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= Essai randomisé multicentrique (PF Dequin — PHRC national)
" Pneumonie communautaire (hors grippe)
= Corticoides vs Placebo




= Essai randomisé multicentrique (PF Dequin — PHRC national)
" Pneumonie communautaire (hors grippe)
= Corticoides vs Placebo

« Comment ne pas mettre en péril 'essai CAP-CODE?
* Opportunité d’'un essai thérapeutique académique en aveugle dans la COVID-197

Analyse en sous-groupe vs Essai dans I’Essai ?



Quel critere de jJugement principal ?
e Mortalité a J28 comme dans CAPE-COD ?
e Echelle ordinale de TOMS ?

e Critere recuellli plus précocement ? J14, J21 ?

= Echec a J21 = Déces ou patient sous support ventilatoire



Calcul d’effectif ? Design adaptatif mais simple.
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‘W) Check for updates

Embedding a COVID-19 Group Sequential Clinical Trial Within an Ongoing Trial:

Lessons From an Unusual Experience 19 Aout 2020
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Course contre la montre
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Résultats

Echec a J21 32 (42.1) 37(50.7)  -8.6[-24.9:7.7] 0.29
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In This Issue of JAMA Vol 324, No. 13, Pages 1261-1362

Original Investigation caring for the Critically Il Patient

Effect of Hydrocortisone on 21-Day Mortality or Respiratory I

I Support Among Critically lll Patients With COVID-19: A 1
Randomized Clinical Trial I
Pierre-Francois Dequin, MD, PhD; Nicholas Heming, MD, PhD; Ferhat Meziani, MD, PhD; et al. I

Effect of Dexamethasone on Days Alive and Ventilator-Free
in Patients With Moderate or Severe Acute Respiratory
Distress Syndrome and COVID-19: The CoDEX

Randomized Clinical Trial
Bruno M. Tomazini, MD; Israel S. Maia, MD, MSc; Alexandre B. Cavalcanti, MD, PhD; et al.

Effect of Hydrocortisone on Mortality and Organ Support in
Patients With Severe COVID-19: The REMAP-CAP COVID-
19 Corticosteroid Domain Randomized Clinical Trial

The Writing Committee for the REMAP-CAP Investigators

Association Between Administration of Systemic
Corticosteroids and Mortality Among Critically lll Patients
With COVID-19: A Meta-analysis

The WHO Rapid Evidence Appraisal for COVID-19 Therapies (REACT) Working Group
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Association Between Administration of Systemic
Corticosteroids and Mortality Among Critically lll Patients

With COVID-19: A Meta-analysis

The WHO Rapid Evidence Appraisal for COVID-19 Therapies (REACT) Working Group

No. of deaths/total

Méta-Analyse OMS

ClinicalTrials.gov Initial dose and No. of patients Odds ratio Favors | Favors no Weight,
Drug and trial identifier administration Steroids Mo steroids (95% CI) steroids : steroids %
Dexamethasone |
DEXA-COVID 19 NCT04325061 High: 20 mg/d intravenously 2[7 2/12 2.00(0.21-18.69) i . »  0.92
CoDEX NCT04327401 High: 20 mg/d intravenously 69/128 76/128 0.80(0.49-1.31) + 18.69
RECOVERY NCT04381936 Low: 6 mg/d orally or intravenously  95/324 283/683 0.559(0.44-0.78) !} 57.00
Subgroup fixed effect 166/459 361/823  0.64(0.50-0.82) 76.60
Mvdrocortisone | P
L_CAPECOVID __ NCTO2517489 __Low: 200mg/dintravenously  ___ 11/75_ 20/73 __ 046(0.20-1.04) —————= —— 6.80__
COVIDSTEROID NCT04348305 Low: 200 mg/d intravenously 6/15 2/14 4.00 (0.65-24.66) i = 1395
REMAP-CAP NCT02735707 Low: 50 mg every 6 hintravenously  26/105 29/92 0.71(0.38-1.33) :‘I 11.75
Subgroup fixed effect 43/195 51/179  0.69(0.43-1.12) — 19.94
Methylprednisolone i
Steroids-SARI NCT04244591 High: 40 mg every 12 hintravenously 13/24  13/23 0.91(0.29-2.87) E l 3.46
Overall (fixed effect) 222/678 425/1025 0.66(0.53-0.82) ci.f:‘; f 100.0
P=.31 for heterogeneity; 17 =15.6% i
Overall (random effects?) 222/678 425/1025  0.70(0.48-1.01) -
SR ; )
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Odds ratio (95% Cl)

Association Between Corticosteroids and 28-Day All-Cause Mortality in Each Trial, Owverall, and According to Corticosteroid Drug
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1. Proning patients helps O2 sats. Have
them lie on belly.
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19/ With a looming shortage of vents, prone
positioning with HFNC is a possible strategy
to avoid intubation & its complications in
patients with mod-to-severe ARDS, but more
data is needed to assess safety & efficacy.
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Do any of y'all do awake proning for
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Péle Instruction et Notification des dossiers
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ClinicalTrials.gov PRS

Protocol Registration and Results System

Tel. +33(0)1 55 87 32 78
Fax : +33(0)155873276

nombre de pages incluant celle-ci : 1

E-mail ante.

Réf. Sortant : 2020040900180
HPSAEC1-2020-04-00003

Réf. Dossier :

Objet : AUTORISATION D'UN ESSAI CLINIQUE NE PORTANT PAS SUR UN PRODUIT DE SANTE

Madame, Monsieur,

Par courrier électronique daté du 17/04/2020, regu le 17/04/2020, vous avez adressé une demande d‘autorisation
d'essai clinique ne portant pas sur un produit mentionné & farticle L. 5311-1 du CSP (Essai-HPS)

ClinicalTrials.gov Protocol Registration and Results System (PRS) Receipt

Release Date: April 20, 2020

ClinicalTrials.gov ID: NCT04358939
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Titre Evaluation du décubitus ventral chez les patients
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Compétition vs Collaboration?

RESEARCH ARTICLE '.@o-PLOS | one

Finding Alternatives to the Dogma of Power
Based Sample Size Calculation: Is a Fixed
Sample Size Prospective Meta-Experiment a
Potential Alternative?

Elsa Tavernier'*>*, Ludovic Trinquart'*, Bruno Giraudeau'*>*

1 INSERM, U1153, Paris, France, 2 CHRU, Tours, France, 3 INSERM CIC 1415, Tours, France,
4 Department of Epidemiology, Mailman School of Public Health, Columbia University, New York, New York,
United States of America, 5 Université Francois-Rabelais de Tours, Tours, France

"The meta-experiment involves different researct
in separate centers conducting independent trials
which address the same question.”
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Pourquoi pas un Méta-Essai?

Visioconférence

d'irl;i:;on 1¢" patient inclus  fondatrice
Meta-Trial
2 Avril 23 Auvril 29 Avril

*  HARMONISATION : Inclusion / Exclusion / Intervention

« DONNEES COMMUNES identifiées : critere de jugement principal unique
* PLAN D’ANALYSE STATISTIQUE commun

* ANALYSES INTERMEDIAIRES communes

* « Memorandum of Understanding »



USA and Canada Ireland France and Spain

¢ Upper boundary Pocock
© Lower boundary O'Brien-Fleming

©243 0246 243 O35 =023
0149

010.68

Normal critical value (Z)
1
|

Exclusion 1. Patients with a consistent SpO, <80% when 1. Age <18 years. 1. Indication for immediate tracheal intubation.
criteria evaluated with a FiO, of 0.6, or signs of 2. Uncooperative or likely to be 2. Significant acute progressive circulatory

respiratory fatigue (respiratory rate =40/ unable to lie on abdomen for insufficiency.
min, partial pressure of carbon dioxide 16 hours. 3. Impaired consciousness, confusion and o —
(PaCO,)>50 mm Hg/pH <7.30 and obvious 3. Vomiting or bowel obstruction. restlessness. (] _0 2?
accessory respiratory muscle use). 4. Palliative care. 4. Body mass index >40kg/m?. "

2. Immediate need for intubation (PaO,/Fi0, 5. Multiorgan failure. 5. Chest trauma or other contraindication to
<60mm Hg or SpO,/FiO, <90, unable to 6. Standard contraindications to PP. —
protect airway or mental status change). PP including the presence of 6. Pneumothorax. I =]

3. Haemodynamic instability (sustained an open abdominal wound, 7. Vulnerable person: safeguard of justice,
systolic blood pressure <90mm Hg, unstable pelvic fracture, curatorship or tutorship known at inclusion. o
sustained mean blood pressure below spinal lesions and instability, 8. Pregnant or lactating woman. '1 . 5?
65mm Hg or requirement for vasopressor). pregnancy >20/40 gestation and od

4. Unable to collaborate with HFNC/PP with brain injury without monitoring I =
agitation or refusal of HFNC/PP. of intracranial pressure.

5. Chest trauma or any contraindication for l l l l l
PP.

6. Pneumothorax.

S o o 200 400 600 800 1000

8. Pregnant.

9. Body mass index >40kg/m?.

Sample size
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Méta-Trial N=258 N=477
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Journal of Critical Care 60 (2020) 140-142

Contents lists available at ScienceDirect

Journal of Critical Care

Open access Protocol

journal homepage: www.journals.elsevier.com/journal-of-critical-care

o BM) Open Awake prone positioning of
Meta-trial of awake prone positioning with nasal high flow therapy: ") . . . _10Q-
[nvitation to join a pandemic collaborative research effort — hypoxaemlc patlents with COVID-19:
Jie Li?, Ivan Pavlov ®, John G. Laffey “" Oriol Roca %, Sara Mirza ¢, Yonatan Perez !, Bairbre McNicholas ", prOtOCOI fOl‘ d randO mISEd COIIlTOlled

David Cosgrave “", David Vines?, Elsa Tavernier ¥, Stephan Ehrmann "

open-label superiority meta-trial

Elsa Tavernier @ ,"2 Bairbre McNicholas,** lvan Pavlov,® Oriol Roca,®”
Yonatan Perez,® John Laffey,s’4 Sara Mirza,® David Cosgrave,3'4 David Vines,®
Jean-Pierre Frat,10 Stephan Ehrmann,8 Jie Li



Analyse intermédiaire collectives

(sur données agrégées)

Normal critical value (Z)
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¢ Upper boundary
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4 Interim analysis
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Sample size
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Lancet Respir Med 2021

Awake prone positioning for COVID-19 acute hypoxaemic
respiratory failure: a randomised, controlled, multinational,

open-label meta-trial

International META—TRIAL

=

Stephan Ehrmann®, Jie Li*, Miguel Ibarra-Estrada®, Yonatan Perez*, lvan Pavlov*, Bairbre McNicholas*, Oriol Roca®, Sara Mirza, David Vines,
Roxana Garcia-Salcido, Guadalupe Aguirre-Avalos, Matthew W Trump, Mai-Anh Nay, Jean Dellamonica, Saad Nseir, Idrees Mogri, David Cosgrave,
Dev Jayaraman, Joan R Masclans, John G Laffey, Elsa Tavernier, for the Awake Prone Positioning Meta-Trial Groupf

Awake prone
positioning
group (n=564)

Primary outcome

Treatment failure at day 28 223/564 (40%)
(intubation or death)

— Standard care

—— Awake prone positioning

Hazard ratio 0-78 (95% Cl 0-65-0-93)

Log-rank p=0-0069

Standard care RR (95% Cl), HR Treatment failure
group (n=557) (95% Cl), or mean
difference (95% Cl) 1-0 7
5
5)
0 = 08+
257/557 (46%) RR 0-86 (0-75t0 0-98) S
P
E e 0.6 4
S5 O
wnos
= 5
g o 044
E
T 024
o
o
0 T
0 7
Number at risk
(number censored)
Standard care 557 (0) 345(0)

Awake prone positioning 564 (0) 405 (0)

310 (0)
358 (0)

21

299 (0)
344 (0)

28

298 (298)
341(341)



Lancet Respir Med 2021

Awake prone positioning for COVID-19 acute hypoxaemic
respiratory failure: a randomised, controlled, multinational,
open-label meta-trial

International META—TRIAL

— 11 =

Stephan Ehrmann®, Jie Li*, Miguel Ibarra-Estrada®, Yonatan Perez*, lvan Pavlov*, Bairbre McNicholas*, Oriol Roca®, Sara Mirza, David Vines,
Roxana Garcia-Salcido, Guadalupe Aguirre-Avalos, Matthew W Trump, Mai-Anh Nay, Jean Dellamonica, Saad Nseir, Idrees Mogri, David Cosgrave,
Dev Jayaraman, Joan R Masclans, John G Laffey, Elsa Tavernier, for the Awake Prone Positioning Meta-Trial Groupf

APP Standard care

Study Events Total Events Total Risk Ratio RR 95%-Cl Median Mean
Canada 3 7 3 6 < i > 0.86 [0.27;2.77] 24 2.7
France 82 200 85 202 i 0.97 [0.77;1.23] 2.0 2.9
Ireland 0 12 2 12« : > (0.20 [0.01;3.76] 3.1 3.3
Mexico 88 216 112 214 = i 0.78 [0.63;0.96] 8.6 9.0
Spain 5 17 7 13 <= 5 0.55 [0.22;1.33] 1.6 1.7
USA 45 112 48 110 i 0.92 [0.68; 1.26] 2.5 4.4
i

Heterogeneity: 1“ = 0% [0%; 69%)]
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stephanEHRMANN@gmail.com Merci pour votre attention,



