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Pré requis d’un campagne anti grippale efficace

* Vaccin efficace
» Adapté a la souche circulante > OMS
* Immunogénicité forte> HD >SD ?

* Vaccin accepté - Communication +++
* Vaccin disponible 2>  AMM/Recommandations
Autorité de santé/Laboratoire
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RETRAIT DU MARCHE DU VACCIN EFLUELDA® "
sanofi

De plus, nous souhaitons vous informer du retrait du marché du vaccin Efluelda® commercialisé par le laboratoire Sanofi B fown | Eftueidar  swozs B i :“.
dans les prochaines semaines. Cette décision n'affectera pas I'approvisionnement en vaccins antigrippaux, le laboratoire — o )

s'eétant engage a remplacer intégralement les préecommandes du vaccin Efluelda® par le vaccin VaxigripTetra®.

Dans son avis du 1%" juillet 2020 [2], la Commission de la transparence (CT) avait estimé qu'EFLUELDA
n‘apportait pas d'amélioration du service médical rendu (ASMR) dans I'immunisation active des personnes
de 65 ans et plus en préevention de la grippe, par rapport aux autres vaccins disponibles indigués dans cette

population.

.

La base de remboursement d'EFLUELDA (1 seringue avec aiguille) était fixée a 30,90 euros, contre
1,75 euros pour les autres vaccins.

Cette décision a éte prise par le laboratoire Sanofi pour des raisons économigues. Dans un récent
communiqué, il explique que « les autoriteés ont décidé de fixer un nouveau prix non soutenable pour Sanofi
au regard des colits de production et de distribution, malgré un investissement majeur déja engage par
Sanofi pour localiser en France une partie de la production d'EFLUELDA ».



Fardeau de la grippe

Tableau 5. Répartition par classes d’ages du nombre et du pourcentage parmi I’ensemble des hospitalisations apres
passage aux urgences codés pour grippe/syndrome grippal, au cours des épidémies de grippe 2011-2012 a 2021-2022
(source : réseau Oscour®)

Epidémie Moins de 2 ans 2-5 ans 614 ans 15-64 ans 65 ans el plus Tous ages
M % ) % t M % N

2011412 380 2% 165 10% 71 4% 422 Z3% 765 42% 1835
2aM213 625 20% Kip 12% 293 107 1 065 5% 711 23% 3 067
2013-14" 268 22% 138 10% 61 5% 523 40% 306 23% 1315
2014-15° 714 16% 353 B 195 4% 1110 5% 2 051 46% 4424
2015-16 136 22% 508 15% 287 %% 1016 0% 795 24% 3 342
2016-17 529 B 305 6% 155 2% 1094 17% 4472 8% 6 555
2017-18 1 261 13% 857 0 305 3% 2345 Z3% 5 267 52% 10 035
2018-19 1008 o G710 6% 373 3% 214 19% 6 TS 6% 10 867
2019-20 954 16% T 11% 386 6% 1849 0% 2240 36% 6175
2021-22 814 12% 814 12% 404 6% 1675 5% 3 03 45% 6 743
Moyenne 736 16% 491 10% 253 5% 1322 % 2 635 42% 5438

Y

Santé publique France / Fardeau de la grippe en France métropolitaine : bilan des données de surveillance des épidémies de
2011-2012 a 2021-2022



Admissions en réanimation France

e 12 179 cas graves nécessitant admission en réanimation entre 2011 et 2022

% des admissions % déces porteur
Population y % comorbidité % vacciné % déces . P % pop générale
en réanimation de comorbidité

<2ans 4% 25% 3% 8% 32% 2%
2-5 ans 3% 38% 8% 10% 44% 5%
6-14 ans 3% 38% 12% 10% 36% 11%
15-64 ans 46% 56% 15% 15% 55% 62%
> 65 ans 44% 39% 23% 64% 20%

Santé publique France / Fardeau de la grippe en France métropolitaine : bilan des données de surveillance des épidémies de
2011-2012 a 2021-2022



Impact de la grippe en pop spécifique

* Cancérologie: 9% de déces chez les patients hospitalisés pour grippe

* Transplantation:
 17% des IRBasses chez le transplanté,
* formes séveres pneumonie : 22% a 49% cas,
e 11-16% admission en réanimation, 8% déces.
* Risque de rejet de greffe majoreé.

Path inflammatoire: grippe compliquée x 2,75
VIH: 40% des inf respiratoire fébriles basse liées a la grippe

1. Epidemiology and outcomes of serious influenza-related infections in the cancer population- C D. Cooksley, Cancer 2005
2. Outcomes from pandemic influenza A HIN1 infection in recipients of solid-organ transplants: a multicentre cohort study D Kumar, Lancet Infect Dise 2010,
3. Rheumatoid arthritis and the incidence of influenza and influenza-related complications: a retrospective cohort study. BMC Musculoskelet Disord. 2012 Blumentals W

4. Sometimes, more is better, E T Overton JID 2012



CV anti grippale France
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Données de couverture vaccinale grippe par groupe d'age. Données Santé Publique France. Mis a jour le 22 avril 2024



Couverture vaccinale anti grippale IS

Données de couverture vaccinale

grippe par groupe d’age.

Données SPF

Saison grippale 16-17
Moins de 65 ans 28 7%
65 ans ou + 20,0%
TOTAL 45,7%

Covarisq (estimation de la COuverture VAccinale des adultes a RISQue) :
Couvertures vaccinales des malades atteints de comorbidités en France en 2017

Figure 2. Couvertures vaccinales contre la grippe (saison 2016-2017)°

Chirmiothéropée pour tumeur solide
ou hémopathie maligne in= 140 1.26)

Syndrome néphrotique hospitolisis (n= 16 528)
Diéficits immunitaires hiraditnires (n= 30 952)
Asplénigues ou hyposplianiques in= 30 965)
Tronspiontés d'orgone sollde (n= 49 156)

WIH quel que soit le stotut iImmunolegique (n= 100 512)

Immunosupress=urs oU kothamples pour maldks
outcHmmuneou inflammatoire chronigue {n= 173 696)

l Au moins une immunodépression (n= 527 804) #IE#

O 5% 0% Bk 0% 5% 0% LX0% 5% 50%

*Caloulées sur les personnes identifiées et présentes pendant la satson 2016-2017



Vaccin anti grippal

* Percu comme peu efficace
* Les patients ont raison:

Absolute Influenza Vaccine Effectiveness for Prevention of
Laboratory-Confirmed Influenza Hospitalization Among Adults
Aged 265 Years, HAIVEN Study, 2015-2016 to 2016-2017

Adjusted VE (95% CI

M S0

Influenza type/Subiype

All influenza AB 1487 & (—42, 38)

Influenza A{H1TMN 1)pdrm0S 1266 X3 -84, &68)

rfluenze A{H3IM2) 1360 -5 -85, 40)

Influenze B/ Yamagata 1264 31 (-50, 68)
Sesson

25206 500 26 [-58, 66)

2me-2m7 987 3 |-58, 41)
e group

G5 y 7492 0 (-73, 43)

=75y 695 18 (-54, 56)

le mal aimé

Perceptions des personnes agées de 65 a 75 ans sur la grippe saisonniére et son vaccin et pratique de la vaccination lors

de I'hiver 2015-2016 (N=2 418), France, 2016
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Source : Barometre santé 2016, Santé publique France. Questions posees - « Pensez-vous gue 1a grippe est ine maladie grave 7 »,
« Pensez-vous que I3 grippe est une maladie fréquente 7 =, « Pensez-vous que le vaccin contre [a grippe est efficace pour prévenir cefte maladie 7=,

= Pensez-vous que le vaccin condre 1a grippe pewt provoquer des effels secondaires graves 7w,

Relative and Absolute Effectiveness of High-Dose and Standard-Dose Influenza Vaccine Against Influenza Related
Hospitalization Among Older Adults—United States, 2015-2017 Joshua D. Doyle CID 2021




Réponse IS

Influenza Vaccination for Immunocompromised

Patients: Systematic Review and Meta-analysis
by Etiology

Charles R. Beck,' Bruce C. McKenzie,'! Ahmed B. Hashim,! Rebecca C. Harris,? University of Nottingham Influenza and
the ImmunoCompromised (UNIIC) Study Group,® and Jonathan S. Nguyen-Van-Tam'

* Moindre réponse vaccinale chez 'immunodéprimé

Séroconversions (titre x 4)

A Favors controls Favors immunocompromised patients
- —
AHINA) (S} A ——
HIV AHINZ| A | e |
B e
A[HIN (8} - He—
Cancer ALHINZ) S —- |
B ——
A(HIN1) (S} - [ . i
Transplant recipients AIH3NZ) - booe
B A —e—
AHINT) |3} } »
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B - f -
A{HINT) (B} A t * |
Respiratory patients + Rx A{HINZ| 4 I - :
B{ —e— !
0.0 D.'5 L0 15 20 1.5 3.0

Pooled effect size (odds ratio)

Séroprotection: titre > 1/40¢

Favors controls
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Reponse |S

Influenza Vaccination for Immunocompromised
Patients: Systematic Review and Meta-analysis
by Etiology

Charles R. Beck,' Bruce C. McKenzie,'! Ahmed B. Hashim,! Rebecca C. Harris,? University of Nottingham Influenza and
the ImmunoCompromised (UNIIC) Study Group,® and Jonathan S. Nguyen-Van-Tam'

* Efficacité clinique: standard dose vs placebo

Favors protection by vaccination Favors no effect
- S
—
|
L4 ¢ 2 2 1 |
|
HIV |
|
LCl+ | & { |
|
:
|
Cancer LI+ } = 2 - |
|
{
|
Transplant recipients ILI- } - i :
%

0.0

0.2 0.4 0.6 0.8

=
o

1.2 14

Pooled effect size (odds ratio)



Comment améliorer la réponse vaccinale ?

* Vacciner AVANT lI'immunodepression

e Renforcer le schéma vaccinal
e 2 doses standard espacées au cours de la saison grippale

 Améliorer la présentation de I'antigene :
* nouveaux adjuvants MF59, ASO3
* nouveaux vaccins: ARNm

e Augmenter les doses d’antigene administré: HD

Vaccinations
des personnes
immunodéprimées

ou aspléniques
Recommandations




Historique: vaccins HD
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EFLUELDA TETRA. THE FIRST AND ONLY

high-dose influenza vaccine: 12 years of
data showing better protection against flu
complications vs standard-dose influenza
vaccine in older adults.*

With a global presence in over 20 countries
and still growing

More and more countries are recognizing the value of Efluelda Tetra
in helping to protect adults 60/65+ years of age. To see the full list of
government and medical society recommendations, please see reverse.

PORTUGAL

CANADA g

UNITED STATES

COUNTRIES WITH EFLUELDA TETRA COMMERCIALIZATION

The efficacy and effectiveness results of HD-TIV are assumed to reflect those of
Efluelda Tetra given the demonstration of statistically comparable immunogenicity
between both products

HD-TIV=high-dose trivalent influenza vaccine

sanofi

20"

FINLAND

countries
and growing

POLAND
GERMANY

4
RELGIUM C2ECR
’ REPUBLIC

FRANCE
AUSTRIA
SWITZERLAND

ITALY

&

pe— CYPRUS
GREECE
ISRAEL

THAILAND

s

\ 4 Eﬂueljha® Tetra

Quadrivalent Influenza Vaccine
(Split Virion, Inactivated), 60 meg HA/strain



Evaluation de l'efficacité vaccinale

Corrélats de protection

L'infection grippale induit a la fois une réponse immunitaire
cellulaire et humorale. Il existe probablement plusieurs méca-
nismes de protection, qui peuvent différer selon le type et la
formulation du vaccin, I’age de la personne vaccinée et les affec-
tions sous-jacentes présentes. Il n’existe aucun corrélat établi
de la protection. Les titres obtenus lors des épreuves d’inhibi-
tion de I'hémagglutination (IH) ne sont pas directement correé-
1és a la protection conférée contre la grippe confirmée en labo-
ratoire. Cependant, les titres IH =40 sont considérés comme un
indicateur de la protection par les organismes de réglementa-
tion, afin de faciliter P'approbation annuelle des nouvelles
souches a inclure dans le vaccin contre la grippe saisonnieére.
De nouvelles lignes directrices ont été elaborées pour promou-
voir ’étude de différents parametres de la réponse immunitaire
afin de déterminer les avantages que présentent les nouveaux
vaccins.” Ainsi, lors de la mise au point d’un nouveau vaccin
contre la grippe saisonniére, il convient désormais de produire
des données sur la protection conférée contre la grippe clini-
quement manifeste, plutét que sur les titres d’anticorps générés.

L]
WARNING

Vaccins antigrippaux: note de synthése de 'OMS —-13

MAY 2022, 97th YEAR / No 19, 2022, 97, 185-208

http://www.who.int/we

Term Definition

Seroprotection Defined as a titer > 1:40 in hemagglutination-inhibiting
antibody [28,29]. Seroprotection is no longer used by the
European Medicines Agency (EMA) as it is considered as a
non-accurate correlate of protection [30].

Seroconversion Defined as a hemagglutination-inhibiting antibody
titer < 10 before vaccination and a titer = 40 after
vaccination; if titer = 10 before vaccination, defined as a 4-
fold increase of titer from pre-immunization levels [29].

Influenza vaccination in immunocompromised
populations: Strategies to improve
immunogenicity. F Caldera, Vaccine 2021



Randomized, Double-Blind Controlled Phase 3 Trial

A | Comparing the Immunogenicity of High-Dose
Re po nse immune and Standard-Dose Influenza Vaccine in Adults

personne agee
* SDvs HD

65 Years of Age and Older

Ann R. Falsey,"* John J. Treanor® Nadia Tornieporth,” Jose Capellan,® and Geoffrey J. Gorse

 Adulte > 65 ans, exclusion IS A | 3676 Partclpants Randorized
A—F"’df -‘-h"‘--\.._h‘_\_‘
o 09/10/06 -> 21/12/06 2588 Randomized to HD ‘ 1288 Randomized o S0
! l
° 3 O Ce nt res U S 2678 Immunogenicity Anahysis 1275 Immunogenicity Analysis
(a5 randomized) (as randomized)
: H : : . 12- excluded 13- excluded
¢ O bJ ECtIf p rl n Cl pa | . H-Eac;rdmtim could not be verified dfﬂﬁﬂminn could not be verified
, . . 7-did not receive vaccine 7-did nat recelve vaooine
* Séroconversion a J28 2-n0 pest-vaccination assessment 2-n0 post-vaccination assessment

:

. (0)
¢ Age . 73 a nS +/'6, 5 1 /O 9 2571 Safety Analysis (a3 waccinated)
d- migrandomized from HD inte SD
1= migrandomized from S0 inlo HD

1260 Safety Analysls (as vaccinated)

1- misrandomized from S0 o HD

4- migrandomized from HD Into S0

18- waccinated but vaccine type could niot
be verified

Randomized, Double-Blind Controlled Phase 3 Trial Comparing the Immunogenicity of High-Dose and Standard-

Dose Influenza Vaccine in Adults 65 Years of Age and Older Ann R. Falsey, JID 2008




Réponse immune

Table 2. Comparison of responses to high-dose (HD) and standard-dose (SD) influenza vaccine.

HD vaccine recipients”
in = 2576]

5D vaccine recipients”
in = 1275

The primary limitation of the current study is
the lack of data demonstrating clinical efficacy
against influenza infection and iliness

AMM FDA 2009

HAI GMT ratio
Responsa, Subjects with wvalid Subjects with wvalid for HD and
by antigan saralogic result, no. HAI GMT (88% Cl)  serologic result, no. HAI GMT (88% Clj S0 vaccine, (95% CI)
GMT
AMHTNT
Day O 2553 285 (27 .4- 29.7) 1267 294 (27.7= 31.1)
Day 28 2543 1158 (111.4- 120.3) 1252 67.3 (B3.7- 71.1) 1.7016-18)
AMHINZ
Day O 2552 746 (70.3- 79.2) 1268 74.7 (BB.6- 81.4)
Day 28 2544 6069 (583.5- 635.3) 1252 3325 (310.4- 356.1) 1.8 (1.72=-2.0)
B
Day O 2551 19.3 (18.68- 20.1) 1267 19.0 (17.9- 20.0)
Day 28 2542 69.1 (B6.6- 71.6) 1252 £2.3 (49.5- 55.3) 1.3 01.2-14)
Seroconversion® Subjacts, Subjacts, Percantage differance
% (95% CI) % (95% CI) in rate (95% CI)
AMHTNT 253 486 (46.6- 50.5) 1249 231 (20.2- 256) 254 (22 4- 2B 5]
AMHINZ 253 69.1 (67 .3- 70.9) 1248 580.7 (479 535) 184 (15.1- 21.7)
B 2528 41.8 (39.8- 43.7) 1249 299 (27 4= 32.6) 11.8 [B.6= 15.0)
Seroprotection”
AMHTMNT 2543 899 (B8.7- 91.0) 1252 768 (74.3-79.1) 13.1 (10.5- 15.8]
AMHINZ 2544 99.3 (38 9- 99.6) 1252 OE5 (953 97.4) 2BN.7-38)
B 2542 79.3 (77.6- 80.3) 1252 67.6 (64.9- 70.2) 11.7 [B.7- 14.7)

MOTE. Superniority was demonstrated if the lower limit of the 95% confidence interval for the difference in serocomversion rates i.e., HD vaccine minus
ED vaccing) was =10%, and noninferiority was shown if the lower limit wes ==10 %. The ratics of the hemapglutination inhibition (HAI) geometnic mean
titars (GMT) for HD weccine and S0 vaccine were assessed for all wecoine strains. Superiority wes demonstrated if the lower limit of the 95% confidence
intervel for the ratio wes =1.5, and noninferionty was defined as an HAI GMT ratio value =0.67. For HD vaccine to be considered superior to 50 vaccine
owverall, for each messure it wes required to demonstrete supernonty for gt least 2 of the 3 waccine strains without demonstrating inferiority for any strain.

Cl, confidence intenal

Randomized, Double-Blind Controlled Phase 3 Trial Comparing the Immunogenicity of High-Dose and Standard-
Dose Influenza Vaccine in Adults 65 Years of Age and Older Ann R. Falsey, JID 2008



The NEW ENGLAND JOURNAL of MEDICINE

Efficacité clinique

Efticacy of High-Dose versus Standard-Dose
Influenza Vaccine in Older Adults

Carlos A. DiazGranados, M.D., Andrew J. Dunning, Ph.D., Murray Kimmel, D.O.,

Randomisé controlé double aveugle
Multicentrigue US
HD vs SD > 65 ans, exclusion IS

Objectif principal: Sd grippal avec
confirmation biologique/PCR

Population (31989 patients):

 2011-12: 14,500 patients
 2012-13: 17,489 patients

2014

31,989 Patients underwent randomization

i

15,991 Were assigned to high-dose
waCcine
15,990 Received any vaccine
15,982 Received high-dose vaccine

15,998 Were assigned to standard-dose
vacsing
15,993 Received any vaccineg
15,983 Received standard-dose

WACTImE

I

734 Discontinued study befare final
phone call
252 Were lost to follow-up
167 Did mot adhere to protecol
210 Withdrew veluntarily
102 Had serious adverse event
1 Had ather adwerse event

TE2 Discontinued study before final
phane call
280 Were lost to follow-up
195 Did not adbere to protocol
206 Withdrew valuntarily
106 Had serious adverse event
1 Had ather adverse event

i

'

15,990 Were included in the full
analysis set
1 Didl Aot receive any vaccine
and was excluded

15,993 Were included in the full
analysis set
5 Diid not recsive any vaccine
and were excluded

J

.

15,892 Were included in the per-
pratocal analysis set
99 Were scluded
9 Did Aot receive vaccing
per ramdamization
10 Did rot satisfy inclusian
criteria or met exclusion
eritaria
57 Did not have at least one
successiul swrveillance
contact
16 Received another seasonal
influenza vaccine during
surseillancs
7 Had other reasons

15,911 Were included in the pear-
pratacal analysis set
BT ‘Were sxcluded
15 Dvid not recsive vaccing
per randormization
7 Did not satisfy inclusion
criferia or rmet exclusion
eriteria
16 Did not have at least one
suecessful surveillance
contact
20 Received another seasonal
infleenza vaccine during
surveillance
9 Had other reasons

Figure 1. Enrollment and Follow-up of Study Participants.

Three participants in each group who had serious adverse events were in-
stitutionalized and unable to speak on the phone at the final call before

sty teErmimEtioe




Efficacité relative

Table 2. Efficacy of High-Dose Vaccine
Relative to Standard-Dose Vaccine against
Confirmed Influenza Caused by Any Viral
Type or Subtype.

Table 3. Efficacy of High-Dose Vaccine Relative
to Standard-Dose Vaccine against Confirmed
Influenza Caused by Strains Similar to the
Vaccine Components.

Efficacy of High-Dose versus Standard-Dose Influenza Vaccine in Older
Adults. CA. DiazGranados. NEJM 2014

Variable

Laboratory-Confirmed Influenzaf

lIV3-HD 1IV3-SD Relative Efficacy
(N=15,990) (N =15,993) (95% Cl)
no. (%) %
Protocol-defined influenza-like illness 228 (1.4) 301 (1.9) 24.2 (9.7 to 36.5) %
Influenza A 190 (1.2) 250 (1.6) 24.0 (7.8 to 37.4)
A/H1N1 8 (<0.1) 9 (0.1) 11.1 (-159.6 to 70.2)
A/H3IN2 171 (1.1) 223 (1.4) 23.3 (6.0 to 37.5)
Influenza B 38 (0.2) 51 (0.3) 25.5 (-15.7 to 52.4)
Variable Laboratory-Confirmed Influenza*
IIV3-HD 1IV3-SD Relative Efficacy
(N=15,990)  (N=15,993) (95% Cl)
no. (%) %
Protocol-defined influenza-like illness 73 (0.5) 113 (0.7) 35.4 (12.5 to 52.5)
Influenza A 56 (0.4) 82 (0.5) 31.7 (2.9 to 52.3)
A/H1N1 7 (<0.1) 8 (0.1) 12.5 (-176.2 to 73.0)
A/H3N2 49 (0.3) 74 (0.5) 33.8 (3.7 to 54.8)
Influenza B 17 (0.1) 31 (0.2) 45.2 (-2.2 to 71.5)




Quelle immunodépression?

Table 4. Vaccine seroconversion response categories.

General

Category Seroconversion Rates IC Types Suggested Management
. Chronic kidney disease requiring
hemodialysis or peritoneal dialysis
. HIV (normal CD4 counts) . .
I diated infl ¢ . Follow usual vaccination regime
Good About >60% compared * mmune-hediated mrammatory (including any booster doses), by default
- i diseases (e.g., RA, SLE) .
response to healthy controls L e  Time vaccination when least
e Inflammatory bowel disease . ) cod
. Multiple sclerosis (treated) IMIUNOSUppresse
. Post-splenectomy status
. Solid tumors
. Time vaccination when least
: About 40-60% e  Anti-CTLA-4 therapy Immunosuppressed |
Intermediate ) Shielding measures
response compared to ¢ Hematologic cancer Consider high-dose vaccine
healthy controls HIV (low CD4 counts) .. ] ’
revaccination when less
immunosuppressed
. Time vaccination when least
immunosuppressed
. B-cell-depleting agents (e.g., . Shielding measures ¢
anti-CD20 therapy) . Consider high-dose vaccine,
Poor About <40% compared e Hematopoietic stem-cell revaccination when less
response to healthy controls transplant recipients immunosuppressed
Liver cirrhosis . Consider checking seroconversion. If

Solid organ transplant recipient

nonresponse, consider booster doses or

long-acting monoclonal antibodies for

pre-exposure prophylaxis b

Review Vaccination for the Prevention of Infection among Immunocompromised Patients: A Concise Review of Recent Systematic. Reviews Kay Choong See



Pathologies inflammatoires: RA, SLE, MICI...

Patients

Conclusions

IBD patients treated with anti-
TNF vs. healthy controls

Higher post-vaccination titers for A/HIN1 with [IV3-HD,
significantly higher for A/H3N2

RA patients (stratified by
DMARD, anti-cytokine, anti-B-
cell, and small molecule

Table 1
Influenza vaccination trials to improve immunogenicity in patients with inflammatory disorders.
Study Type of N Vaccine, regimen
study
Calderaetal.  Randomized 40  I1IV3-HD® vs. [IV4-SD"
2019 [31] study (1 dose)
Colmegna Randomized 279 1IV3-HD® vs. [IV4-SD"
et al. 2019  study (1 dose)
[35]

therapy!

Seroprotection and seroconversion rates consistently higher
with lIV3-HD. Age and vaccine dose found as predictors of
vaccine seroresponse in logistic regression analyses

NCT01436370 Randomized 51  1IV3-HD vs. IV3-SD"
|36] study (1 dose)

RA patients receiving anti-TNF
therapy

Trends for higher mean HAI titers and seroconversion rates
in [IV3-HD group, but seroconversion rates not statistically
superior to 1V3-5D group for any strain

Influenza vaccination in immunocompromised populations: Strategies to improve immunogenicity. F Caldera, Vaccine 2021
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Improved Immunogenicity With High-Dose Seasonal Influenza Vaccine

in HIV-Infected Persons
A Single-Center, Parallel, Randomized Trial

Moah MeKittrick, MD; lan Frank, MD; Jeffrey M. Jacobson, MD; C. Jo White, MD; Deborah Kim, RPh; Rosemarie Kappes, RN, MPH;
Carol DiGiorgio, RN; Thomas Kenney, BS; lean Boyer, PhD; and Pablo Tebas, MD, for the Center for AIDS Research

Table 1. Baseline Characteristics

Characteristic

5D Recipients (n = 95) HD Recipients (n = 100)

Median age (IQR), y 46 (37 to 53) 44 (35 to 50)
Male, m (%) 73 (77 64 (64)
Race/ethnicity, n (%)

Asian/Pacific 1(1) 0 ()

Black 58 (61) 78 (78)

Hispanic 7(7) 3(3)

White 36 (38) 22 (22)
Receiving ART, % 88 90

HIV RNA load <400 copies/mL, % 89 28

HIV RMNA load less than limit of detection, % 81 74

Median nadir CD4 count (IQR), % 107 cells/L
Median current CD4 count (IQR), % 107 cells/L

0.166 (0.037 to 0.278)  0.174 (0.045 to 0.343)
0.453 (0.301 to 0.660)  0.438 (0.275 to 0.625)

Current CD4 count <0.200 x 107 cells/L, i (%) 8(8) 14 (14)
Vaccinated in 2009-2010, n (%)
Trivalent 65 (68) 76 (76)
H1M1 37 (39) 47 (47)
Baseline HI antibody titer =1:40, n (%,)*
H1M1 49 (52) 49 (49)
H3M2 49 (52) 44 (44)
Influenza B 49 (52) 48 (48)

HIV-positive
individuals
randomly
assigned
(n =195)
¥
.r !
Received Received
Fluzone SD Fluzone HD
vaccine® vaccine*
(included in (included in
safety analysis) safety analysis)
{n =95) (n =100)
Discontinued study Discontinued study
(n=2) (n=3)
—»| Lost to follow-up: 1 —»| Lost to follow-up: 2
Sample not able to Sample not able to
be analyzed: 1 be analyzed: 1
¥ \d
5D participants HD participants
in efficacy in efficacy
analysis analysis
(n =93) (n =97)
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Vl H Improved Immunogenicity With High-Dose Seasonal Influenza Vaccine

in HIV-Infected Persons
A Single-Center, Parallel, Randomized Trial

Moah MeKittrick, MD; lan Frank, MD; Jeffrey M. Jacobson, MD; C. Jo White, MD; Deborah Kim, RPh; Rosemarie Kappes, RN, MPH;
Carol DiGiorgio, RN; Thomas Kenney, BS: Jean Bover, PhD; and Pablo Tebas, MD, for the Center for AIDS Research

Table 2. Prevaccination and Postvaccination GMTs

Virus Strain Day HI GMTs (95% ClI) GMT Ratio P Value
(HD-SD) (95% ClI)
SD Recipients (n = 93) HD Recipients (n = 97)

H1N1 (A/California/07/2009 X-179A) 0 22 (14 to 37) 25 (15 to 40) 1.1 (0.4 to 1.8) -

21 344 (229 to 518) 686 (509 to 926) 2.0(1.2t03.3) 0.008
H3N2 (A/Victoria/210/2009 X-187) 0 25 (16 to 42) 26 (16 to 42) 1.0 (0.5 to 1.8) -

21 324 (227 to 464) 739 (529 to 1032) 23(1.4t03.7) 0.001
Influenza B (B/Brisbane/60/2008) 0 17 (11 to 25) 20 (14 to 28) 1.2 (0.5 to 1.4) -

21 64 (46 to 91) 140 (110 to 178) 22(1.4t03.3) <0.001

Table 3. Seroconversion and Seroprotection Rates After Vaccination*

Variable Type of Vaccine Proportion (95% Cl) Difference (95% Cl), P Value
percentage points
SD Recipients (n = 93) HD Recipients (n = 97)

Seroconversion H1N1 59 (49 to 89) 75 (67 to B4) 16 (3 to 29) 0.018
H3N2 74 (65 to 83) 78 (70 to B7) 4 (—8 to 16) 0.50
Influenza B 34 (25 to 44) 56 (46 to 66) 21 (7 to 35) 0.003

Seroprotection H1M1 87 (80 to 94) 96 (92 to 100) 9(1to17) 0.029
H3MN2 92 (87 to 98) 96 (92 to 100) 3(—3to10) 0.32
Influenza B 80 (71 to 88) 91 (85 to 97) 11 (1 to 21) 0.030




* Vaccin administré au J1 de chimiothérapie e
* Immunogeénicité: Séerum J28 HAI
* Objectif principal: geometric mean titers (GMTSs)

Cancer

Double aveugle, randomisé 1-1 SD vs HD
2 saisons: 2012-13 et 13-14

18-65 ans suivi pour un cancer / chimio 51 patients
Criteres exclusions:

* PNN<1G/I

e Chimio non-myelosuppressive (anti CD20)

Improved immunogenicity of high-dose influenza vaccine compared
to standard-dose influenza vaccine in adult oncology patients
younger than 65 years receiving chemotherapy: A pilot randomized
clinical trial™

accineg

Saad Jamshed**, Edward E. Walsh", Lynda ]. Dimitroff*, Jeanine Seguin Santelli®,
Ann R. Falsey"

105 patients
consented

Standard-dose

High-dose
54 patients

2012-2013: 23
2013-2014: 28

2012-2013: 24
2013-2014: 30

| patient excluded as he
recelved a second

4 patients vaccinated
both years were included

only in year 1

50 patients

50 patients

* Objectifs 2dr: taux de seroprotection, taux de seroconversion, El.



Table 1

Demographics.
Ca n Ce r Standard-dose (50 High-dose (50)
Mean (SD) or n (%) Mean (SD) or n (%)
Age 52.9(7.95) 5394 (7.16)
. Female 26 [32%) 31 [62%)
* POpU lation Caucasian 40 [BE) 44 (88%)
African American B (16%) 5 {10%)
| Solid tumor d5 [ SE) A5 | 90K |
Hematologic malignancy 5[ 10%) 5 {10%)
Cancer diagnosis
Breast 16 [3L%) 17| 34%)
Lung B [16%) 6(12%)
Gastrointestinal 1b [3X%) 15 30K%)
Gynecologic 5 [ 10%) 7(14%)
Cancer stage
1+ limited 32 [b0E) I8 [ 56%)
IV + EXtensive 18 [(36%) A2 | 44K |
Curative chemotherapy 29 [58%) 25 (50%)
Palliative chemotherapy 21 [4XE) 25 (50%)
Single agent chemotherapy 14 [2B%) 16 (32%)
Combinanion chemotherapy 36 (T2X%) 34 [B6HX)
Cycle number at vaccination
<3 27 [ L) 28 [56% )
= 23 [4b%E) FriClE]

Improved immunogenicity of high-dose influenza vaccine compared to standard-dose influenza vaccine in adult oncology patients
younger than 65 years receiving chemotherapy: A pilot randomized clinical trial. Jamshed S, et al. Vaccine (2015)




Cancer - mbe:

Hemagglutination Inhibition (HAl) immunogenicity of standard-dose (SD) vaccine and high-dose (HD) vaccine.

Antigen S0 (n=50) HD (= 50] Pvalue

Pre vaccination HAI GMT (95% CI)
HINI1 266.1 (52.1-480.1) 1252 (74.6-175.3) 0.59
H3N2 143.2 (64.5-221.9) 134.1 (54.9-213.2] 0.94
B 54.7 (31.6-778) 31.4(204-42.3) 0.56
Post vaccination HAI GMT (95 C1)
HINI1 979.1 (609.1-1349.0) 13501 (B19.8-1880.4) 0106
H3N2 811.2 (401.2-12213) 11434 (739.6-1547.3) 0.005
B 228.0(1299-326.2) 351.6(2156-487.7) 0.02
Seroconversion rate” (X)
HINI 46.0 720 0.014
H3N2Z 53.0 80.0 0.029
B 44.0 80.0 0.0004
Seroprotection rate” (%)
HINI 90.0 6.0 023
H3N2 96.0 6.0 1.0
B 720 g8.0 017

The absolute difference (HD minus SD) in the percentage of patients with seroconversion was 26% for HIN1, 22% for H3N2,
and 36% for B, representing significantly improved seroconversion rates with HD for all three strains

Improved immunogenicity of high-dose influenza vaccine compared to standard-dose influenza vaccine in adult oncology patients
younger than 65 years receiving chemotherapy: A pilot randomized clinical trial. Jamshed S, et al. Vaccine (2015)
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e Objectif principal:
e Séroconversion contre au
moins une souche grippale

a J28.
e Suivi 6 mois

A Double-Blind, Randomized Trial of High-Dose vs
Standard-Dose Influenza Vaccine in Adult Solid-Organ
Transplant Recipients

Yoichiro Natori," Mika Shiotsuka,’ Jaclyn Slomovic," Katja Hoschler? Victor Ferreira,' Peter Ashton,” Coleman Rotstein,' Les Lilly,' Jeffrey Schiff,'
Lianne Singer,' Atul Humar,"* and Deepali Kumar™*

"Multi Organ Transplant Program, University Heatth Meswork, University of Toronto, Ontaric, Canada; and “Public Health England, Londen, United Kingdom

Enrollment
Assessed for eligibility (n=283)

Excluded (n=91)

+ Active other study participants (n=10})
+ IVIG (n=3)

# Declined to participate (n=74)

# Other reasons (n=4)

k. J

Randomized (n=172)

:
[ Allocation ] l

High dose influenza vaccine (n=88)
+ Recaived allocated intervention (n=88)
+ Did net receive allocated intervention (n=0}

Regular dose influenza vaccine (n=584)
+ Received allocated intervention (n=84)

+ Did not receive allocated intervention (n=0)

¥ [ Follow-up ]
LS A
Lost to follow-up (give reasons) (n=4) Lost to follow-up (give reasons) (n=6)
Discontinued intervention (n=0) Discontinued intervention (n=0)
. I Analysis I
hS A
Analysed (n=84) Analysed (n=7T)
+ Excluded from analysis {n=0) + Exduded from analysis (n=1)




Tahble 1. Patient Characterstics at Ennollmemt

S O | Characteristic All m =172} Standard Diose in = BS) High Doze {n = 87) Pyalue

Age, median (rangel &7 (1886} SH19-80) 67 (18-88) .
hale sex (%) 121 {703 &1 (7.8 60 (65.00 69
Timee from transplantation to veccination (months), median {interguartile 38 (12-—84.5) 33.5(11-849.5) 48 (14-95) 34
range)
Within 1 year of transplantation (%) A (23.3) 221255 18 (20.7) 37
Previous vear vaccination” (%) 116 {671} 59 (69.4) 64 (73.6) 55
History of documented influenza®™ (%) T B {Z1) 11011 J0G
Antithwrnocyte globulin within & months prior (%) 4 {23 3 {35} 1011} 37
Prewvious rejection {%) 4 2.3 33.5 1i01.1] 37
Type of transplant (%)
Kidney 67 {39.0| 30 (353 a7 (42.5)
Liver 38 (221} 19 {22 4) 19 (21.8)
Limg 25 (14.5) 15 (17&] 10 (1L}
Heart 230133 12 (14.1} 11 (12.6)
Cormbined 19 (11.0) B {9.d) 11 12.6) 17
IrnrmU NS DD eSS0
Prednisona (%) 131 (%6.2) 64 (75.3) 67 (770 .74
Prednisone dose, mgfdey, median (rangs} 5 (240} B {2.5-40) 6 2-30) i
Tacrolinmus. (%:) 126 {733 a0 (70.6) 66 (75.49) Ad
Cyclosporing (%) 35 (20.3) 2124 14 (16.1) [
hycophenolate mofetifmycophenclate sodium (%) 115 (66.4) 55 (55.4) BE (54 .4) A8
Azathioprine (%} 11 6.4 B (9.4) 3 (3.4) A3
Sirolirmus (%) 12 (70} 611} 6 (6.9 49

A Double-Blind, Randomized Trial of High-Dose vs Standard-Dose Influenza Vaccine in Adult Solid-Organ Transplant
Recipients Yoichiro Natori, CID 2018
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Table 2. Seroconversion to High-Dose vs Standard-Dose Influenza

Vaccine, per-protocol Population 100 p=0.002
p=0.002
Standard Dose High Dose § 80
(n=77) (n=84) PValue :g
Seroconversion (%) a &
AHINT 16 (20.8) 34 (40.5) 007 H  standard dose
A/H3N2 25 (32.5) 48 (571) 002 g 49 p=0.056 High dose
B/Brisbane 32 (41.6) 49 (58.3) .033 §
B/Phuket® 11 (14.3) 28 (33.3) .005 & 20
Geometric mean fold rise
AHIN1 14.0 20.3 001 0~ - -
AJH3N2 98.5 317 005 At least one At least two All three
B/Brisbane 5.4 20.4 002 Number of vaccine strains
B/Phuket® 3.1 24.7 0N

Figure 2. Seroconversion rates to at least 1, at least 2, or all 3 vaccine antigens

®Influenza B strain not contained in study vaccines. based on vaccine type

A Double-Blind, Randomized Trial of High-Dose vs Standard-Dose Influenza Vaccine in Adult Solid-Organ Transplant
Recipients Yoichiro Natori, CID 2018



Clinical Infectious Diseases

Immunogenicity of High-Dose Versus MF59-Adjuvanted

S OT 2024 Versus Standard Influenza Vaccine in Solid Organ
Transplant Recipients: The Swiss/Spanish Trial in Solid
Organ Transplantation on Prevention of Influenza

_ (STOP-FLU Trial)
S a I S O n S 2 O 1 8 - 1 9 et 1 9 - 2 O Mattes Mombelli,'*" Dionysios Neofytos,™” Uyen Huynh-Do,* Javier Sinchez-Céspedes, ™’ Susanne Stampl” Dela Golshayan,' Suzan Dahdal,’

Guida Stirnimann.? Aurelia Schavder."” Christian Garzoni'' Reta M. Venzin." Lorenzo Maoenta."” Melanie Schinenberaer.® Laura Walt." Cédric Hirzel™

L] L] [} 7
IVI u It I C e n t r I u e 6 u I S 9 2245 patients assessed 1626 incligible
for eligibility 500 did not meet inclusion criteria
. - 338 already vaccinated
162 ABO incompatible tansplantation, use of

* Exclusion si IglV, antiCD20, —

827 declined to participate

L]
a n t I C 5 619 enrolled 60 unable to consent
239 other reasons

* Objectif principal: i -
* Séroconversion contre au
moins une souche grippale a ! '
J 2 8 . 1 207 assigned to standard vaccine | ’ 209 assigned to MF59-adjuvanted vaccine ] [ 203 assigned to high-dose vaccine
3 not vaccinated 0 not vaccinated l. 0 not vaccinated
° -

Objectif 2dr: — [ *
* % de grippe clinique ou

a Sym pto m ath ue é J 180 204 included in 209 included in 203 included in

modified intention-to- modified intention-to- modified intention-to-
treat analysis (mITT) treat analysis (mITT) treat analysis (mITT)

L] L] L]
* Suivi 6 mois T - o e
Serum not available: Serum not available: Serum not available:
1 on day 0 1 on day 0 3 on day 0
»| Sonday28 »| 3onday28 »| 5o0nday28
1 withdrew consent 2 lost 1o follow-up 1 withdrew consent
1 lost to follow-up 1 other reasons 4 other reasons
3 other reasons
v r v 2 "

198 included in per 205 included in per } 195 included in per
| protocol analysis (PP) | protocol analysis (PP) | protocol analysis (PP)




Table 1. Baseline Characteristics of the Participants Included in the Modified Intention-to-Treat Population

S OT Stenderd Vaccine (n= 204) MF58-Adjuvanted Vaccine (n=208) High-Dose Vaccine (n=203]
Ape, median (IQR) 58 (49, 65) 57 45, 6d} 56 {47, B66)
Sex (malel, m |%) 150 (74} 148 (71) 139 (65
Maonths after transplantation, median (10R) a0 {11, 148) 449 {11, 109} 57 (12, 1200
Less than 1 year after trensplantation, n (%) 57 (28) E& (2T 52 (26)
Transplanted argan
Kidnay 140 {69) 140 (67} 136 [E7)
Liver a4 (22 43 (21) 29 14]
Heart 10 {5} 10 (5} 16 &)
Lung B 13} 63 13 (6
Parcraas 1 {0.5) i d (2]
Combinad® 32 B id) 63
Prewiows transplantation 10 PE(13) 2010y
Induction immunosuppression”, n (%)
ATG 2513 28 4 274
Basiliximah 116 {59) 56 (47) a0 (47
Other 34 (17 36 (17 22 {11)
haintenance immuncsuppression, n (%)
Tacralimus 145 {71} 148 (71} 141 (70)
Cyclospaorin 37 {18 A0 {19 A4 (2
hhycophenolate 165 (B1) 161 {77 150 (74
Azathioprine T3 84| 2101100
mTOR inhibitor 200 (10 2211} 14 (7]
Prednisonsa 115 {58} 136 (65) 120 (55
Oiher 5 (3l g id) 4 {2
Influenza vaccing in the prenvious season”, n (%) 165 (B3) 176 (B4} 166 (B2
Prewiowus influenza waccine™, m {3%) 178 (87 150 497} 177 (88)

Immunogenicity of High-Dose Versus MF59-Adjuvanted Versus Standard Influenza Vaccine in Solid Organ Transplant Recipients:
The Swiss/Spanish Trial in Solid Organ Transplantation on Prevention of Influenza (STOP-FLU Trial) Matteo Mombelli,CID 2024



SOT Absence d’impact clinique

Table 4. Episodes of Microbiologically Confirmed Influenza Included in
HD: meilleure immunogénicité the Per-Protocal Population
Standard High-Doss
Table 2. Primary Outcome for Patients Receiving the High-Dose, Vaccine  MF58-Adjuvanted  Vaccine
MF59-Adjuvanted and Standard Influenza Vaccines in the Per-Protocol in=138)  Vaccine in=205)  In=195)
Population Patients with influenza, n (%} 11 (6} 1118 12(7
Median days from a1 {89, 106) T 66, BS 96 (68, 103
Vaccing vaccination to influenza
Aesponse Risk P (1R
Rate Differance Walue ‘Wiral strain
High-dose and 63% (251/400)  0.20197.6% <001 AHINI 56 5 4
MFES-adjuvanted versus 42 % C1, .12-1) A nonspecified 412 53 5@
wersus standsnd (84198} B 2{1) 1105 4 §2)
vaccing” Influenza season
High-dose versus standard 66% (129/1495) 024 {95% Cl, <00 20182019 53 6 i3 &3
waccing" wersus 42 % JA6-1) 201 912020 613 5 (% 8 i)
(54/198) Symptomatic influenza, (%) & 4) 8 (4) 10 {5}
M F55-adjuvanted 60% (122/205) 0.17 197 5% <001 Diagncsed by survedllance 10 {5) 713 g {5
wersus stamdarnd wersus 42 % Cl, .38-1) PCR* (%]
vaccing” (84/198) o
i z S (129/195) Q.07 {95% C {085 Elln!cal -:m.rtmme%
Hlfp:'-ll;z;-&:dl.iﬁ-::;:ed EE'.-'-E"E-.JE G0 % - Ei] to 1] l s weummﬂ' n_‘%:' oo 010 010
vaccing” (122/208) Bacteriel pneurnonia, m (%) 0 (0) 1 10.5) 1i0.5)
Hospital sdmission, m (%) 0 {0y 1005 1 40.5)
ICU adrnizsion, n (%) a0 0 0 O {0f

Immunogenicity of High-Dose Versus MF59-Adjuvanted Versus Standard Influenza Vaccine in Solid Organ Transplant Recipients:
The Swiss/Spanish Trial in Solid Organ Transplantation on Prevention of Influenza (STOP-FLU Trial) Matteo Mombelli,CID 2024
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2 SD-QIV vs 2 HD-TIV

e 28 a 42j entre chaque dose

M3-M23 post HCT
2 saisons: 2017-18 et 18-19
4 sites

Objectif principal:
* Adjusted geometric mean
ratios (aGMR) comparing the

GMT between HD-TIV and SD-
QlV M1 post 2d dose.

Comparison of Two High-Dose Versus Two
Standard-Dose Influenza Vaccines in Adult
Allogeneic Hematopoietic Cell Transplant Recipients

Lora D. Thomas,"™” Einas Batarseh,™ Lubna Hamdan,” Zaid Haddadin,* Daniel Dulek,” Spyros Kalams,” Laura §. Stewart,” Anna L Stahl,” Herdi Rahman,”
Justin Z. Amarin,® Haya Hayek,? Michael lson,” Edgar T. Overton,” Steven A. Pergam,” Andrew J. Spieker,” and Natasha B. Halasa™®; the Adult HCT Flu
Study

134 subjects consented

= T met exclusion criteria

= 1 wilhdrawn &l physician's reques)
o0 1 kst o follow-up

= 1 otfer

124 subjects randomized and vaccinated

v L 3

&4 randomized to SD-QIY 60 randomized to HD=-TIV
and received dosa 1 and received dose 1

= 2 ineligible for second dose

+ 2 withdrawn at imeshgator’s reguest -+ —f| - 1 ineligible for second dose
= 1 withdrawn at participant’'s reguest

59 received SD-01V dose 2 | I 59 received HD=TIV dose 2

Figura 1. Enrollmeant, randomization, and vaccing status. A wtal of 134 particigants wara consanted, among whom 1249 ware subsaguently randomized and vaccina!
Amaong the 64 paricipants randomized 1o receive SO-0IV, 53 92%) received both doses; among the 60 pamicipants randomized 1o receive HO-TIV, 59 (98%) recaived b
dogas. Abbreviations: HD-TIV, high-dese tivalent; SD-0IV, standard-dose guadrivabant.



Table 1. Cohorl Demographics and Clinical Characteristics, Further Stratified by Treatment Arm

Al Lamirol §50-007 Expanmssral (HD- 10
B IVI | = 124] [ = B3| |H = B0}
Domagmphics

A at ereolnent, iy
Sgan (S0 R2.TIIE3 S532414.71 4B 4 {153
Gardar, no. (%]
Male TEIEL2) 42 5561 = E5T|
. Jransndanr characiansivs, no. (9)
. Popu Iatlon Haasorn tor transplant
SAalgrant 120 [BE.E) 52 384 “Tal= =Nl |
ARILENLL GO 20 (=000 2163 493 =T &09)
o Jeune (52 anS) ALL 17N 201423 Ta3411.11 1¥&T {17.5]
, . O CKIL 61 20 %0 463 64| =T 25
[ ) ( ) FDSSAEN 20NZ200ET 1363 20,61 TET {1231
NeoplaSIe 96A) Crhiar 17020 014.2) a8%3i(12.71 SHES {1431
. Fon=malgrant 4 2.3} 14161 1]
* 5,6 mois post Allo G Swras s anami pay) W 0 e
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Comparison of Two High-Dose Versus Two
Standard-Dose Influenza Vaccines in Adult
Allogeneic Hematopoietic Cell Transplant Recipients

Lora D. Thamas,"™" Einas Batarseh,™ Lubna Hamdan,® Zaid Haddadin,® Daniel Dulek.? Spyros Kalams,? Laura 5. Stewart,® Anna L Stahl,® Herdi Rahman,?
Justin Z. Amarin,® Haya Hayek,® Michael lson,” Edgar T. Overton,” Steven A. Pergam,” Andrew J. Spieker,”" and Matasha B. Halasa™" the Adult HCT Flu
Study

Table 3. Point Estimates and 95% Cls for aGMRs Associated With Each Model Covariate for Visit 3 (Post-Dose 2) HAI Titers to Influenza Antigens

AMH3IN2Z B/Victoria
aGMR 85% CI aGMR 95% ClI aGMR 85% CI
IHD—TIU 1.24 [0.67, 2.36] 2.25 [1.20, 4.22] 1.60 [0.96, 2.67]
logz-baseline titer 1.23 [1.06, 1.43] 1.33 [1.16, 1.52] 1.25 [1.10, 1.41]
Age ly) 1.00 [0.28, 1.02] 1.00 [0.98, 1.02] 0.99 [0.98, 1.01]
Time post-HCT (mo) 1.06 [0.29, 1.14] 1.06 [1.00, 1.14] 1.00 [0.95, 1.08]
CD4™ count 1.21 [1.00, 1.47] 1.14 [0.84, 1.40] 1.18 [1.01, 1.39]
CD19" count 1.12 [0.96, 1.29] 1.24 [1.07, 1.44] 1.25 [1.11, 1.40]
ALC (100/uL) 0.96 [0.91, 1.02] 094 [0.89, 1.00] 094 [0.90, 0.99]
GVHD history 1.28 [0.64, 2 54] 0.83 [0.41,1.71] 0.95 [0.53, 1.67]

Bolding indicates statistical significance at the 0.05 level (two-sided).

Abbreviations: AGMR, adjusted geometric mean ratio; ALC, absolute leukocyte count; Cl, confidence interval, GVHD, graft versus host disease; HD-TIV, high-dose trivalent; SD-0IV,

standard-dose guadnvalent.

In a prior phase III study in the elderly comparing a single
dose of HD-TIV to a single dose of 5D-TIV, a superiority
GMR benchmark of 1.5 was needed for licensure [20]. This
benchmark (ie, aGMR comparing HD-TIV to SD-QIV) was
met for both A/H3IN2 (aGMR: 2.03) and B/Victoria (aGMER:
1.63) after 2 doses in our HD-TIV group. The previous studies




Cout efficacité

* Nombreuses etudes en pop agée en faveur HD.

* Exceptionnelle études sur pop a risque jeune (50-65 ans)

Cost-effectiveness and public health impact of alternative influenza
vaccination strategies in high-risk adults

Jonathan M. Raviotta**, Kenneth J. Smith ", Jay DePasse ¢, Shawn T. Brown ¢, Eunha Shim¢,  v/3ccine 35 (2017) 5708-5713
Mary Patricia Nowalk ®, Angela Wateska ", Glenson S. France ¢, Richard K. Zimmerman *

Table 2
Cost-effectiveness analysis results for influenza vaccination strategies in high-risk middle-aged U.S. adults (per-person costs and effectiveness).

Strategy Cost Increased cost Effectiveness (QALY) Incremental effectiveness (QALY) Incremental cost-effectiveness ratio
SD-1IV3 only $99.84 - —0.001373 - -

SD-1IV4 only $100.75 %091 —0.001349 0.000024 $37,700

HD-1IV3 in high-risk, SD-IIV3 in others  $101.17 $0.42 —0,001351 —0,000002 Dominated

HD-IIV3 in high-risk, SD-1IV4 in others $101.81 $1.06 —0.001334 0.000015 $71,500

No vaccine $§104.07 §$2.26 - 0.001586 —0.000252 Dominated

SD-1IV3 = Standard-dose trivalent inactivated influenza vaccine; SD-1IV4 = standard-dose quadrivalent inactivated influenza vaccine; HD-1IV3 = high-dose trivalent inacti-
vated influenza vaccine; RIV = recombinant hemagglutinin influenza vaccine



Recommandations HD pour IS

=

* Prevention and Control of Seasonal Influenza with Vaccines:
Recommendations of the Advisory Committee on Immunization

Practices (ACIP)—United States, 2024-25 Summary of
Recommendations

IMMUNOCOMPROMISED PERSONS

o Immunocompromised persons should receive 1IV3 or RIV3.
LAIV3 should not be used.

= 5Solid organ transplant recipients aged 18 through 64 years
who are receiving immunosuppressive medication regimens
may receive HD-1IV3 or allV3 as acceptable options (without a
preference over other age-appropriate 1IV3s or RIV3).

* Immune response might be reduced in persons on certain
medications, chemotherapy, or transplant regimens.

» The Infectious Diseases Society of America (ID5A) has published
guidance concerning the timing of vaccination in relation to
such interventions (see Further Information, this page).




Vaccin HD: oui MAIS...

* VVaccin efficace

» Adapté a la souche circulante > OMS
* Immunogénicité forte> HD > SD
* Peut étre pas tous les IS: SOT, cancer, AlloG (renforcé), Path Infl, VIH

* Vaccin accepté - Communication +++

* Vaccin disponible = Autorité de santé/Laboratoire
* Parcours vaccinal clair: spécialiste ou généraliste?
* Vaccination de I’'entourage



Merci pour votre attention
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