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L’exemple de la maladie « rare » pour les probabilités 
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Probabilités conditionnelle revisitées avec les tests 
antigéniques 
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Bayes et les tests antigéniques Modélisation épidémique COVID-19 Immunomics Conclusion

Application au SARS-Cov-2

• Incidence de l’infection en France la semaine du 16 novembre1 : 0,151%

• Propriétés du test antigénique2 :
• Sensibilité : 71%
• Spécificité : 98%

Avec un test positif, quelle est la probabilité d’avoir réellement la COVID-19 ?

Pr(M =+) = 0.151 Pr(T =+|M =+) = 0.71 Pr(T =°|M =°) = 0.98

Pr(M =+|T =+) = Pr(T =+|M =+)Pr(M =+)
Pr(T =+)

= Pr(T =+|M =+)Pr(M =+)
Pr(T =+|M =+)Pr(M =+)+Pr(T =+|M =°)Pr(M =°)

= Pr(T =+|M =+)Pr(M =+)
Pr(T =+|M =+)Pr(M =+)+ (1°Pr(T =°|M =°))(1°Pr(M =+))

= 0.86

1Source : bulletin épidémiologique de Santé Publique France en semaine 47 2020
2Source : méta-analyse de la synthèse Haute Autorité de Santé du 8 Octobre 2020
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Tests PCR : sensibilité et spécificité inconnues
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Interpreting COVID-19 Test Results: a Bayesian Approach
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INTRODUCTION

As physicians care for patients with contact history and symp-
toms that might represent coronavirus disease 2019 (COVID-
19), interpreting the results of polymerase chain reaction
(PCR) assays from nasal and pharyngeal swabs is crucial.
While a positive result in an acutely ill patient is straightfor-
ward, how should physicians interpret negative tests in pa-
tients with suspected COVID-19 infection?
Physicians and patients often place inappropriate confidence

in test results, even when those tests are imperfect.1 Specifically,
physicians may minimize their own clinical reasoning (e.g.,
their pre-test probability of disease) and defer to a test result
that may not be correct. With PCR testing for COVID-19, false
negative tests are particularly concerning, potentially leading to
an inappropriate sense of security regarding infectivity.
To accurately interpret test results, one needs to know the

positive and negative predictive values of a test in the setting
applied, which depend on its sensitivity and specificity, along
with prevalence or pre-test probability. Although the specific-
ity of PCR assays for COVID-19 appears to be close to 100%,
documenting its sensitivity is surprisingly elusive.2 Real-
world sensitivity of the COVID-19 assay is especially impact-
ed by difficulty in sampling technique for obtaining specimens
using nasopharyngeal swabs.3 One recent unpublished (non-
peer reviewed) study based on the experience in China sug-
gested a sensitivity of 70%.4

We believe that Bayes theorem can be applied to the inter-
pretation of negative PCR results in patients with suspected
COVID-19 infection. To illustrate, we simulate two patient
scenarios with differing contact history and clinical
presentations.

METHODS

We applied a Bayesian analysis to interpret negative and
positive COVID-19 PCR assay results for two clinical scenar-
ios. For both scenarios, we assumed a PCR assay specificity of
99.9% and varied the sensitivity from 70 to 90%.4, 5

Scenario 1 (high pre-test probability of COVID-19 infection):
A 32-year-old nurse presents with 2 days of fevers to 102°,
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cough, and subjective dyspnea. She works in an emergency
room that has evaluated numerous COVID-19 patients. She
reports using appropriate personal protective equipment. We
estimated a pre-test probability of COVID-19 infection at
90% (but varied it to as low as 70%).
Scenario 2 (low pre-test probability of COVID-19 infection):
A 25-year-old male presents with subjective fevers (no
temperature taken), cough, and subjective dyspnea. He has
no significant exposures but lives where COVID-19 infec-
tions were reported; he has worked at home for the past
month with occasional shopping for food. He reports
frequent hand washing and practices social distancing. We
estimated a pre-test probability of COVID-19 infection at 5%
(but varied it to as high as 10%).

RESULTS

For the high-risk scenario with our estimated 90% pre-test prob-
ability, the post-test probability of a false negative test ranged
from 47 to 73% (Table 1). With a 70% pre-test probability, the
post-test probability of a false negative ranged from 19 to 41%.
For a low-risk scenario with a pre-test probability of 5–10%, the
post-test disease probability with a negative test ranged from 0.5
to 3.2%.Disease likelihoodwith a positive test remained > 99.9%
in the high-risk scenario and > 97.4% in the low-risk patient.

DISCUSSION

We applied a Bayesian approach to illustrate the interpretation
of COVID-19 negative tests based on the clinical suspicion of
disease probability. A positive test in both high pre-test and
low pre-test scenarios most likely represents acute infection.
Likewise, a negative test in a low pre-test probability case

Table 1 Estimates for Post-Test Probability of Acute COVID-19
Infection for Simulated Patient Scenarios

Clinical
Scenarios

Pre-test
probability
(%)

PCR assay
sensitivity
(%)

Post-test probability
of acute COVID-19
infection

Positive
test (%)

Negative
test (%)

Patient 1:
high pre-
test proba-
bility

70 70 100 41.2
90 100 18.9

90 70 100 73.0
90 100 47.4

Patient 2:
low pre-test
probability

5 70 97.4 1.6
90 97.9 0.5

10 70 98.7 3.2
90 99.0 1.1

2490
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BACKGROUND
Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection and the 
resulting coronavirus disease 2019 (Covid-19) have afflicted tens of millions of people 
in a worldwide pandemic. Safe and effective vaccines are needed urgently.

METHODS
In an ongoing multinational, placebo-controlled, observer-blinded, pivotal efficacy 
trial, we randomly assigned persons 16 years of age or older in a 1:1 ratio to receive 
two doses, 21 days apart, of either placebo or the BNT162b2 vaccine candidate (30 µg 
per dose). BNT162b2 is a lipid nanoparticle–formulated, nucleoside-modified RNA 
vaccine that encodes a prefusion stabilized, membrane-anchored SARS-CoV-2 full-
length spike protein. The primary end points were efficacy of the vaccine against 
laboratory-confirmed Covid-19 and safety.

RESULTS
A total of 43,548 participants underwent randomization, of whom 43,448 received 
injections: 21,720 with BNT162b2 and 21,728 with placebo. There were 8 cases of 
Covid-19 with onset at least 7 days after the second dose among participants as-
signed to receive BNT162b2 and 162 cases among those assigned to placebo; 
BNT162b2 was 95% effective in preventing Covid-19 (95% credible interval, 90.3 to 
97.6). Similar vaccine efficacy (generally 90 to 100%) was observed across subgroups 
defined by age, sex, race, ethnicity, baseline body-mass index, and the presence of 
coexisting conditions. Among 10 cases of severe Covid-19 with onset after the first 
dose, 9 occurred in placebo recipients and 1 in a BNT162b2 recipient. The safety 
profile of BNT162b2 was characterized by short-term, mild-to-moderate pain at the 
injection site, fatigue, and headache. The incidence of serious adverse events was 
low and was similar in the vaccine and placebo groups.

CONCLUSIONS
A two-dose regimen of BNT162b2 conferred 95% protection against Covid-19 in 
persons 16 years of age or older. Safety over a median of 2 months was similar to 
that of other viral vaccines. (Funded by BioNTech and Pfizer; ClinicalTrials.gov 
number, NCT04368728.)
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the occurrence of adverse events more than 2 to 
3.5 months after the second dose and more 
comprehensive information on the duration of 
protection remain to be determined. Although 
the study was designed to follow participants for 
safety and efficacy for 2 years after the second 
dose, given the high vaccine efficacy, ethical and 
practical barriers prevent following placebo re-
cipients for 2 years without offering active im-
munization, once the vaccine is approved by 
regulators and recommended by public health 
authorities. Assessment of long-term safety and 
efficacy for this vaccine will occur, but it cannot 
be in the context of maintaining a placebo group 
for the planned follow-up period of 2 years after 
the second dose. These data do not address 
whether vaccination prevents asymptomatic in-
fection; a serologic end point that can detect a 
history of infection regardless of whether symp-
toms were present (SARS-CoV-2 N-binding anti-
body) will be reported later. Furthermore, given 
the high vaccine efficacy and the low number of 
vaccine breakthrough cases, potential establish-

ment of a correlate of protection has not been 
feasible at the time of this report.

This report does not address the prevention 
of Covid-19 in other populations, such as young-
er adolescents, children, and pregnant women. 
Safety and immune response data from this trial 
after immunization of adolescents 12 to 15 years 
of age will be reported subsequently, and addi-
tional studies are planned to evaluate BNT162b2 
in pregnant women, children younger than 12 
years, and those in special risk groups, such as 
immunocompromised persons. Although the 
vaccine can be stored for up to 5 days at stan-
dard refrigerator temperatures once ready for use, 
very cold temperatures are required for shipping 
and longer storage. The current cold storage re-
quirement may be alleviated by ongoing stability 
studies and formulation optimization, which 
may also be described in subsequent reports.

The data presented in this report have sig-
nificance beyond the performance of this vac-
cine candidate. The results demonstrate that 
Covid-19 can be prevented by immunization, 

Table 2. Vaccine Efficacy against Covid-19 at Least 7 days after the Second Dose.*

Efficacy End Point BNT162b2 Placebo

Vaccine Efficacy, %  
(95% Credible 

Interval)‡

Posterior  
Probability 

(Vaccine Efficacy 
>30%)§

No. of 
Cases

Surveillance 
Time (n)†

No. of 
Cases

Surveillance 
Time (n)†

(N=18,198) (N=18,325)

Covid-19 occurrence at least  
7 days after the second 
dose in participants with-
out evidence of infection

8 2.214 (17,411) 162 2.222 (17,511) 95.0 (90.3–97.6) >0.9999

(N=19,965) (N=20,172)

Covid-19 occurrence at least  
7 days after the second 
dose in participants with 
and those without evidence 
of infection

9 2.332 (18,559) 169 2.345 (18,708) 94.6 (89.9–97.3) >0.9999

*  The total population without baseline infection was 36,523; total population including those with and those without prior evidence of infec-
tion was 40,137.

†  The surveillance time is the total time in 1000 person-years for the given end point across all participants within each group at risk for the 
end point. The time period for Covid-19 case accrual is from 7 days after the second dose to the end of the surveillance period.

‡  The credible interval for vaccine efficacy was calculated with the use of a beta-binomial model with prior beta (0.700102, 1) adjusted for the 
surveillance time.

§  Posterior probability was calculated with the use of a beta-binomial model with prior beta (0.700102, 1) adjusted for the surveillance time.
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BACKGROUND
The efficacy of interleukin-6 receptor antagonists in critically ill patients with 
coronavirus disease 2019 (Covid-19) is unclear.

METHODS
We evaluated tocilizumab and sarilumab in an ongoing international, multifactorial, 
adaptive platform trial. Adult patients with Covid-19, within 24 hours after starting 
organ support in the intensive care unit (ICU), were randomly assigned to receive 
tocilizumab (8 mg per kilogram of body weight), sarilumab (400 mg), or standard 
care (control). The primary outcome was respiratory and cardiovascular organ sup-
port–free days, on an ordinal scale combining in-hospital death (assigned a value 
of −1) and days free of organ support to day 21. The trial uses a Bayesian statistical 
model with predefined criteria for superiority, efficacy, equivalence, or futility. An 
odds ratio greater than 1 represented improved survival, more organ support–free 
days, or both.

RESULTS
Both tocilizumab and sarilumab met the predefined criteria for efficacy. At that 
time, 353 patients had been assigned to tocilizumab, 48 to sarilumab, and 402 to 
control. The median number of organ support–free days was 10 (interquartile range, 
−1 to 16) in the tocilizumab group, 11 (interquartile range, 0 to 16) in the sari-
lumab group, and 0 (interquartile range, −1 to 15) in the control group. The me-
dian adjusted cumulative odds ratios were 1.64 (95% credible interval, 1.25 to 2.14) 
for tocilizumab and 1.76 (95% credible interval, 1.17 to 2.91) for sarilumab as 
compared with control, yielding posterior probabilities of superiority to control of 
more than 99.9% and of 99.5%, respectively. An analysis of 90-day survival showed 
improved survival in the pooled interleukin-6 receptor antagonist groups, yielding 
a hazard ratio for the comparison with the control group of 1.61 (95% credible 
interval, 1.25 to 2.08) and a posterior probability of superiority of more than 
99.9%. All secondary analyses supported efficacy of these interleukin-6 receptor 
antagonists.

CONCLUSIONS
In critically ill patients with Covid-19 receiving organ support in ICUs, treatment 
with the interleukin-6 receptor antagonists tocilizumab and sarilumab improved 
outcomes, including survival. (REMAP-CAP ClinicalTrials.gov number, NCT02735707.)
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BACKGROUND
The efficacy of interleukin-6 receptor antagonists in critically ill patients with 
coronavirus disease 2019 (Covid-19) is unclear.

METHODS
We evaluated tocilizumab and sarilumab in an ongoing international, multifactorial, 
adaptive platform trial. Adult patients with Covid-19, within 24 hours after starting 
organ support in the intensive care unit (ICU), were randomly assigned to receive 
tocilizumab (8 mg per kilogram of body weight), sarilumab (400 mg), or standard 
care (control). The primary outcome was respiratory and cardiovascular organ sup-
port–free days, on an ordinal scale combining in-hospital death (assigned a value 
of −1) and days free of organ support to day 21. The trial uses a Bayesian statistical 
model with predefined criteria for superiority, efficacy, equivalence, or futility. An 
odds ratio greater than 1 represented improved survival, more organ support–free 
days, or both.

RESULTS
Both tocilizumab and sarilumab met the predefined criteria for efficacy. At that 
time, 353 patients had been assigned to tocilizumab, 48 to sarilumab, and 402 to 
control. The median number of organ support–free days was 10 (interquartile range, 
−1 to 16) in the tocilizumab group, 11 (interquartile range, 0 to 16) in the sari-
lumab group, and 0 (interquartile range, −1 to 15) in the control group. The me-
dian adjusted cumulative odds ratios were 1.64 (95% credible interval, 1.25 to 2.14) 
for tocilizumab and 1.76 (95% credible interval, 1.17 to 2.91) for sarilumab as 
compared with control, yielding posterior probabilities of superiority to control of 
more than 99.9% and of 99.5%, respectively. An analysis of 90-day survival showed 
improved survival in the pooled interleukin-6 receptor antagonist groups, yielding 
a hazard ratio for the comparison with the control group of 1.61 (95% credible 
interval, 1.25 to 2.08) and a posterior probability of superiority of more than 
99.9%. All secondary analyses supported efficacy of these interleukin-6 receptor 
antagonists.

CONCLUSIONS
In critically ill patients with Covid-19 receiving organ support in ICUs, treatment 
with the interleukin-6 receptor antagonists tocilizumab and sarilumab improved 
outcomes, including survival. (REMAP-CAP ClinicalTrials.gov number, NCT02735707.)
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Abstract
Background: Mortality from COVID-19 is high among hospitalized patients and effective therapeutics are lacking.
Hypercoagulability, thrombosis and hyperinflammation occur in COVID-19 and may contribute to severe complications.
Therapeutic anticoagulation may improve clinical outcomes through anti-thrombotic, anti-inflammatory and anti-viral
mechanisms. Our primary objective is to evaluate whether therapeutic-dose anticoagulation with low-molecular-weight
heparin or unfractionated heparin prevents mechanical ventilation and/or death in patients hospitalized with COVID-19
compared to usual care.
Methods: An international, open-label, adaptive randomized controlled trial. Using a Bayesian framework, the trial will
declare results as soon as pre-specified posterior probabilities for superiority, futility, or harm are reached. The trial uses
response-adaptive randomization to maximize the probability that patients will receive the more beneficial treatment
approach, as treatment effect information accumulates within the trial. By leveraging a common data safety monitoring
board and pooling data with a second similar international Bayesian adaptive trial (REMAP-COVID anticoagulation
domain), treatment efficacy and safety will be evaluated as efficiently as possible. The primary outcome is an ordinal end-
point with three possible outcomes based on the worst status of each patient through day 30: no requirement for inva-
sive mechanical ventilation, invasive mechanical ventilation or death.
Conclusion: Using an adaptive trial design, the Anti-Thrombotic Therapy To Ameliorate Complications of COVID-19
trial will establish whether therapeutic anticoagulation can reduce mortality and/or avoid the need for mechanical venti-
lation in patients hospitalized with COVID-19. Leveraging existing networks to recruit sites will increase enrollment and
mitigate enrollment risk in sites with declining COVID-19 cases.

Keywords
Heparin, thrombosis, COVID-19, adaptive clinical trial, protocol

Introduction

Severe Acute Respiratory Syndrome Coronavirus-2
(SARS-CoV-2) is a novel coronavirus that has rapidly
spread across the globe causing severe respiratory infec-
tion.1,2 With the possible exception of remdesivir, no
therapies have proven efficacy.3,4 Rapidly deployable,
safe and effective therapeutic agents are urgently
needed. Coronavirus disease 2019 (COVID-19) is asso-
ciated with activation of coagulation and inflammatory
pathways (Figure 1), suggesting that therapeutic-dose
anticoagulation may improve clinical outcomes.

Early observational reports suggest that COVID-19
infection is associated with hypercoagulability and
increased risk of thrombosis.5–7 Thrombosis is closely
linked to systematic vascular inflammation and, dis-
tinct from other respiratory viral syndromes, COVID-
19 appears to be associated with a profound endothe-
liopathy.8 D-dimer levels may signal this coagulopathy
and predict poor prognosis.5,9,10 D-dimers may also
help identify patients most likely to benefit from
anticoagulation.

Heparin is a commonly used anti-thrombotic agent
that facilitates antithrombin-mediated inactivation of
factors Xa and IIa. Heparin has diverse anti-
inflammatory properties and is known to inhibit com-
plement and adhesion molecule expression in the
microvasculature11 and downregulate interleukin 6.12

Heparin may also exert direct anti-viral effects on

SARS-CoV-2.13 Upon binding heparin, the SARS-
CoV-2 spike protein undergoes conformational changes
that interfere with binding to angiotensin converting
enzyme-2. A similar anti-viral effect of heparin has also
been observed with SARS-CoV-1.14,15

A significant body of evidence including laboratory
data,11,12 animal models,16 observational studies,17 ran-
domized controlled trials in humans18,19 and meta-analy-
ses18,20 support the potential for heparin to reduce
mortality in sepsis. Data are limited in COVID-19,
although an observational study from China suggested
that the use of low-dose heparin may be associated with
lower mortality in patients with elevated D-dimer lev-
els.21,22 A second observational cohort from New York
observed that therapeutic anticoagulation was associated
with longer survival among critically ill patients with
COVID-19.23 Both observational studies had important
limitations and cited the need for randomized trials.

These data provide a compelling rationale to evalu-
ate therapeutic anticoagulation with heparin in patients
with COVID-19. The proposed Anti-Thrombotic
Therapy To Ameliorate Complications of COVID-19
(ATTACC) trial will leverage an international network
of over 30 sites across Canada, the United States,
Brazil and Mexico to rapidly inform clinical practice.
In this article, we describe and elaborate upon design
considerations including our choices and rationale with
an aim to provide helpful and generalizable guidance
for the clinical trials community.
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Projets 2020

1. Ré-analyse bayésienne de la méta-analyse sur le traitement de la COVID-19 par 
hydroxychloroquine présentée dans l’article de Fiolet et al.

2. Ré-analyse bayésienne de la méta-analyse sur les performances tests antigéniques pour détecter 
le SARS à partir de la Synthèse de la Haute Autorité de Santé du 8 octobre 2020

3. Estimation bayésienne de la prévalence de la COVID-19 en Islande et aux États-Unis à partir de 
l’article de Gao & Dong

4. Ré-analyse bayésienne de l’étude de Bendavid et al. sur la séroprévalence d’anticorps au SARS-
CoV-2 en Californie à partir de l’article de Gelman & Carpenter
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doi:10.1101/2020.04.14.20062463.
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Monitoring du taux de positivité au test PCR du SARS-Cov-2 à 
l'Université de Bordeaux

14
https://shiny-u-bordeaux-covidsurv.apps.math.cnrs.fr/
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Réflexions
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Pandémie : fatigue ?

Un regain de motivation ?

• Enseignant : (très) enthousiaste à l’idée de montrer l’utilité de ces 
méthodes sur un sujet actuel, connu de tous, au cœur des 
préoccupations de chacun

• Les étudiants : aucun enthousiasme particulier, pas de motivation ou 
d’implication particulière détectée en classe, ou dans les questionnaires 
de retour
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Impact psychologique de la pandémie sur les étudiants

e-cohorte CONFINS :

• symptomes depressifs ↗
• anxiété ↗

Sujet d’actualité : 😊 & 😟
• Intérêt accru des étudiants, plus concernés. Vraiment ??
• ⇒ Lassitude/saturation, mélange des genres (Amphi VS BFM)
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Even before the COVID-19 pandemic, it was known that college students have a high prevalence of mental health 
 problems1,2. In France, as in most high-income countries, suicide is the second-leading cause of death among 
individuals aged 15 to 25 years, and a national student cohort has reported high rates of depression, anxiety, 
and suicidal  thoughts3.

In the "rst stages of the epidemic, France was one of the most a#ected countries in the world in number of 
cases and  deaths4,5, leading to an early lockdown in March 2020, followed by another lockdown period in Octo-
ber 2020. $e negative impact of the COVID-19 epidemic and lockdown on mental health has been reported 
in some population-based  studies6–8, some including  students9,10. A recent meta-analysis including 27 studies 
constituting 90,879 college students in 15 countries reported 39.4% having anxiety and 31.2% having depression 
during the COVID-19  epidemic11,12.

To our knowledge, most of these studies were conducted in the initial months of the pandemic and, to date, 
none of them has presented some prevalence of mental health problems among students during the second lock-
down in France. It is, however, uncertain whether students are indeed at higher risk of mental health disturbances 
than non-students or if they are di#erentially impacted by lockdown periods over time. Our objective was to com-
pare the frequency of depressive symptoms, anxiety, and suicidal thoughts in students and non-students enrolled 
in the same study, in key periods of the COVID-19 epidemic from March 2020 to January 2021 in France.
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