(ZERO) AT THE BOTTOM.
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EQ VAS: TASK

| WOULD NOW LIKE YOU TO TELL ME THE POINT ON THIS SCALE WHERE
YOU WOULD PUT YOUR HEALTH TODAY.

(NOTE TO INTERVIEWER: MARK THE SCALE AT THE POINT INDICATING
THE RESPONDENT’'S ‘HEALTH TODAY'. NOW, PLEASE WRITE THE
NUMBER YOU MARKED ON THE SCALE IN THE BOX BELOW)

THE RESPONDENT’S HEALTH TODAY

THANK YOU FOR TAKING THE TIME TO ANSWER THESE QUESTIONS.

“RECORDS" Addenda-protocol, version 3.0 of 03/03/2021
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15.4.5 Glascow coma scale

Séquelles neurologiques séveres avec perte
totale d’autonomie

Séquelles mineurs sans perte d’autonomie ou
pas de séquelles

15.4.6 Muscular Disability Rating Scale (MDRS)

Asymptomatique

Distal

Faiblesse proximale sévere (<-3)
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15.4.7 PROMIS
PROMIS Physical Function
PROMIS Ability to Participate in Social Roles and Activities

PROMIS Anxiety
PROMIS Depression
PROMIS Fatigue
PROMIS Cognitive Function
LEVEL 2—Depression—Aduit’
"PROMIS Emotional Distress—Depression—5Short Form
Name: Age: Sex: O male O Female Date:

If the mecsure is baing compieted by an informant, what is your relationship with the individual receiving care?

In a typical week, appromately how much time 9o you spend with the individual receiving care?

hours/‘week

Jnstructions: On the DSM-3 Level £ cross-cutting questionnaire that you just completed, you indicated that guning the post 2
WeSks you [the individual receiving care] have been bothered by “no interest or pleasure in coing things" and/or “feeling
down, depressed, or hopeless” at & mild or greater leved of severnity. The questions below ask adout these fesiings in more
detail and especially how often you (the indivicual receiving care| have been dotherad by a kst of symptoms guning the past

Zgayz, Please respond to each item by marking |+ or x) one box per row.

Use
In the past SEVEN (7] DAYS.... —
Never | Rarety | Sometimes | Often Always Score
1 |1 fen worthiess. D1 D2 =E Ds as
2 |ifemtratinednothingtolockforwerdte. | Ot | O2 | O3 | DOs | Qas

3 | 1tennepies | O+ | D2 | O3 | Os | Os
4 |i1tenzea | O+ | D2 | O3 | Os | Os
3. | 1 fen ke @ twiture. | O+ | D2 | O3 | Os | Os
§ | 1%encepresses. |] o+ | D2 | O3 | Os | Os
7. | 1%e= unheooy. | O+ | D2 | O3 | Os | Os
2 | 1fennopees. | O+ | D2 | O3 | Os | Os

Total/Partial Rew Score:

Prorated Total Raw Score:

T-Score:

©2005-2012 PROMIS Heaktn Organization (PHO| and PROMIS Cooperctve Group.

This mctanal con be reproduced WINOUT ParTmIssion By CANICIGNS for USe with thevr patients.
Any other use, INCIuTIng SIECIrONIC USe, rEQUITes Wiittan permission of the PHO.
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Instructions to Cinicans

The DSM-3 Level 2—Depression—Acuit measure is the S<tem PROMS Depression Short Form that assesses the pure domain
of depression in individuals age 12 and oicer. The measure is completed by the individual prior to 8 visit with the cinician. If
mmmmsummmmmwmmm@g an individual with dementa), a
w-mmmmmsomemmosmmmm the PROMIS Depression
mmmmmmunmmmqmmm mmmmmm

care (or informant) to rate the severity of the indvicual's depression guring the past 7 days.

£ach item on the measure is rated on 8 3-point scale [1=never; 2=rarely; 3=sometimes: 4=often; and J=always) with a range
in score from £ to 40 with higher scores indicating grester severity of depression. The dlinician is asked to review the score on
each item on the measure during the clinical interview and incicate the raw score for 2ach item in the section provided for
“Cinician Uze." The raw scores on the 8 items should be summed to obtain a total

raw score. Next the T-score tadi shoukdbe usedto Gentdy e Tocore mmmcated | TR
with the indraduar's total raw score and the informston entered in the T-score row awScme] T-axare T
on the measure. R ar i X3
B ;'3‘3 3e
: o fLe] b b2 |
Note: This look-up table works only if all items on the form are answered. ¥ 73%or T 382 >a
more of the questions have Deen answersc: you are asked to prorate the raw score 12 403 22
and then look up the conversion to T-5core. The formula to prorate the partial raw :: :lf E :'
score to Totsl Rew Score is: 5 o3 o)
L) 343 18
17 353 1.7
Numar of fams that wers actualy arowarsd 12 f62 17
19 671 1.7
) (] iy
I the result is 2 fraction, round to the nearest whole number. For example, if S of 3 il 1%] iy
items were answerec and the sum of those § responses was 20, the prorated raw - s .
SCore wouls be 20 X 8/ & = 26.67. The T-score in this sxampie would be the T-score y 18 1
assocatec with the rounced whole number raw score (in this case 27, for a T-score of = 634 1
o 625
. 14 a4 4
= as 4
The T-scores are interpreted as follows: o) 064 18
0 67 4 18
_ . H [LE] 8
Leszthan 33 =Noneto signt = T =
I/O—:\S  =Mikl ki) 704 1]
600—E55 =Mocerste ) A i
= = TZ3 18
70 anc over =Severe = 738 o]
3T 749 18
Note: If more than 25% of the total items on the measure are mizsing the scores = ;;-1 gg
2houc not De used. Theretore, the individus! receiving care |or informant| shouid be 2 = 2
wwmmﬂlﬂmm on the measure. ﬁhﬂnl Ve T e e
© AR 031 PR e e £0TA
1PV Gl PRAAD (WA )

Frequency of Use

To track change in the severity of the incividual's cepression over time, the measure may be compieted at reguler intervals as
clnically incicatec, depending on the Rtability of the individual's symptoms and trestment status. For individuals with
impaired capacity, it is preferred that compietion of the messures at foliow-up appointments is Dy the same knowledgeable
informant. Conzistently high scores on 8 Darbcuiar comain mey incicate significant anc problematic areas for the indvidusl
that might warrant further assesment, trestment, and follow-up. Your cimical judgment shoulc guice your decsion.

Inemructior, wwaring, and freguency of e on thls cage snly- Capyright © 2013 Americer Pepchintric Aszociation. Al righes reerved.
This material car Do reprocuces withy by e by for me with thal patients.
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15.5 ANNEXES

15.5.1 Annex 1: Forest plots - Randomized controlled trials of corticosteroids for sepsis

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
1.1.1 Studies reporting actual 28 day mortality
Sprung 1984 33 43 11 16 3.6% 1.12[0.77,1.61] 1884 —
Bollaert 1998 7 22 12 19 1.3% 0.50[0.25,1.02] 1998
Chawla 1993 3] 23 10 1 1.0% 0.55[0.24,1.258] 18499 —
Eriegel 1999 3 20 4 20 0.4% 0.75[0.19,2.93] 1999 +
Annane 2002 82 151 91 1489 B.8% 0.89[0.73,1.08] 2002 T
Yildiz 2002 g 20 12 20 1.5% 0.67 [0.35,1.27] 2002 _
Tandan 2005 11 14 13 14 4.5% 0.85[0.62,1.15] 2004 I
Confalonieri 2005 1] 23 & 23 0.1% 0.028[0.00,1.28] 2008 4
Oppert 2005 10 23 11 5 1.6% 0.99[0.52,1.88] 2008
Rinaldi 2006 B i} 7 26 0.8% 0.86 [0.33,2.21] 2006
Cicarelli 2007 T 14 12 15 1.8% 0.63[0.35,1.12] 2007 —
Meduri 2007 10 63 g 28 1.0% 0.56 [0.25,1.26] 2007 I
Sprung 2008 a5 2491 Th 248 5.6% 1.09[0.85,1.40] 2008 I
Waloor 2009 g 19 & 19 0.7% 0.83[0.31,2.27] 2009
Meduri 2009 22 48 4 il 0.8% 3.56([1.35,9.32] 20049 _—
Snijders 2010 B 104 6 109 0.6% 1.05[0.35,3.18] 2010
Meijvis 2011 9 13 11 143 0.9% 0.83[0.35,1.94] 2011
Yildiz 2011 16 27 15 28 2.6% 1.11 [0.69,1.76] 2011 —
Arabi 2011 33 39 26 36 5.7% 1.7 [0.82,1.49] 2011 T
Liu 20132 g 12 10 14 1.2% 0.58 [0.28,1.23] 2012 —
Elum 2015 16 402 13 400 1.3% 1.22 [0.60,2.51] 2074
Gordon 2014 T il T 30 0.8% 0.97 [0.39,2.43] 2014
Huang 2014 4 20 12 40 0.7% 0.67 [0.25,1.81] 2014
Gordon 2016 B2 208 a7 M3 4.6% 1.11[0.82,1.81] 2016 I
Keh 2016 18 140 14 1490 1.3% 1.07 [0.83,2.16] 2016
Li 2016 3 29 3 29 0.3% 1.00[0.22, 4.558] 2016
Tongyoo 2016 22104 2r 10z 2.4% 0.50[0.49,1.31] 2016 _
Ly 2017 23 58 19 60 2.4% 1.25[0.77,2.04] 2017 —
Tagaro 2017 0 30 130 01% 0.33[0.01,7.87] 2017 + +
Doluee 2018 a4 20 a8 g0 B.6% 0.93[0.76,1.14] 2018 I
Wenkatesh 2018 410 1853 448 1860 8.7% 0492 [0.82,1.03] 2018 -
Annane 2018 207 614 244 B2T g3.0% 0.87 [0.75,1.00] 2018 I
Subtotal (95% CI) 4712 4675  B0.0% 0.94 [0.87, 1.00] &
Total events 1188 1256
Heterogeneity: Tau®=0.00; Chi*= 33.78, df= 31 (P=033), F=8%
Test for averall effect Z=1 .85 (P = 0.08)
1.1.2 Studies reporting short term mortality at other timing
McHardy 1972 3 40 ] a6 0.5% 0.72[0.20,2.51] 1872
Schumer 1976 e 86 33 86 1.4% 0.27[0.14,053] 1976 ————
WASSCEG 1987 pric I B 24 111 2.3% 0.95[0.57,1.58] 1887 I
Bone 1987 Bs 19 48 190 4.4% 1.35[0.9%,1.84] 1987 —
Luce 1988 22 38 20 ar 3.2% 1.07 [0.72,1.60] 1988 -
Slusher 1996 4] 36 4 36 0.5% 1.50[0.46, 4.87] 1996
El Ghamrawy 2006 3 17 & 17 0.5% 0.50[0.15,1.68] 2006 4
Kurungundla 2008 4 11 & 10 0.8% 0.61 [0.24,1.54] 2008
Aboab 2008 3 10 7 13 0.6% 0.561(0.19,1.63] 2008 4
Hu 2009 4 38 ] 39 0.5% 0.68[0.21,2.23] 2009
Fernandez-Serrano 2011 1 28 1 28 0.1% 1.00[0.07,15.21] 2011 # s
Sabry 2011 2 40 40 0.3% 0.33[0.07,1.55] 2011 +
Mafae 2013 4 |1} & 20 0.5% 0.22[0.07,071] 2013 &¥————
Magy 2013 1] 28 0 30 Mot estimahle 2013
Rezk 2013 1] 18 3 9 0.1% 0.08[0.00,1.32] 2013 4
Mirea 2014 44 117 22 54 3.3% 0.92 [0.62,1.37] 2014 . E—
Tarres 2015 G G1 ] a9 0.7% 0.64 [0.24,1.70] 20148
Menon 2017 1 23 3 26 0.2% 0.321[0.04,3.38] 2017 4
Subtotal (95% CI) 955 891 20.0% 0.71[0.52, 0.95] i
Total events 200 213
Heterogeneity: Tau®= 0.16; Chi*= 34.40, df= 16 (P = 0.005); F= 53%
Test for overall effect: Z=2.29 (P = 0.02)
Total (95% CI) 5667 5566 100.0% 0.91 [0.84, &
Total events 1388 14649
Heterogeneity: Tau®= 0.02; Chi*= 68.06, df= 48 (P = 0.03); F= 28% IU 3 0’5 2 51

Test for overall effect: Z=2.10 (P = 0.04)

Test for suboroun differences: Chi*= 3.26, df= 1 (P=0.07), F= 62.3%
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15.5.2 Annex 2: Unblinding of Clinical Site Personnel for Emergency Medical Management.

1. In the event of a medical emergency that directly affects the health status of the
participant, it may become necessary to unblind allocation status to determine the specific
treatment the participant has received while enrolled in the study. A medical emergency
is defined as an event which necessitates immediate attention regarding the treatment of
a participant.

2. Clinical site personnel (e.g. Local Principal Investigators, Co-Investigators, and
Research Coordinators) will contact RECORDS Trial Principal investigators if they believe
that unblinding of a study participant is medically necessary.

3. The RECORDS Trial Principal Investigator will discuss the participant’s medical event
with the clinical site personnel and determine if it is necessary to unblind them to the
participant’s treatment allocation. At no time will the participant’s health be compromised
or medical treatment delayed.

4. Once approved, the Principal Investigator or Coordinating Centre Project Leader will
contact the Unblinded Research Coordinator who will provide the clinical site personnel
with the participant’s corticosteroids or placebo allocation. This information should be
provided by telephone to reduce the risk of unblinding additional team members.

5. The unblinded Research Coordinator will complete the RECORDS Trial Unblinding Log.
The unblinded Research Coordinator may contact the Research Coordinator at the clinical
site to request any additional information required to complete this log.

6. The unblinded Research Coordinator is not to unblind the Principal Investigators or any
blinded members of the RECORDS Trial team unless deemed necessary by the Principal
Investigator. Similarly, clinical site personnel are also not to unblind any other members of
the RECORDS Trial team (including the Coordinating Centre personnel, the Principal
Investigators, or any clinical site research personnel who were not unblinded) unless
deemed necessary by the Principal Investigator(s).

7. RECORDS Trial personnel must keep all information related to the individual unblinding
cases confidential.

8. All cases of unblinding must be documented, including; clinical site ID, study ID, date of
unblinding, parties unblinded, and reason for unblinding.
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15.5.3 Annex 3: SCRIPT FOR TELEPHONE INTERVIEW

GENERAL INTRODUCTION

It is suggested that the telephone interviewer follows the script of the EQ-5D. Although allowance
should be made for the interviewer’s particular style of speaking, the wording of the questionnaire
instructions should be followed as closely as possible. In the case of the EQ-5D descriptive system
on pages 2 and 3, the precise wording must be followed.

It is recommended that the interviewer has a copy of the EQ-5D in front of him or her while it is
administered over the telephone. This enables the respondent’s answers to be entered directly on the
EQ-5D by the interviewer on behalf of the respondent (i.e. the appropriate boxes on pages 2 and 3
are marked and the scale on page 4 is marked at the point indicating the respondent’s ‘health today’).
The respondent should also have a copy of the EQ-5D in front of him or her for reference. If the
respondent asks for clarification, the interviewer can help by re-reading the question verbatim. The
interviewer should not try to offer his or her own explanation but suggest that the respondent uses his
or her own interpretation.

If the respondent has difficulty regarding which box to mark, the interviewer should repeat the question

verbatim and ask the respondent to answer in a way that most closely resembles his or her thoughts
about his or her health today.

15.5.4 Annex 4: Plan for Discontinuation of the Study.

In the event of a premature discontinuation of the study in its entirety or at a clinical trial site, the
Principal Investigator will:

1. Send a notification to ANSM and CPP no later than 15 days after the date of the
discontinuation;

2. Provide ANSM and CPP with the reason for the discontinuation and its impact on the study;

3. Inform all clinical investigators of the discontinuation and of the reasons for the discontinuation,
and advise them in writing of any potential risks to the health of study participants or other
persons;

4. For each discontinued clinical trial site, stop the delivery of corticosteroids as of the date of the
discontinuation, and take all reasonable measures to ensure the return of all unused quantities
of corticosteroids to the supplier.

5. After being informed, each clinical site will:

a. inform both their site study participants or CPP and ANSM of the discontinuation;
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b. provide them with the reasons for the discontinuation, and advise them in writing of any
potential risks to the health of study participants or other person;

c. provide the Coordinating Centre with a copy of the acknowledgement of receipt of ANSM and
CPP.

15.5.5 Annex 5: Ventilator procedures

1. Ventilator Management

A modified, simplified version of the ARDS Netwaork lung protective lower tidal volume strategy will be used in this trial,
This strategy, which was associated with low mortality rates in three previous ARDS Network trials (ARMA, ALVEOL, an
d FACTT), will ensure that study subjects receive the beneficial effects of lung protection while participating in this trial.

1. Any mode of ventilation capable of delivering the prescribed tidal volume (VT, 6mil/kg predicted body weight, +/2ml/k
gl may be used, provided the VT target is monitored and adjusted appropriately. It airway pressure release ventilation (A
PRV iz used, tidal volume is defined as the sum of the volume that results from the ventilator pressure

refease and an estimation of the average spontaneous VT,

2. VT Goal: 6 ml / kg predicted body weight.

3. Predicted body weight (PEW) is calculated from age, gender, and height [heel to crown)

according to the following equations:

. Males: PBW (kg) = 50 + 2.3 [hefght (inches} = 50]

. Females: PBW (kg) = 45.5 + 2.3 [helght {inches) - 60]

4. Measure and record inspiratory plateau pressure {Pplat) according to ICU routine [at least every four hours and after
changes in VT and PEEP recommended)

5. If Pplat » 30 em H20, reduce VT ta 5 mi/kg and then to 4 mi/kg PEW if necessary to decrease Pplat to 5 30 cm H20.

B. IfVT < & mlfkg PEW and Pplat < 25 cm H20, raise VT by 1 mi/kg PBW to a maximum of & mi/kg.

7. If “severe dysprea” {mare than 3 double breaths per minute or airway pressure remains at or below PEEP level during
inspiration), then raise VT to 7 or 8 mi/kg PBW if Pplat remains below 30 cm H20. If Pplat exceeds 30 cm H20 with VT of
7 or & mifkg PBW, then revert to lower VT and consider more sedation,

8. If pH < 7.15, VT may be raised and Ppiat limit suspended (not required).

9. Owygenation target: [55 mm Hg < Pa02 < 280 mm Hg] or [88% < Sp02 < 95%].

When both Pa02 and Sp02 are available simultaneously, the Pa02 criterion will take precedence.

10. Minimum PEEP = 5 cm H20

11. Adjust FiO2 or PEEP upward within 5 minutes if there are consistent measurements below the ouygenation target

range

12. Adjust FIC2 or PEEP downward within 30 minutes if there are consistent measurements above the oxygenation

target range.

13. There are no requirements for maintaining a specific PEEP to FO2 ratio. The lower PEER/higher FO2 table represents
a consensus approach developed by ARDS Network investigators in 1995, The higher PEER/lower FiD2 table {ALVECLI)

yielded equivalent results in a randomized trial and would be acceptable and perhaps preferable in patients who

appear to respond with a substantial increase in arterial oxygenation in the transition from lower to higher PEEP.
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The clinical team may decide to change mode during spontaneous breathing (PS =5, C
PAP tracheostomy mask, or T-
piece) at any time during the spontaneous breathing trial.

Monitor for tolerance using the following:
1. Sp02 2z90% and f or Pa02 = 60 mm Hg
2. Mean spontanecus tidal volume = 4 mifkg PEW (if measured)
3. Respiratory Rate = 35/ min
4. pH = 7.30 (if measured)
5. Ng reppisstont distiossd defnedeadatamors ohthefalioningiay be talerated)

c. Abdominal paradox

d. Diaphoresis
e, Marked subjective dyspnea

If any of the goals a-e are not met, revert to previous ventilator settings or to PS greater than or equal to
10 cm H2O with Positive End-expiratory Pressure and FiQO2 = previous settings and reassess for weaning
the next moming. The patient will be reassessed for weaning (Section C2) the following day.

Decision to remove ventilatory support:
If tolerance criteria for spontaneous breathing frial (a-2 above) are met for at least 30 minutes, the
clinical team may decide to dizscontinue mechanical ventilation. However, the spontaneous breathing
trial can continue for up 0120 minutes if tolerance remains in question.

3. Definition of Unassisted Breathing
1. Spoentaneously breathing with face mask, nasal prong cxygen, or room air, OR
2. T-tube breathing, OR
3. Tracheostomy collar {mask) breathing, OR
4. CPAP = 5 without PS or IMY assistance
5. Use of CPAP or BIPAF solely for sleep apnea management

4, Definition of Extubation
1. Removal of an oral or nasofracheal ube
2. If a patient receives a trachecstomy, the time of extubation is defined as the time when the patient
achieves unassisted breathing as defined in section C.3

5. Completion of Ventilator Procedures

Patients will be considered to have completed the study ventilator procedures if any of the following
conditions ocour:

1. Death
2. Hospital discharge
3. Alive 28 days after enroliment
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Lower PEEP/Higher FiO2 Treatment Group

FiQ2 30 |40 |40 |50 |50 |60 | LFO [P0 |LF0 [ BD [ 20 [ 90 [ 50 (1.0
FEEF [ & = ] ] 00 | 10 10 T2 1 14 14 14 16 15 15-24

Higher PEEP/Lower FiO2 Study Group

FiQ2 30 ].30 | .30 | .30 [ .30 | .40 |40 |50 | .50 | 50—.80 | .80 | .80 |10 |10
FEEF [ 5 ] MW IZ T4 [ 141165 16 [ 18 20 il il jeded 24

Mote: Levels of PEEP in thess FiO2 PEEP tables represent levels set on the ventilator, not levels of
total-PEEP, auto-PEEP, or intrinsic-PEEP.

14. Mo specific rules for respiratory rate. It is recommended that the respiratory rate be increased
in increments to a maximum set rate of 35 if pH < 7.30.

15. Mo specific rules about I:E ratio. 1t is recommended that duration of Inspiration be = duration of
Expiraticn.

16. Bicarbonate is allowed (neither encouraged nor discouraged) if pH < 7.30.

17. Changes in more than one ventilator setting driven by measurements of Pal2, pH, and Pplat may
be performed simultansously, if necessary.

2, Weaning
Commencement of Weaning (applicable to patients ventilated invasively or non-invasively) Patients
will b2 asseszed for the following weaning readiness criteria each day between 0600 and 1000. If a patient
procedurs, test, or other extenuating circumstance prevents assessment for these criteria between 06:00 and
10:00, then the assessment and initiation of subsequent weaning procedures may be delayed for up to six
hours.

2. Fidanstd (hancs B EEF engothm BROnoghEIORE 0.50 and PEEP = 5 cm H2O

3. Values of both PEEF and FiD2 = values from previous day

4. Mot receiving neuromuscular blocking agents and without neuromuscular blockade

5. Patient exhibiting inspiratory efforts. If no efforts are evident at baseline, venfilator set rate will
be decreased to 50% of baseline level for up to 5 minutes to detect inspiratory efforts.

B. Systolic arteral pressure 2 90 mm Hg without vasopressor support (= 5 megfkg/min dopamine
will not be considered a vasopressor)

Spontaneous Breathing Trial Procedure and Assessment for Unassisted Breathing

If criteria 1-6 abowe are met, then initiate a trial of up to 120 minutes of spontaneous breathing
with FIO2 < 0.5 using any of the following approaches:

1. Pressure support (P5) < 5 cm H20, PEEP <5 cm HZ20

2. CPAP =35 cm H2O

3. T-piece

4_ Tracheostomy collar {mask)
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If a patient requires positive pressure ventilation after a perod of unassisted breathing, the study

wventilator procedurss will resume unless the patient was discharged from the hospital or = 28 days elap

sed
since enrclment.

6. Removal from the Ventilator Management Protocol

Patients may be removed from the 6 milkg PBW tidal volume ventilation requirement if they
develop neurclogic conditions where hypercapnia would be contraindicated (e.g., intracranial blee
ding, GCS = &, cersbral edema, mass effect [midline shift on CT scan], papilledema, intracranial

pressure monitoring, fixed pupils).

15.6 PATIENT CARD

Pour toute question meadicale, vous pouvez contacter
I'investigateur gui vous a inclus dans |'étude :

Hapital faenmmaaaannasanimamaas

Vergion 1.0 du05M1/2020

ASSISTAMCE HOPITALIX
PUBLIQUE DE PARIS

Carte Patient

Etude RECORDS

Merci de conserver cette carte en permanence avec vous et de signaler tout
changement eventuel de vos coordonnées

Madame, Monsieur,

Vous participez depuisle _ _f_ _f____aletude
« RECORDS »
Reconnaissance rapide des sEpsis sensibles ou
résistants aux CORticostéroiDeS
APHP191110 7 EUDRACT no: 2020-000296-21

coordonnee par le Pr Annane

Promoteur : APHP, Delégation a la Recherche Clinigue
et a Innavation — DRCI
Hépital Saint-Louis
1, avenue Claude Vellefaux

Votre n° patientest: _ _ _J

N° du traitement : | _

Vos prochains rendez-vous de suivi
(téléphonique)

Yisite de suivi 3 mais ; Date . _ _/_ /

“isite de suivi B mois Date ./ f
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