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Utiliser le plasma ou sérum de patients convalescents pour guérir ou prévenir
une maladie: A propos du 1er prix Nobel de Médecine en 1901

Adolf von Behring médecin allemand et premier lauréat
du prix Nobel de physiologie ou de médecine en 1901
pour avoir découvert le sérum* de I'antitoxine de la
diphtérie (1890) et du tétanos (1890) et démontré un
transfert de 'immunité (avec Kitasato Shibasaburo,
médecin japonais).

Par ailleurs :

e Charles Richet: sérum anti staphylocoque (1888) sérum
anti tuberculeux (1890)

e Albert Calmette: sérum antivenimeux (1890)

e Emile Roux: sérum antidiphtérique (1894)

22es NI, Montpellier du 30/08 au 1/09/2021 * Le sérum: un plasma dépourvu de facteurs de la coagulation



Convalescent plasma treatment of severe Ti to Clinical | t
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Liu et al, Nature Medicine
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et des produits de santé

PROTOCOLE D'UTILISATION THERAPEUTIQUE
24 avril 2020

Plasma convalescent COVID-19
Infection par le coronavirus SARS-CoV-2 (maladie COVID-19)
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Convalescent plasma and COVID-19

The blood of recovered COVID-19 patients contains proteins called
antibodies developed by the immune system to fight the SARS-CoV-2 virus.
Antibodies are found in the blood plasma, which can be collected and used
to treat other COVID-19 patients with a convalescent plasma transfusion
that is safe and has few side effects.

How does convalescent plasma therapy work?

Blood is collected and run through a machine to separate
antibody-containing plasma in a process called apheresis.

Blood return

Convalescent plasma is collected and the rest
of the blood is returned to the donor’s body.

»»(

‘SARS Cov-2
v intravenous transfusion to deliver antibodies to their blood.
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Who can become a convalescent plasma donor?

People who tested positive for COVID-19 and have been symptom free for 14 days.
People never confirmed to have had COVID-15 but who have recovered from
’OVID 19 >)mp o*s and also ta> ed po>|t|\nf rSARS Cc\-’ 2 antltodlas

A cmo S must meet all other stawda d blcoc Lonatlon CAIWAQ patient page 2020

,,7"; @ ConvalnscentplamlsgweanOVID-IQpatimlsﬂrough |
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Convalescent donor selection

Standard eligibility criteria, including a delay of 14 days since COVID-
19 symptoms resolution (fever, dyspnea)

Apheresis : standard procedure, 650 ml

Frequency : up to 3 times with a minimum of 15 days interval (per
standard regulation)

Donor qualification:

Neutralizing activity titer >= 1/40 and/or Euroimmun Elisa ratio > 5,6
Plasma:

Pathogen reduced (Intercept) and cryopreserved for use as:

e Convalescent plasma (neutralizing titer >= 1/40)

e Standard plasma (neutralizing titer < 1/40)

From 07/04 to 12/06:

_ 2869 plasma donations (apheresis, 3 units / donation), among which 563
PlasmaCoV2 donations

_ 64 to 55% qualified donations (76% among PCR+ donors)

_ 4700 qualified convalescent plasma units (200 to 220 ml/unit)

Reinitiation of CCP collection since 26/10: 100 to 200 plasmapheresis / week with a

focus on B, AB CCP donors)



CORIPLASM-ID: évaluation du plasma convalescent

chez les immunodéprimés covid19, preuve de concept
Description : profil immunologique des 17 patients

o Hypogammaglobulinémie profonde (médiane 3,5g/L)
o Absence de lymphocytes B circulants pour 16 patients
o Une réponse cellulaire T effective et spécifique

Immunophénotypage lymphocytaire ELISPOT (N=3)
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CORIPLASM-ID: évaluation du plasma convalescent

chez les immunodéprimés covid19, preuve de concept

m Aucun effet indésirable rapporté
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HEMOPLASM: cohorte exposé/non exposé avec score de propension —
Evaluation du plasma convalescent dans les hémopathies malignes

-

112 patients with hematological malignancies from the
CCP monitored access program

120 patients non-exposed to convalescent plasma with
v B-lymphoid neoplasm from the COVID-19 cohort
81 patients with B-lymphoid neoplasm (CPP group)* (standard group)
A4
201 patients with B-lymphoid neoplasm
A 4 A 4 A4 A4
172 patients alive 16 172 patients 137 patients less 118 patients 88 patients
days after pre-treated than 85 years old hospitalized hospitalized
hospitalization with anti-CD20 and not pre-treated in Ile-de-France from 2020, July
by tocilizumab. to 2021, April
remdesivit or
A 4 azithromycin/
147 patients alive 16 hydroxychloroquine
days after
hospitalization
pre-treated with
anti-CD20
Hueso, ECCMID 2021 8

*ALL were excluded form analysis



HEMOPLASM: cohorte exposé/non exposé avec score de propension —

Evaluation du plasma convalescent dans les hémopathies malignes
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=>» Meilleur pronostic si hémopathies lympoides B, utilisation d’antiCD19-20, transfusé t6t
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HEMOPLASM: cohorte exposé/non exposé avec score de propension —

Evaluation du plasma convalescent dans les hémopathies malignes

Table 4: Estimation of hazard ratio (HR) of death associated with plasma therapy and its 95% confidence interval (CI)

Crude association Adjusted association m! lafsso;:;;ﬁon IPW IPW including sex
HR .of deat!l HR.of deat!l lIR.of deat!l HR _of deat!l I?s{szzi::::lh
swalyssipoputation DRI dme  phaematherapy  value plasmatherapy vame plaema therspy PYANS Wihplasma D

[95%CT] [95%CT] [95%CT] [95%CT] [95“;,;:(1:’.}’]

16 day- anti-cd20 population  0.47 [0.16;1.3] 0.157 0.33[0.11:099]  0.049 0.37 [0.20;0.69]  0.002

Querall population 045[0.26:0.79]  0.005 0.46[0.26:0.84] 0012 045[0.25:0.83] 0.010 0.50[0.34:0.72] <0.001 [0‘303'?:. g9 <0001

RCT-like population 0.54 [0.29:1.0] 0.064 0.58[029:12]  0.117 0.57[0.37:0.89]  0.014

Waye 2-4 population 044[0.20:0.97]  0.042 050[023:1.1]  0.083 0.60[0.35:1.0]  0.069

IdE population 040[0.17:0.95]  0.039 039[0.16:0.96] 0.040 0.40 [0.24:0.67]  <0.001

16 day- population 0.55 [0.19:1.6] 0263 046[0.15:14]  0.165 0.43[0.23:0.78]  <0.001

Anti-CD20 population 0.37[0.21:0.65]  <0.001 0.32[0.17:0.60] <0.001 0.39[0.26:0.58]  <0.001

Adjusted associations and IPW models were controlled for age (<65 years vs. =65 vears), arterial hypertension or diabetes or body mass index>25kg/m? (ves vs. not) and corticotherapy (ves vs.
not). IdE; Ile-de-France, IPW: inverse probability of convalescent plasma exposure weighting, RCT: randomized controlled trial
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HEMOPLASM: cohorte exposé/non exposé avec score de propension —

Evaluation du plasma convalescent dans les hémopathies malignes
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+ Efficacité du plasma convalescent covid19 dans les
hémopathies malignes, en particulier lymphoides B

 Facteurs associés a un bon pronostic : antécédent
de traitement par rituximab, stade précoce, (femme)

« Comme pour les mAbs, la sérologie neg. est
egalement associée a un meilleur pronostic
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