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Sujets abordés

AEvénements inflammatoires / immunologiques
- Réactogenicité locale et genérale
- SGB, cytopénies, encephalites bénignes et séveres, myocard
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Une perception parfois faussée par 3 facteurs

ALes maladies ont parfois presque disparu
- Diphtérie, poliomyelite, infections invasivesiainfluenza® X
- Dans la dalance bénéficgisque», le bénéfice peut étre oublié

ALes vaccins sont faits a de vastes populations

- Ce qui favorise des liens temporels quoique non causaux : il y a parmi les vaccines
des gens qui allaient developper telle ou telle maladie, vaccination ou non
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ALes vaccins sont souvent faits a des sujets en bonne santé
- En particulier des tres jeunes enfants
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- «Je ne veux pas prendre de medicament toxique alors gue je vais bien
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Perception immeédiate du Acceptation des effets
benéfice indésirables



Deux tentations contradictoires
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- Ex : nombreux signalement de femmes décrivant des modifications de leur cycle
menstruel apres vaccination SABGVH X

X az2zdzdSyiu ol ftle$Sa

dz 2 RS
X S tF LKENYEO2@A

£ I
JAtFYyOS O02yaiR

AExcés de &€e qui vous arrive est siirement lié au vascin



Effets a mediation
Immunologique

Réactogénicitsimple
Thrombopénies
Myocardite
Syndrome de GuillaiBarré



REVIEW ARTICLE OPEN
The how’s and what’s of vaccine reactogenicity

Caroline Hervé (3', Béatrice Laupéze', Giuseppe Del Giudice?, Arnaud M. Didierlaurent’ and Fernanda Tavares Da Silva ('
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Laréeactogeénicitdocale et générale est le
reflet de la réaction inflammatoira minima
volontairement déclenchée par le vaccin
localement



REVIEW ARTICLE OPEN
The how’s and what’s of vaccine reactogenicity

Caroline Hervée (3', Béatrice Laupéze', Giuseppe Del Giudice?, Arnaud M. Didierlaurent’ and Fernanda Tavares Da Silva (%'

La prévention de leéactogénicitépeut avoir des effet sur la réponse immune

Table 1. Impact of paracetamol versus ibuprofen on reactogenicity and immunogenicity

Impact on
reactogenicity

Impact on antibody response

Oral paracetamol®
Administered prophylactically at the time of vaccination | Tenderness

and within the following 24 h | Fever
| Swelling
| Pain
Administered therapeutically | Fever
| Pain

Oral ibuprofen®

Administered prophylactically at the time of vaccination Limited impact
and within the following 24 h

Administered therapeutically | Fever
| Pain

| 5/13 pneumococcal serotypes, hepatitis,
diphtheria, tetanus. Lower impact after dose 2.

No impact.

| pertussis toxin, tetanus. No impact after the
second dose.

No impact.




THE JOURNAL OF PEDIATRICS + www.jpeds.com ORIGINAL

ARTICLES N
_ L h
Thrombocytopenic Purpura after Measles-Mumps-Rubella Vaccination: A r"%% ,
Systematic Review of the Literature and Guidance for Management Nig

Elpis Mantadakis, MD, Evangelia Farmaki, MD, and George R. Buchanan, MD

ARisk of developing ITP after MMR vaccination: 2.6/100 000 vaccine doses
(range 0.087 to 4/100 000)

ARisk of thrombocytopenia after natural measles or rubella: 6 to 1200 / 100 000 ca

AApproximately 100 cases of ITP per year can be attributed to the MMR vaccine ir

A2.3% to 3.1% of the 3,200 to 4,240 annual cases of childhood ITP in the United S
are MMRassociated.

Le vaccin ROR est une cause rare mais bi
connue de PTI
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ARTICLES N
Thrombocytopenic Purpura after Measles-Mumps-Rubella Vaccination: A bf%b% ,
Systematic Review of the Literature and Guidance for Management Nig

Elpis Mantadakis, MD, Evangelia Farmaki, MD, and George R. Buchanan, MD

A6 publications reported the risk of recurrence of IPT after MMR vaccinatic
In children with ITP, either newaccing or MMR-associated TP

AAmong 131 children with a history of ITP (r@ccingassociated in 94,
MMR-associated in 26, and otheaccine associated in 11 children), none
had a recurrence of ITP within 6 weeks after the first or secms® of
MMR.



JAMA Cardiology | Original Investigation

SARS-CoV-2 Vaccination and Myocarditis in a Nordic Cohort Study

of 23 Million Residents
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Figure 2. Myocarditis Within 28 Days After SARS-CoV-2 Vaccination in 4 Nordic Countries Among Males Aged 16 to 39 Years, With Pooled Estimates

|A| Males aged 16-24 y

Exposure Country IRR (95%Cl)
BNT162b2
Denmark 2.69 (1.08-6.69)
Finland  2.03 (D.86-4.80)
Norway  1.89 (0.55-6.44)
Sweden  2.07 (1.04-4.13)
Total 2.16(1.40-3.33)
mRNA-1273
Denmark 9.63 (1.28-72.40)
Norway  4.50(0.59-34.02)
Sweden 1.29(0.32-5.26)
Total 2.90(1.05-7.97)
BNT162b2/BNT162b2
Denmark 5.02 (2.40-10.48)
Finland 4.70(1.98-11.14)
Norway 7.25(2.65-19.86)
Sweden 5.25(3.01-9.18)
Total 5.31(3.68-7.68)
BNT162b2/mRMNA-1273
Finland 32.76(7.90-135491)
Norway  36.38 (17.88-74.00)
Total 3562 (18.87-67.25)
mRNA-1273/mRNA-1273
Denmark 10.47 (1.39-78.75)
Finland  17.38(4.18-72.35)
Norway  24.96 (7.18-86.70)
Sweden 11.28(5.64-22.57)

Total

Le risque de myocardite apres vaccin ARNm a bien été identifié debut 2021

13.83 (5.08-23.68)
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[B] Males aged 25-39y

Exposure Country IRR (95%Cl)
BNT162h2
Denmark 0.85(0.11-6.29) .
Finland  1.08 (0.39-3.00) §
Norway 3.48 (1.40-8.68) —
Sweden  1.28(0.55-2.95) :
Total 1.62 (0.94-2.80) ———
mRNA-1273 :
Denmark 1.30(0.18-9.70) -
Finland  1.76 (0.24-12.79)
Sweden 0.89(0.12-6.40) =
Total 1.27 (0.40-3.99)
BNT162b2/BNT162b2
Denmark 1.65 (0.39-7.04)
Finland  2.25(0.95-5.30) —_—
Morway 2.16(0.50-9.30)
Sweden 1.25(0.50-3.10) _
Total 1.75(1.03-2.99) —
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BNT162b2/mRNA-1273

Finland

Norway

Sweden
Total

32.03(7.75-132.38)
20.19 (9.86-41.27)

35.02 (4.86-252.53)
23.16 (12.60-42.59)

mRANA-1273/mRNA-1273

Denmark

Finland

Norway

Sweden
Total

16.36 (8.04-33.20)

7.65(1.85-31.65)
22.19(8.90-55.32)
7.23(3.13-16.70)
12.96 (8.23-20.42)
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Nordic Cohort Study

Figure 3. Myocarditis Within 28 Days After SARS-CoV-2 Vaccination in 4 Nordic Countries

Among Males and Females Aged 12 Years or Older, With Pooled Estimates

[A] Malesaged>12y
Exposure Country IRR (95%Cl)

BNT162b2
Denmark 1.14 (0.59-2.21)
Finland  1.50(0.93-2.40)
Norway 1.41(0.78-2.54)
Sweden 1.43(0.95-2.13)
Total 1.40 (1.09-1.80)
mRNA-1273
Denmark 1.51(0.37-6.20)

Iimsind

Females aged 212 y
Exposure Country IRR (95% CI)

BNT162b2
Denmark 1.72 (0.64-4.62)
Finland 0.36(0.11-1.41)
Norway 2.20(1.11-4.36)
Sweden 1.46 (0.86-2.49)
Total 1.46 (1.01-2.11)
mRNA-1273
Denmark 2.48 (0.33-18.69)
Finland 0.87 (0.12-6.30)
Total  1.45(0.35-5.97)
BNT162b2/BNT162D2
Denmark 2.86 (1.29-6.34)
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Micklas Pihlstrém, MSe: Jargan Vinslev Hansen, MSc, PhD: Hanna Nohynek, MD, PhD; Nina Guiinas, M5, PhD; Anders Sundstrdm, Ba, PhD;
Rickard Ljung, MD, PhD, MPH

Eystein Karlstad, MScPharm, PhD; Petteri Hovi, MD, PhD; Anders Husby, MD, PhD; Tommi Harkdnen, PhD; Randi Marie Selmer, M5c, PhD:

SARS-CoV-2 Vaccination and Myocard

JAMA Cardiology | Original Investigation
of 23 Million Residents

Finland  0.90 (0.22-3.64)

Norway 2.05 (0.65-6.51)

Sweden 1.42(0.63-3.20)

Total 1.45 (0.84-2.52)
BNT162b2/BNT162b2 '

Denmark 2.19 (1.33-3.61)
Finland  1.97 (1.21-3.21)
Norway 1.86(1.00-3.46)
Sweden 2.07 (1.43-2.99)
Total 2.04 (1.61-2.58)
BNT162b2/mRNA-1273
Finland  21.61(7.99-54.48)
Norway 16.41(10.64-25.31)
Sweden  13.44 (1.88-95.94)
Total 16.99 (11.51-25.07)
MRNA-1273/mRNA-1273
Denmark 11.78 (6.65-20.87)
Finland  5.63 (2.47-12.84)
Norway 10.76(5.71-20.28)
Sweden 7.07 (4.51-11.08)
Total 8.55 (6.40-11.41)

0.250.50

Finland
Norway
Sweden

0.84 (0.36-1.94)
0.70(0.21-2.30)
1.14 (0.62-2.10)
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Total 1.25 (0.77-2.05)
BNT162b2/mRNA-1273
Finland  11.03(1.53-79.73)
Norway 3.77 (0.90-15.81)
Sweden  39.56 (5.50-284.58)
Total 9.62(3.11-29.77)
mMRNA-1273/mRNA-1273 '
Denmark 5.13 (1.18-22.32)
Finland  2.52(0.61-10.38)
Norway 3.53 (0.85-14.72)
Sweden 0.63 (0.09-4.53)
Total 2.73(1.27-5.87)
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SARS-CoV-2 Vaccination and Myocarditis in a Nordic Cohort Study
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Among 23 122 522 Nordic residents:

A1077 incident myocarditis events and 1149 incident pericarditi
events were identified

A5.55 (95%Cl, 3.7D.39) events per 100 000 vaccinees after the
second dose of BNT162b2

A18.39 (9.0%27.72) events per 100 000 vaccinees after the sec
dose of MRNA273.



Association between myocarditis and exposure to mRNA vaccines within
/ days, according to sex and age group
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Cardiac manifestations and outcomes of COVID-19
vaccine-associated myocarditis in the young in the USA:
longitudinal results from the Myocarditis After COVID
Vaccination (MACGiV) multicenter study

Supriya S. Jain,"* Steven A. Anderson,” Jeremy M. Steele,” Hunter C. Wilson,” Juan Carlos Muniz,” Jonathan H. Soslow,” Rebecca S. Beroukhim,?
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M. Jay Campbell, jared Klein," Sihong Huang," Christopher Mathis,” Matthew D. Comicelli,” Madhu Sharma,” Lakshmi Nagaraju,*® Jocelyn Y. Ang,”
Santosh C. Uppu,™ Preeti Ramachandran,™ Jyoti K. Patel™ Frank Han,"" Jason G. Mandell™ Jyothsna Akam-Venkata,™ Michael P. Dit.orenzo,”
Michael Brumund,” Puneet Bhatla,”* Parham Eshtehardi,”’ Karina Mehta,"" Katherine Glover," Matthew L. Dove,” Khalifah A. Aldawsari®
Anupam Kumar,' Spencer B. Barfuss,? Adam L. Dorfman,’ Prashant K. Minocha Alexandra B. Yonts* Jenna Schauer,' Andrew L. Cheng®
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Les pistes physiopathologiques sont encore
floues

COVID-Vaccine Associated

Myocarditis (C-VAM)

Myocardial injury > Clinical severity

mRNA COVID
vaccine

Speculated
pathomechanisms

7 mRNA Antigen
7 Sex hormones
7 Molecular mimicry

7 Spike protein
processing
differences

7 Genetic
predisposition

] L

Acute
myocardial injury

Chest pain
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Cardiomyocyte necrosis
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Syndrome de GuillaiBarre

A2,8/100 000 cas par an en France

- Cause la plus fréequente de paralysie flasque

-nEZn £ mMIp RlEya tQSYyTFILyOSsE SO n
AGuérison habituelle mais 5% de mortalité

- Et 1620% de séquelles

AProbable origine immunitaire aprés stimulation antigénique
- Précede dans 2/3 des cas par une infection

voies respiratoires superieures

gastraentérite (C.jejuni

Pathologie virale documentée dont la grippe et le CMV

cause inconnue > 60%

AEvénement rare et encore plus rare aprés vaccination
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Guillain-Barré Syndrome and Influenza
Virus Infection

Valérie Sivadon-Tardy,"* David Orlikowski,”* Raphaél Porcher,*® Tarek Sharshar*’ Marie-Christine Durand,**
Vincent Enouf,”* Flore Rozenberg,"" Christiane Caudie," Djillali Annane,** Sylvie van der Werf,’* Pierre Lebon,*"
Jean-Claude Raphaél** Jean-Louis Gaillard,'* and Elyanne Gault '***

A

18,2% des SGB seraient liés a une .
infection par le virugnfluenza
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Il existe une corrélation entre pic de grippe
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et pic de SGB
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Role de la grippe o R
RIFEya I adzNBSy dzS %z

AOR : 18.6 (95% CI, 7.86.4) dans les 60 jours suivant la grippeet

alPLoSDne 2007)

ARR : 7.35 (95% ClI, 4¢3@.38) dans les 90 jours suivant la grippe

(Stoweet al Am JEpidemiol2009)
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A1976 : TheswineFluaffair

-aSYylFOS RS LI VYRSYAS @)\NJ-t-

o Finalement non survenue
- vaccination de masse aux USA : 45 millions de vaccir

- SGB : risque relatif = 8 chez les vaccinés
o 1 cas supplémentaire pour 100 000 doses
o Pic : 23 semaines apres la vaccination

- Rapide interruption de la campagne de vaccination

ANiveau de risque jamais reproduit ensuite

The |
Swme Flu

Dec1smn—Makmg on &]
Shppe ﬂ‘lT)lsease

Richard E. Neustadt
Harvey V. Fineberg
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Influenza Vaccination: The Epidemiologic

Guillain-Barré Syndrome, Influenza, and
Evidence

Claudia Vellozzi, Shahed Igbal, and Karen Broder

Etudes recherchant une relation
entre SGB et vaccination grippale

Author and year
Greene 2009**

Greene 2009**
Greene 2009**
Burwen 2010*
Burwen 2010*
Baxter 2013
Juurlink 2006
Hughes 2006
Lasky 1998
Stowe 2008
Kaplan 1982

¢ (2007-2008)
¢ (2006-2007)
¢ (2005-2006)
* * (2000)
* « (2001)
+ (1995-2006)
+—  (1992-2004)
* +  (1992-2000)
- * (1992-1994)
- «  (1990-2005)

s (1979-1980)

0.5 1 1.5 2 2.5 3 3.5 R



Guillain-Barré Syndrome, Influenza, and

Influenza Vaccination: The Epidemiologic

Evidence

Risque cumulé de SGB chez les vaccinés

. ’ G/’ :
versus non vaccinés pH1N1 Mg,

and Karen Broder

Claudia Vellozzi, Shahed Igbal,

1) =

Per 1 000 000 persons

[

== pHINI Vaccinated > 7
= = |Inpvaccinated -

Le risque de SGB pastNA LJLJ- f
risque de SGB pogilf OOA Y It 6 &0

| I I | ! | | | !
OoCT NOV DEC JAN FEB MAR APR MAY

RR: 1.5 (95% Clg40) vaccinés versus RR: 7.8 (95% Q]18.6) apres maladie



Risk of Guillain-Barré syndrome after seasonal influenza

tion and influenza health-care encounters

a self-controlled study

vaccina

Jeffrey CKwong, Priya P Vasa Michael A Campitelli, Steven Hawken, Kumanan Wilson, Laura C Rosefla, Therese A Stukel, Natasha S Crowcroft,

Allison ] McGeer, Lorne Zinman, Shelley L Deeks

SGB apr
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B Influenza vaccinabion
I Inflvenra-coded health-care encounier

Le lien temporel est évident entre grippe et SGE
Par contre aucun« pattern » entre vaccinet
SGBdonclien causabeu probable
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Weeks to Guillain-Barré syndrome from influerza vaccination or influenza- coded health-care encounter

\* 4

Figure: Number of cases of Guillain-Barré syndrome by week after receipt of influenza vaccine and after an influenza-coded health-care encounter
*Five or fewer admissions for Guillain-Barré syndrome; because of a contractual agreement with the data provider, numbers of fve or fewer cannot be reported.



2012, 87, 461-476 No. 47

Weekly epidemiological record Gc////a,/7
Relevé épidémiologique hebdomadaire Sorrg

23 NOVEMBER 2012, 87th YEAR / 23 NOVEMBRE 2012, 87¢ ANNEE
No. 47, 2012, 87, 461-476
http://www.who.int/wer
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A Vaccin grippal : 1 cas supplémentaire par million de doses
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sujets chez qui un SGB était antérieurement survenu dans les 6
semaines suivant une vaccination grippale



Seasonal vaccines

Vaccine
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Vaccins anti-HPV et risque de maladies auto-
immunes : étude pharmacoépidémiologique

Rapport final

Sepiembre 2015

APas de surisque de maladies autnmunes
AUn RR a 4 pour le GuillaBarré

soit 1 cas supplémentaire pour 100 000 jeunes fiIJes vaccinées
ACesuiNRA &aljdzS yQlF LI & SGS NBGNRdzOS
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Acute Disseminated Encephalomyelitis in Childhood:
Epidemiologic, Clinical and Laboratory Features

John A. D. Leake, MD, MPH.,* Salvatore Albani, MD, PhD,|| Annie S. Kao, MS, MPH. 9
Melvin O. Senac, MD,# Glenn F. Billman, MD,} Mark P. Nespeca, MD,§ Amy D. Paulino, BS,)|
Eileen R. Quintela, BS,|| Mark H. Sawver, MD,* and John S. Bradlev, MD*

A1991-2000, comté de San Diego, USA
A42 enfants avec une ADEM

A2 avaient eu une vaccination dans les
semaines precédent les lers symptomes
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Table 2

Association between any vaccination and ADEM by age and time since vaccination.
Time of vaccination Age <18y Age >18y
o No.(%)of  No. (%) of OR (95% Cl) Adjusted OR No. (%)of  No. (%) of OR (95% CI) Adjusted OR

cases controls (95% CI) cases controls (95% CI)

a
14 d 4(2.90) 16(2.88) 1.01(0.33-3.06) 1.03(0.35-3.07) 3(2.24) 9(1.67) 1.35(0.36-5.06) 1.32(0.33-4.95)
30d 7(5.07) 40(7.19) 0.69(0.30-1.57) 0.68(0.29-1.54) 5(3.73) 22(4.07) 0.91(0.34-2.46) 0.95(0.36-2.49)
60 d 20(14.49) 53(9.53) 1.61(0.93-2.79) 1.59(0.90-2.76) 11(8.21) 38(7.04) 1.18(0.59-2.38) 1.15(0.55-2.30)
90 d 30(21.74) 91(16.37) 1.42(0.89-2.26) 1.40(0.85-2.24) 18(13.43) 59(10.93) 1.27(0.72-2.23) 1.24(0.69-2.20)
180 d 56(40.58) 201(36.15) 1.21(0.82-1.77) 1.19(0.78-1.74) 24(17.91) 106(19.63) 0.89(0.55-1.46) 0.93(0.59-1.55)
b
0-14d 4(2.90) 16(2.88) 1.01(0.33-3.06) 1.08(0.39-3.16) 3(2.24) 9(1.67) 1.35(0.36-5.06) 1.24(0.26-6.06)
15-30 d 3(2.17) 24(4.31) 0.49(0.15-1.66) 0.65(0.35-1.86) 2(1.50) 13(2.40) 0.61(0.14-2.72) 0.71(0.23-3.72)
31-60 d 13(9.42) 13(2.34) 4.34(1.97-9.60) 4.04(1.07-12.69) 6(4.48) 16(2.97) 1.52(0.52-3.96) 1.22(0.23-4.76)
61-90 d 10(7.25) 38(6.84) 1.07(0.52-2.19) 1.10(0.32-2.59) 7(5.22) 21(3.89) 1.35(0.56-3.24) 1.25(0.26-4.24)
91-180d 26(18.84) 110(19.78) 0.94(0.59-1.51) 0.84(0.39-1.41) 6(4.48) 47(8.70) 0.49(0.20-1.16) 0.56(0.25-3.19)

Odds ratio (95% confidence interval) from conditional logistic regression models adjusted for occupation, familial diseases, comorbid chronic diseases, and history of
infectious diseases.



Infections par la souche
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MMR Vaccine—Associated Disseminated Measles
in an Immunocompromised Adolescent

Ine

te avant un diagnos

traitement
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A
Post Day 17: Day 40: Lymphoma Day 62:
Vaccination Day 7 Day 14 Hospital Stay 1 Hospital Stay 2 Response Final Hospital Stay Day 90
Diagnosis of Transferred ABVE-PC ¢ycle | ABVE-PC cycle 2 Rapid early ABVE-PC cycle 3 Patient died
Evsink Hodgkin's 1o California started response
lymphoma hospital owing o airway on PET
compromise
Febrile neutropenia Febrile neutropenia Febrile neutropenia Daily fevers Respiratory failure
Comoli - Actinommyces bacteremia  Abdominal pain Abdominal pain Urticarial rash improving
Vesicular rash Urticarial rash New crusted papules
(VZV viremia) Pharyngeal erythema
CT: pulmonary CT: pulmonary nodules CT: worsening lung, Autopsy: disseminated
nodules, presumed (worsening), new splenic liver, and spleen findings measles infection
Testing fungal pneumonia and hepatic nodules Patient declined second as cause of death
BAL: unremarkable skin biopsy
Skin biopsy: positive for VZV
Treatment
Actinomyces Penicillin G Amoxicillin Broad-spectrum febrile neutropenia coverage to day 90
V) prophytaxis
VZV Acyclovir Acyclovir (oral)  Acyclovir (IV) to day 90
(V) prophylaxis
Fungal Amphotericin B Posaconazole  Amphotericin B (IV) to day 90
{presumed) (V) {oral) followed
Posaconazole by voriconazole
(V) {oral)
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VACCINE REPORTS

Vaccine Associated Measles Complicated by Suspected
Measles Inclusion Body Encephalitis in a Pediatric Leukemia
Patient and Stem Cell Transplant Recipient

A Focus on Clinical Evolution and Management

Lauren E. Kushner®@MD, * Jennifer Kamens, MD, 1 Alice Bertaina, MD, PhD, 1 David Shyr, MD, 1 and
Havlev A. Gans, MD*



Admitted and Diffuse IM Vitamin A
diagnosed with maculopapular (400,000 IU total)
acute myeloid rash. Received administered over
leukemia IVig (Day 34) & three consecutive
steroids. days
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Receives MMRV
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Days Days

28-36

Day 36

Return of fevers Measles
RT-PCR from
nasopharynx

returns positive
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MNeutrophil New thalamic Undergoes brain Virology lab Discharged for
engraftment on lesion found on biopsy of right notifies team that compassionate
HSCT Day +16 brain MRI temporal lobe brain biopsy was extubation at

lesion strongly positive home
CSF: WBC 2, for MeV
protein 12 A

!

Day 147 2 Day 163

—
Ny

Undergoes HSCT for
relapsed AML.
Conditioning with
anti-thymocyte globulin,
busulfan, thiotepa,
cyclophosphamide,
melphalan, and
rituximab

P <

Days
Day 172 2 Day 173 1?4_{,3 Day 194 g Day 196 g Day 203 g ., 555 g Day 224

& b {7

Clinical decline with New seizures  Progressive neurologic

hypothermia, vital sign and clinical decline
hyponatremia  instability, somnolence, despite treatment with
(sodium 122).  and respiratory failure. IV ribavirin, inosine
Transferred to MNew multifocal brain pranobex, and

PICU lesions and limbic intrathecal IFN-alpha
encephalitis on repeat
brain imaging
Repeal C5F (Day 181):

WBC 1, protein 16



Transmission of Vaccine-Strain ’
Varicella-Zoster Virus: A icey,
Systematic Review

Mona Marin, MD" Jessica Leung, MPH,” Anne A. Gershon, MD®

AWe identified 13 patients witltOkavaricella after transmission from
11 immunocompetent varicella vaccine recipients.

Aln all instances, the vaccine recipient had a rash
ATransmission occurred mostly to household contacts.

ATransmission from vaccinated immunocompromised children also
occurred only If the vaccine recipient developed a rash

ASecondary cases of varicella caused®kawere mild
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Vaccin contre la fievre jaune : YEND et YERVD

AYEEAND : maladi@eurologiqueliée au vaccin antY F
AYELEAVD : maladieiscéraleliée au vaccin antf F

ARare (<1/100 000)
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Original Article

Enhanced safety surveillance of STAMARIL® yellow
fever vaccine provided under the expanded access
investigational new drug program in the USA

Andrey Rojas, MD, MSe!, Wayne Hachey, DO, MPH?, Gurpreet Kaur, MDZ,
Joanna Korejwo, MD? and Rivadh Muhammad, MD, MPH?*

1GInbal Pharmacovigilance Dapartment, Sanefi, Begote, Colambia, 20epartment of Scientific & Medical Affairs, Sanofi,
Swiftwater, PA, USA and *Glabal Pharmacovigilance Department, Sanofi, Lyon, France
T whom corresaondence should be addressed. E-msl: ryadh.muhammadisano | som
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YEEAND et YERVD rare, mais plus fréequent
chez les seniors (et chez eux les-XHD ne sont
LJb & aA NI¥NBa Xo

Journal of Travel Medicine, 2023, Vol. 30, 7

Table 2. Estimated frequency of adverse events per age group

Age group Population Total AEs AE per Total SAE SAE per YEL-AND YEL-AND per YEL-AVD YEL-AVD per
(N) 100 000 (N) 100 000 cascs 100 000 cascs 100 000

<20 years 114 440 197 172.14 20 17.5 0 0 0 0

20-60 years 412622 883 214.00 62 15.0 I 0.2 I 0.2

>60 years 96223 227 235.91 40 41.6 6 6.2 2 2.1

Unknown 3794 I NA 0 NA 0 0 0 0

Toral 627079 1308 208.59 122 19.5 7 .1 3 0.5
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Yellow Fever Vaccine-Associated
Viscerotropic Disease among
Siblings, Sao Paulo State, Brazil

Eder Gatti Fernandes, Victor Bertollo Gomes Porto, Patricia Mouta Nunes de Oliveira,
Amaro Nunes Duarte-Neto, Maria de Lourdes de Sousa Maia, Leticia Kegele Lignani, Juliana Silva Nogueira,
Gabriellen Vitiello Teixeira, Silvia D’Andretta Iglezias, Roberta Morozetti Blanco, Helena Keico Sato
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plusieurs années de distance un ¥8D sans
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facteur génétique est certain)
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Cluster 1 @/ Yy
e

Cisat Male, 40y 17DD YFV Symptoms ED ICU
2017 | e ———— e TN
2017 Dec 16 3rdd 7thd 8thd 9thd
Cised ' Male, 35y 17DD YFV Symptoms ED
2008 | i 3 Death
2008 Jan 30 4thd 7thd 11thd
Cluster 2
Female, ICU
Case 3 28y 17DD YFV Symptoms
| — i —?» Death
2018 Jan 25 4thd 11thd
Case 4 Male,32y 17DDYFV  Symptoms ED ICU
| & ¥ fi_— Death
2018 Feb 2 1std 7th d 8thd 10th d
Case5 Male, 29y 17DD YFV Symptoms Hospitalization
| — A T > Discharge
2018 Jan 29 4th d 11thd 18th d

Figure 1. Timelines of reported cases of YFV-associated viscerotropic disease after 17DD vaccination during yellow fever epidemic,
Séao Paulo state, Brazil, 2017-2018. Cases 1-2 were brothers and received standard doses. Cases 3-5 are siblings and received
fractionated doses. ED, emergency department; ICU, intensive care unit; YFV, yellow fever vaccine.



Table. Clinical findings of cases of adverse events after YF vaccination in siblings from 2 familial clusters, Sao Paulo state, Brazil,
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2017-2018*

Cluster 1 Cluster 2
Case information Case 1 Case 2 Case 3 Case 4 Case 5
Patient age, y/sex 40/M 35/M 28/F 32/M 29/M
Patient race White White White White White
Kind of YF vaccine Standard Standard Fractionated Fractionated Fractionated
Days from vaccination to symptom 3 4 4 1 4

onset
Symptoms

| Fever, headache, ' Fever, myalgia,

| Fever, myalgia, '

Fever, myalgia,

| Fever, vomiting,

vomiting, vomiting, diarrhea, abdominal pain, abdominal pain, myalgia,
abdominal pain, Jaundice, seizures dysuria, Jaundice, headache

Jaundice, vomiting, bleeding

bleeding bleeding
Platelets, per pLt{ 38,000 29,000 23,000 29,000 75,000
Aspartate transaminase, U/Lt 366 2254 769 1,930 137
Alanine aminotransferase, U/L 166 617 180 203 122
International normalized ratiot 1.94 1.8 1.9 2.0 2.0
Total bilirubin, mg/dLt 8.5 8.5 6.5 7.6 0.6
Creatinine, mg/dLt 6.7 2.9 2.9 2.9 1.4
Creatinine phosphokinaset 428 1,061 13,080 2770 514
QOutcome Died Died Died Died Recovered
RT-PCR for YF vaccine in blood Positive, 9 DAV  Positive, 10 DAV Positive, 11 DAV Positive, 10 DAV Positive, 14 DAV
Viral isolation in serum sample =7 Positive, 9 DAV ND ND ND ND
DAV
YF IgM Detected, 9 DAV ND ND Detected, 10 Negative, 14

DAV DAV

Liver histopathological pattern at Typicalt ND ND Typicalf ND
autopsy
YF immunohistochemistry in Positive NA NA Positive NA
hepatic tissue
RT-PCR for YF in liver ND ND ND Positive ND
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Yellow fever vaccine-associated neurologic and
viscerotropic disease: a 10-year case series of the
French National Reference Center for Arboviruses with
clinical and immunological insights

Anne Le Hir, MD"-*, Guillaume A. Durand, MD, PhD?, José Boucraut, MD, PhD*5,
Annabelle Garnier®, Marie Mura, MD, PhD®7, Sylvain Diamantis, MD®*,

Michel Carles, MD, PhD', Claire Durand, MD', Cyril Schweitzer, MD, PhD'"-72,
Claire Audouard, MD", Véronique Decroix, MD'?, Romain Boyez, MD™,

Anne Van Dendriessche, MD'®, Alexandre Leclancher, MD'6, Elsa Kaphan, MD'7,
Luce Barbat du Closel, MD'®, Renaud Verdon, MD, PhD ',

Damien du Cheyron, MD, PhDZ%, Astrid Vabret, MD, PhDZ!, Delphine Vergnon, MDZ,
Gilda Grard, MD, PhD?-*, Rémi Charrel, MD, PhDZ-2%.24,

Xavier de Lamballerie, MD, PhD? and Carole Eldin, MD, PhD*?

9 centralnervoussystemillness(4 meningeencephalitis, 3 aseptic meningitis, 1 myelitis

and 1meningoemyeloradiculitis); 1 multiple mononeuropathy

Meantime betweenimmunizationandonsetof symptoms 11 days(3-24)

MRI in 8/10 patients
o Normal in 5/10
o Demyelinationor/of inflammation 3/10.

EEGencephalitisevokingpattern in 3 patients
YF\Wetection

o Blood: 1/10 patients
o CSF: 0/10

IgM againstYFV in CSF: 5/10 patients
No death; 4 sequellag1l generalizecanxiety 2 motor or sensitivedeficiency 1rachialgia

Le CNR décrit les cas deYARID dont il a eu
connaissance
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Sofosbuvir as post-exposure prophylaxis for yellow fever-associated
viscerotropic disease (YEL-AVD)

Jessica Barrett'*, Ernest Mutengesa?, Clare Warrell®?, Tommy Rampling?, Jodie Owen?, Dipti Patel®,
Sanjay Bhagani (» %, Rachel Moores? and Antonia Scobie?

!Department of Infection, North Bristol NHS Trust, Bristol, UK; “Department of Infectious Diseases, Royal Free London NHS Foundation
Trust, London, UK; *Rare and Imported Pathogens Laboratory, UK Health Security Agency, Porton Down, Salisbury, UK; “National Travel
Health Network and Centre (NaTHNaC), UCLH NHS Foundation Trust, London, UK

*Corresponding author. E-mail: jessica.barrett@nbt.nhs.uk

Received 27 September 2024; accepted 27 December 2024



Yellow fever vaccine-associated neurologic and ,C/ \
viscerotropic disease: a 10-year case series of the
French National Reference Center for Arboviruses with ./aU

clinical and immunological insights Ne

Anne Le Hir, MD"*, Guillaume A. Durand, MD, PhD?*, José Boucraut, MD, PhD*5,
Annabelle Gamier®, Marie Mura, MD, PhD®’, Sylvain Diamantis, MD®-?,

Michel Carles, MD, PhD', Claire Durand, MD'’, Cyril Schweitzer, MD, PhD"'-12,
Claire Audouard, MD", Véronique Decroix, MD'?, Romain Boyez, MD,

Anne Van Dendriessche, MD'®, Alexandre Leclancher, MD', Elsa Kaphan, MD"7,
Luce Barbat du Closel, MD'®, Renaud Verdon, MD, PhD',

Damien du Cheyron, MD, PhD2%, Astrid Vabret, MD, PhDZ!, Delphine Vergnon, MDZ,
Gilda Grard, MD, PhD?, Rémi Charrel, MD, PhD?-23.24.

Xavier de Lamballerie, MD, PhD?? and Carole Eldin, MD, PhD** 10000
E 1000
&0
2
S 100
=
& 10
Threshold
. . Ve I
Des anticorps aninterféron sont 1 2 3 4 6 7 9 10 A B
frequemment détectés en cas de YAND Patient

Figure 3 Anti-type-1 alpha IFN antibodies detection on 10 serum sam-
ples
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Auto-antibodies to type | IFNs can underlie adverse
reactions to yellow fever live attenuated vaccine

Paul Bastard***@, Eleftherios Michailidis**@®, Hans-Heinrich Hoffmann**@®, Marwa Chbihi***®, Tom Le Voyer**@®, Jérémie Rosain*@®,

Quentin Philippot*?@®, Yoann Seeleuthner'@®, Adrian Gervais**@, Marie Maternal?@, Patricia Mouta Nunes de Oliveira®@®,

Maria de Lourdes S. Maia®®, Ana Paula Dinis Ano Bom®@®, Tamiris Azamor®@®, Deborah Aradjo da Conceicdo®®, Ekaterini Goudouris’®,

Akira Homma°@®, Giinther Slesak®@®, Johannes Schafer®®, Bali Pulendran®°@®, Joseph D. Miller>'@®, Ralph Huits*@®, Rui Yang’®,

Lindsey B. Rosen®*®, Lucy Bizien2@®, Lazaro Lorenzol2@, Maya Chrabieh!2@®, Lucia V. Erazo'@®, Flore Rozenberg!*®, Mohamed Maxime Jeljel>@®,
Vivien Béziat*>*@, Steven M. Holland*@®, Aurélie Cobat*@®, Luigi D. Notarangelo™@®, Helen C. Su*@®, Rafi Ahmed®®, Anne Puel***@,
Shen-Ying Zhang**@®, Laurent Abel***®, Stephen |. Seligman®1***@®, Qian Zhang***®, Margaret R. MacDonald****@®,

Emmanuelle Jouanguy*%3***@, Charles M. Rice****@®, and Jean-Laurent Casanova***7***@

Méme chose pour les Y2AVD
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Table 1. Clinical and epidemiological characteristics of the eight patients included in the study with adverse events following YFV-17D vaccination

Case Auto-Abs Inborn Country of Sex Age Family history YFV-17D Vaccination  Clinical and biological YFV- Other severe Co-morbidities Patient
no. totypel errorsof  origin and (yr) disease year and age features 17D infectious (age of
IFNs type | IFNs® residence isolate diseases and diagnosis)
age (yr)
1 Negative AR IFNAR1  Brazil F 16 — YEL-AVD 2017, 12 yr Fever, shock, renal and Blood No None P2,
deficiency hepatic insufficiency, Hernandez
pleural effusion and et al,, 2019
atelectasis
2 Negative AR IFNAR2  Brazil F 35 Sister died from YEL-AVD 1999, 13 yr Fever, hypotension, Mot No None P1, this
deficiency YEL-AVD at 19 yr bleeding, hepatitis, tested report
thrombopenia
3 Positive Megative Germany M 62 — YEL-AND/ 2016, 57 yr Fever, meningo- Urine Influenza B None P2, this
YEL-AVD encephalitis, hepatitis preumonia, 59 yr report
4 Positive Negative Brazil F 50 — YEL-AVD 2017, 47 yr Fever, shock, renal Blood No SLE (47 }rr]l P3, this
insufficiency, hepatic report
insufficiency,
thrombopenia
5 Paositive Negative us M 80 — YEL-AVD 2004, 64 yr Fever, shock, renal Blood Mo None P4, this
insufficiency, report
thrombopenia, hepatitis
6 Negative  Negative Brazil M 25 2 siblings (brother,  YEL-AVD 2018, 28 yr Fever, nausea, Blood No Mone -
aged 32 yr and sister, vomiting, headache,
aged 32 yr) died from hepatitis
YEL-AVD
7 Negative  Negative Brazil M 25 Father: myasthenia  YEL-AND 2017, 22 yr Fever, headache, CSF No None —
gravis vomiting, dizziness
8 Megative — Megative Belgium Mo 5 - YEL-AND 2020, 56 yr Fever, headache, CSF No Mone —

cognitive problems
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Autoantibodies neutralizing type | IFNs are present
in ~4% of uninfected individuals over 70 years old
and account for ~20% of COVID-19 deaths

Paul Bastard*3*, Adrian Gervais'*', Tom Le Voyer“ﬂ, Jérémie Rosain'?', Quentin Phillppnt"”,
Jérémy Manry'?#, Eleftherios Michailidis**, Hans-Heinrich Hoffmann*, Shohei Eto®5,
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Ces anticorps anti
interféron ont eté
impliqué également
dans la Covid grave
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Fatal Adverse Event After VLA1553
Chikungunya Vaccination in an Elderly

Patient: A Case Report From Reunion
Island

Emilie Mosnier,"™" Marie-Christine Jaffar-Bandjee,"? Radj Cally.* Lotfi Dahmane,’
Etienne Frumence,” Liem Binh Luong Nguyen,"** Rodolphe Manaquin,’

Muriel Vincent,”™ Marie Pierre Moiton, Patrick Gérardin,"**

Yavier de Lamballere,"®® and Julien Jahot™*

Un tableau rappelant le YRAND :
une encephalite mortel a virus
vaccinal apres vaccination anti
chickungunygar le vaccin vivant
atténué

Ch,
/'('(,,7&/0
i)

Recelved Initial Presentation Admitted to Transferred to
VLA1553 Chikungunga-like hospital Intensive care
vaccine syndrome
o2 @ %_ A~
== — 1
Q . — -
. : Treatments
) Piperacilli;r- Amoxicillin,
’ ’ ' Cefotaxime Tazobactam Acyclovie
IAY | ——— bt . +—
0 1 2 3 4 5 7 8 10 11 12 13 14
,/"' Laboratory Investigations: v v

Blood:

First Lumbar puncture (CSF):

Syphilis (TPHA), HIV, HBV, HCV serology: negative | kv RT-PCR positive:
Dengue, Leptospirosis PCRs: negative
Urine culture: contaminated

Blood culture: negative

Day 8: CHIKV RT-PCR positive; vaccine strain

confirmed by sequencing

Day 11: CHIKV Blood serology: IgM 20.8 IU/mL,

1gG: negative

sequencing: not performed
WBC: 18/mm* (70%
lymphocytes), RBC: 21/mm?

Dengue, Enterovirus, HSV, VZV,

Leptospirosis, Meningococcus,
Pneumococcus PCRs: negative

Second Lumbar puncture (CSF):
CHIKV RT-PCR positive;
sequencing confirmed vaccine
strain. CSF WBC: 4/mm?,RBC:
310/mm?, protein: 194.1 mg/
dL, glucose: 3.9 mmol/L.

Radiological Investigations:

CT chest/abdomen/pelvis: unremarkable
Brain MRI: unremarkable




Effets indésirables non prouveés :
Exploration de quelques construction:



Nourrissons vaccinés
contre la coqueluche
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1. Aoubaet al. Bulletin Epidémiologiqgue Hebdomadaire Jan 20d8.13%
2. Hatton F et alArchPédiatr2000;7:48¢500

3. MessiahA, FlahaultA. BEH.987;52:20§207.
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Merci J.Galillat
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La vaccination antiBV est obligatoire
pour certaines professions

MINISTERE DE LA SANTE ET DES SOLIDARITES

Arrété du 6 mars 2007 relatif a la liste des éléves et étudiants des professions médicales et
pharmaceutiques et des autres professions de santé, pris en application de l'article L. 3111-4
du code de la santé publique

Professions médicales et pharmaceutigues

Médecin.
Chirurgien-dentiste.
Pharmacien.
Sage-femme.

Autres professions de sanié

Infirmier.

Infirmier spécialisé.

Masseur-kinésithérapeute. Réactualisé par un avis
Pédicure podologue. HAS (CTV) en 2023
Manipulateur d’électroradiologie médicale.

Aide-soignant.

Auxiliaire de puénculiure.

Ambulancier.

Technicien en analyses biomédicales.



La vaccination hepatite B
en France

1982. Recommandée chez les 1991. Obligatoire professionnels de santé
professionnels de santé avec et les étudiants en santé 2008. Remboursement du
un schéma 4 doses et rappels/5 ans vaccin hexavalent

1992. Dépistage HBs obligatoire
au 6°™ mois de grossesse

1993 : reco OMS : 1994. 2°™€ schéma a 3 doses
Vaccination universelle est mis en place

1995. Généralisation a tous les
nourrissons+rattrapage

1995-1998. Campagnes de
vaccination en classe de 6°™®

1998. Schéma unique 0-1-6
et suspension des rappels
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Vaccin anthepatite B et s,
et maladies demyélinisantes

APremiéres notifications en 1995
- Contemporaine de la classification de la SEP en ALD

- Centralisation par le comité regional gaarmacaevigilance
de Strasbourg

AReculade rapide du gouvernement
-1 90FyR2Y RS fI @FOOAYyIFIGAR2Y RS f QI



Vaccin HBV et SEP
gue montre lasurveillance en pharmacovigilarice

ACRPV de Strasbourg Yace,

AJuin 198X 31 décembre 2010 : 1650 notifications

Pour beaucoup retrospectives
Délai vaccin / SEP > 1 an dans 50% des cas, > 5 ans dans 20%

Sur 37 millions de personnes vaccinees

o 3,8 cas pour 100 000 personnes vaccinées
o 0,48 pour les enfants

Epidémiologie francaise de la SEP :
o Prévalence 75 pour 100 000
o Incidence : 4,1 a 8,2 pour 100 000

A2007-2010 :

- 11 survenues notifiées
- 0 a 0,3 pour 100 000 vaccinations COMMISSION NATIONALE DE PHARMACOVIGILANCE

Compte rendu de la réunion du mardi 27 Septembre 2011




Vaccin HBV et SEP : gqouentrent lesétudes?

ADepuis 1999 : plus de 10 études SN
- Vaccin et déeclenchement de SEP
- Vaccin et rechute/pousséee de SEP

At2dziSa yS3IAFiAdSa oLl & RQlFaaz
- De meéthodologie critiqguée



Vaccin HBV et SEP : gqouentrent lesétudes?
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- Pas de sumcidence de SEP chez vaccinés vsvamgineés sur l‘sgp

t QL yyYSS adAglyd tF @FOOAYLFGAZ2Y

AEtudes cagémoins
- Pas plus de vaccines chez SEP que chez témoins

AEtude avant / aprés modification de politiques vaccinales
- Pas plus de SEP apres introduction du vaccin

AEtudes chez des patients atteints de SEP : poussée de SEP
en cas de vaccin artiBV ?

-tla RQFaazoOAlFUA2Yy RSUSOGSS



Conclusion de la CNPV, 2011 ey

Les données de surveillance en France ne confirment pas les signaux initiaux

La vaccination contre le VHB fait I'objet en France d’'une surveillance renforcée depuis 1994. Entre 2007 et 2010,
plus de 11 millions de doses ont été distribuées sur le territoire national.

Trois types d’événements indésirables ont été particulierement surveillés :
— Les affections démyélinisantes du systéme nerveux dont la sclérose en plaques (SEP) est la plus connue ;
— Les affections auto-immunes (lupus, polyarthrite rhumatoide, thyroidite) ;
— Les affections hématologiques (thrombopénie, purpura thrombopénique idiopathique, aplasie médullaire,
leucémie).

Le nombre de cas déclarés dans la population vaccinée pour chacune de ces pathologies est inférieur au nombre
de cas attendus dans la population génerale.

Ainsi pour la sclérose en plaques, il faut rappeler que :
- La SEP n'est pas une maladie rare. 70 000 a 90 000 personnes sont atteintes de SEP en France'.

L'incidence (c’est-a-dire le nombre de nouveaux cas par an) est de 4,1 a 8,2 cas pour 100 000
habitants.

- Ces données sont a mettre en perspective avec les 11 cas de SEP survenus entre le 1° janvier 2007
et le 31 décembre 2010 qui ont été déclarés au systéeme francais de pharmacovigilance dans les suites
d'une vaccination contre le VHB.

Les données de pharmacovigilance ne confirment donc pas le signal pour ces trois types d'événements

indésirables.




| 2y Of dzaA2ya RS
Vaccins contre le virus de I'hépatite B (VHB)

Genhevac BE®, Engerix BE, HBVaxPro®, Infanrix Hexa®, Twinrix®

Mis a jour le 10/02/2012

A la suite de signalements de plusieurs cas d'atteintes déemyelinisantes centrales (sclérose en plagues) en 1993,
I'Agence a initié en juin 1994 une enguéte officielle de pharmacovigilance. L'objectif inibial de cette engéte etait
d'assurer le suivi des atteintes neurologiques par le CRPV de Strasbourg, puis de I'etendre en 1999 au suivi des
affections auto-immunes par le CRPV de Nancy et a celul des atteintes hematologiques par le CRPV de Brest et,
en 2002, au suivi des scleroses latérales amyotrophigues par le CRPV de Strasbourg.

Des points réguliers sur ces suivis, ainsi gue les resultats de plusieurs etudes internationales evaluant ces
differents risques postvaccinaux, ont ete regulierement présentés en Commission Nationale de
Pharmacovigilance depuis 1994 jusqu’a janvier 2008. L'analyse de I'ensemble de ces données n'a permis ni de
confirmer les signaux identifiés depuis 1994, ni d'etablir un lien causal entre ces evénements indesirables et la
vaccination contre le VHB.

Un nouveau bilan des donnees de pharmacovigilance recueillies pour plus de 36 millions de personnes vaccinees
en France, depuis la mise sur le marche des vaccins contre le VHB jusqu’au 31 decembre 2010, a ete examing
par la Commission Nationale de Pharmacovigilance du 27 septembre 2011.

Ces donnees scientifigues, nombreuses et robustes, constantes au cours du temps, confirment I'absence de

mise en évidence de lien entre la vaccination contre I'heépatite B et |a survenue des effets indesirables
mentionneas.
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Conseil d'Etat, 5éme et 4éme sous-sections réunies, 10/04/2009, 296630

Reéférences

Conseil d'Erai

" 296630
Mantionne dans les tables du recuail Leban
Ssame et déme sous sections reunies
M. Dael, president
M. Philipps Ranguat. rapportewr
M. Thigllay Jean-Philippe. rapportaur public
HAAS, avocat

lecture du vendredi 10 avril 2009
REPUBLIJUE FRANCAISE

AU NCM DU PEUPLE FRANCAIS

DECIDE:

Article 1er @ L'arrdt du 15 juin 2006 de la cour administrative dappel de Nancy et l2 jugement du 15 juin 2004 du tribunal administratif de Strasboung sont annulés.
Article 2 - L'Etat est condamné & verser 4 Mme A une indemnité de 45 000 eurps
Article 3 0 LEtat varsera a Mme A la somme de 4 900 guros au titre de laticle L. T61-1 du code de justce admimstrative

Article 4 : La présente décision sera notifige a Mme Chrstiane A, & la Caisse des dépdts et consignations. au centre hospitalier de Mulhouse, & la caisse primaire dassurance maladie du Haut-Rhin, au groupe
Arpégs et 3 la ministre de la santé et das sports.
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W Recueil de la jurisprudence

ARRET DE LA COUR (deuxiéme chambre)

21 juin 2017"

«Renvoi préjudiciel — Directive 85/374/CEE — Responsabilité du fait des produits défectueux —
Article 4 — Laboratoires pharmaceutiques — Vaccin contre U'hépatite B — Sclérose en plaques —
Preuves du défaut du vaccin et du lien de causalité entre le défaut et le dommage subi — Charge de la
preave — Modes de preuve — Absence de consensus scientifigue — Indices graves, précis et
concordants laissés a appréciation du juge du fond — Admissibilité — Conditionss

Dans l'affaire C-621/15,

ayant pour objet une demande de décision préjudicielle au titre de larticle 267 TFUE, introduite par la
Cour de cassation (France), par dédision du 12 novembre 2015, parvenue a la Cour le 23 novembre
2015, dans la procédure

N. W,

L. W,

C. W

contre

Sanofi Pasteur MSD SNC,

Caisse primaire d’assurance maladie des Hauots-de-5eine,

Carpimko,
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que, nonobstant la constatation que la recherche
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entre [le] vaccin et la survenance de la maladie dont
est atteinte la victimegertains éléements de fait

Invoques par le demandeur constituent des indices
graves, precis et concordants permettant de conclure
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Early report

lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

A J Wakefield, S H Murch, A Anthony, J Linnell, D M Casson, M Malik, M Berelowitz, A P Dhillon, M A Thomson,
P Harvey, A Valentine, S E Davies, J A Walker-Smith

Décision malheureuse du Lancet qui publie une étude Lancet 1998
de tres mauvaise qualité qui fait un lien sans réel

argument entre vaccin ROR, troubles digestifs et
F dz AAYSSE OKSI dzy LISGAG Yy2YONB O6MHO RQSYFlIydao
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Child Behavioural Exposure identified Interval from exposure to Features associated with

Age at onset of first symptom Uf / Ky /hgeo/@

diagnosis by parents or doctor first behavioural symptom exposure Behayiour Bowel Q
1 Autism MMR 1 week Fever/delirium 12 months Mot known
2 Autism MMR 2 weeks Self injury 13 months 20 months
3 Autism MMR 48 h Rash and fever 14 months Mot known
4 Autism? MMR Measles vaccine at 15 months Repetitive behaviour, 4.5 years 18 months

Disintegrative followed by slowing in development. self injury,

disorder? Dramatic deterioration in behaviour loss of self-help

immediately after MMR at 4-5 years
5 Autism None—MMR at 16 Self-injurious behaviour started at 4 years
months 18 months
6 Autism MMR 1 week Rash & convulsion; gaze 15 months 18 months
avoidance & self injury

7 Autism MMR 24h Convulsion, gaze avoidance 21 months 2 years
8 Post-vaccinial MMR 2 weeks Fever, convulsion, rash & 19 months 19 months

encephalitis? diarrhoea
a Autistic spectrum Recurrent otitis media 1 week (MMR 2 months previously) Disinterest; lack of play

disorder
10 Post-viral Measles (previously 24 h Fever, rash & vomiting

encephalitis? vaccinated with MMR)
11 Autism MMR 1 week Recurrent “viral pneumonia”

for 8 weeks following MMR

12 Autism Mone—MMR at 15 months  Loss of speech development and

deterioration in language skills noted
at 16 months

MMR=measles, mumps, and rubella vaccine.
Table 2: Neuropsychiatric diagnosis




AHypothésesavancée par leauteurs :
Le vacciranti-RORHyperplasie lymphoide digestive (proche des MICI)

Responsable du passage sanguin supplémentaire de proteines de la lumiere
digestive

Ayant une activité toxique au niveau cérébral

« autisticenterocolitis»

AMais
Pas de contrbles v&vis du vaccianti-ROR
Pas de contrbles v&vis des anomalies digestives
LessymptomesR QF dzi A 4YS 2y i LINBOSRS fSa | y?2
Pas de tropisme digestif des virus ROR
t 4 RS 3ASY2YS RS OANHz2Zz whw RlFIya f Sa
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Résultats des études ultérieures Wtisy,,

At & RQlIdAYSYyualidAzy RS f QAYOARSYOS

APas de taux de vaccinatiamti-RORplus importante chez les enfants
autistes

APas de corrélation géographique vaccin/autisme

At 4 RQlIFr&aaz20Al0A2YyY | SO dzyS LI GK2f 2.

At ' & RS Y2RATFTAOIUOAZ2Y RS&a aeévyLINisYSa
deja diagnostiqués

At Fa RS RStFA &ai0lofS SYuNb dzyS oI OO
enfants diagnostiqués autistes

AProspectif (1,8.10enfants) / déclaration spontanée ; pas de c 5
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rapporté par les parents
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normal in four children. The remaining eight had oo

~ P

T
neut

by neutrophils; i three of these,
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and rectal mucesal abnormalines ncluding graoula
Ioss of wvascular pattemn. patchy erythema, lymphe
nodular  hyperplasin, and in two s
wheeration, Fowr cemes showed the “red §
swollen caecal lymphoid follicles, 3
feature of Crohn's disease’ ‘11
consistent leature was lympho
the termmal leum which
{figure 2}, and idenubied by

pearance of the
event cluldeen

cpandad and confluenr lvmphoid
b oreactive germinal cenrres were wdenrified
seue section (figure 3). There was no
are and granulomas were not present

follscle:
within 1hS
ncutrophul 1

Colan “Ihe lamana propria was mfilteared by mononucicar
oclls (mamnly  lymphe s and macrophages) in the
colonic<biopsy samples. The extent ranged in severity
from scattered focal collections of cells beneath the
surfzee epithelium (five cases) to diffuse infiltration of the
mucosa  {six cases). There was o increase  in
mtraepithelinl Iymphocytes, @xcept in one case, in which
numerous  hmphoecytes  hod  nfiltsted e surface
epithelium m the proximal colonic biopsies. Lymphoid
follacles = the swamity of mononuciear-cell mibilrares
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epethelium. There were no cnvpt abscosses.
e al bifid crvpts were poted but overall crvpm
architscture was normal, There was no pobler<call
deplenion bur eccasionsl collecnions of cosanophils were
seen m the mucoss. There were no  granulomats.
Purusites and orgunmisms were not seen. None of the
changes described above were seen in any of the pommal
biopsy specimens.

Discussion

We describe a pattern ol colins and  ileal-lyinphoid-
nodulor hyperplasia in  children with  developmental
disorders, Intestinal and behavioural pathologics may
have occurred together by chance, reflecting a selection
haas in a selfraferred group. however, the uniforminy of
the intestinal parhologscal changes and rthe facr rhar
pecvious stadies have tound miestnal dysfunchion @
cluldren with sutuste-spectrum disorders, suggests Uit
the connection is real and reflects o wugue ds
process.

Asperger first recorded the link batween coeliac disease
awd  bebavioural  peyvchoses Walker-Smith  sad
colleapues’ deracted Jow  concentrarions of alpha-1
annrevpsin i childeen with  rypical  aurnsm,  and
1)’ Euremia and oolleagues’ idennfied abnormal missunal
permeubility, @ feature of small mtestinal enteropathy, in
453% of a group of auntstic <children with no
gasrointestinal symptoms, but not in matched controls.
These studies. rogether with our own, including evidence
of ansemia and TgA deficiency in some childeen, sould
support the bypotbesis thet the consequences of an
inflamed or dysfuncticna]l mtestine mav play a part in
behavsourad changes in some children.,
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temps tres inapproprié : 12 ans !






