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ORIGINAL ARTICLE

Efficacy and Safety of an mRNA-Based
RSV PreF Vaccine in Older Adults

E. Wilsr.:-n,]. Goswami, A.H. Baqui, P.A. Doreski, G. Perez-Marc, K. Zaman,
J. Monroy, C.J.A. Duncan, M. Ujiie, M. Ramet, L. Pérez-Breva, A.R. Falgey,
E.E. Walsh, R. Dhar, L. Wilson, J. Du, P. Ghaswalla, A. Kapoor, L. Lan, S. Mehta,
R. Mithani, C.A. Panozzo, A.K. Simorellis, B.J. Kuter, F. Schodel, W. Huang,
C. Reuter, K. Slobod, S.K. Stoszek, C.A. Shaw, .M. Miller, R. Das,
and G.L. Chen, for the ConquerRSV Study Group*

Essai de phase 2/3 du vaccin mRNA 1345
Plus de 35,000 participants de plus de 60 ans
Immunodépression = critere d’exclusion

E Wilson et al. N Engl J Med 2023;389:2233-2244.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Nirsevimab for Prevention
of Hospitalizations Due to RSV in Infants

S.B. Drysdale, K. Cathie, F. Flamein, M. Knuf, A.M. Collins, H.C_ Hill, F. Kaiser,
R. Cohen, D. Pinquier, C.T. Felter, N.C. Vassilouthis, J. Jin, M. Bangert, K. Mari,
R. Nteene, S. Wague, M. Roberts, P. Tissiéres, S. Royal, and S.N. Faust,
for the HARMONIE Study Group*

Subgroup

Age at randomization
<3.0 mo
>3.0to0 6.0 mo
>6.0 mo

Weight at randomization
<5kg
=5 kg

Gestational age
<37 wk
=37 wk

Sex
Male
Female

SB Drysdale et al. N Engl J Med
2023;389:2425-2435.

Timing of randomization
During the RSV season
Before the RSV season

Nirsevimab Standard Care
no. of infants with event/total no. (%)

5/1962 (0.3)
4/959 (0.4)

43/1954 (2.2)
9/953 (0.9)

2/1116 (0.2)  8/1114 (0.7)

7/1537 (0.5)
4/2500 (0.2)

35/1524 (2.3)
25/2497 (1.0)

4/567 (0.7)
7/3434 (0.2)

17/541 (3.1)
41/3434 (1.2)

7/2087 (0.3)
4/1950 (0.2)

37/2108 (1.8)
23/1913 (1.2)

11/4020 (0.3)
0/17 (0.0)

59/4001 (1.5)
1/20 (5.0)

Efficacy (95% Cl)

F—— 89.6 (73.8 to 96.8)

I 58.7 (-47.9t0 90.7)

i 76.5 (-17.9 to 97.6)
—e—1  82.1 (59.1t0 93.3)
———  85.2 (57.0t0 96.2)
1 783 (33.5t0 94.7)
——— 844 (64.9 to 94.1)
———1  82.4 (60.0 to 93.4)
F——————— 84.4 (54.2t096.1)
—e—  83.0 (67.3 to 91.9)
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Standard Care Better

Nirsevimab Better




Home Eurosurveillance Volume 29, Issue 6, 08/Feb,/2024 / Article

Rapid communication & Open Access
Early estimates of nirsevimab immunoprophylaxis
effectiveness against hospital admission for respiratory I

syncytial virus lower respiratory tract infections in infants,
Spain, October 2023 to January 2024 M) checkior updates

Ménica Lépez-Lacort'2" @), Cintia Mufioz-Quiles'2" | Ainara Mira-Iglesias’?, F Xavier Lopez-Labrador?®#, Beatriz Mengual-Chulia??,

Carlos Fern3 Garcia' , Mario Carballido-Fernandez®® , Ana Pineda-Caplliure” , Juan Mollar-Maseres® , Maruan Shalabi Benavent® I
Franc ro'?, Matilde Zornoza-Moreno'"!, Jaime Jesi ez-Martin'! , San uelez'" , Rocio Pérez Crespo'?
Encamacion Bastida Sanchez'2, Ana Isabel Menasalvas-Ruiz'? , M@ Cinta Téllez-Gonz , Samuel Esquiva Soto!?

Carlos Del Toro Saravia'*, Ivan Sanz-Mufioz'5, José Maria Eiros'®, Vanesa Matias Del Pozo'® , Marina Toquero-Asensi'®

Eliseo Pastor-Villalba'” , José Antonio Lluch-Rodrigo’? , Javier Diez-Domingo'218 | Alejandro Orrico-Sanchez %18

i Affilistinne

Effectiveness of nirsevimab against hospitalisation in infants by the screening method and test-negative
design, three regions in Spain, October 2023-January 2024 (n = 166 admissions)

RSV-LRTI (n =95) Megative RSV-LRTI {(n= 71)

Taux d'immunisation variant de 78 a (1-OR) x 100 (1-OR) x 100 95% Cl
98 % par nirsevimab Screening

MPMurcia 26.9 771 to92.9 27.5 -47.3to66.2
Taux d’infections chez les enfants de Valencia 69.3 36.4 to 86.2 1.6 ~180.8 to 82.3
moins de 9 mois en Espagne valladolid 97.0 87.7 to 99.6 NA

Pooled data 84.4 76.8 to 90.0 32.4 —97.5 tg 63,48

Test-negative design

Fooled data 70.2 38,3 to 28 59 MA
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Long-term efficacy of a recombinant hepatitis E vaccinein =~ @ ®
adults: 10-year results from a randomised, double-blind,
placebo-controlled, phase 3 trial

Shoujie Huang®, Xvefeng Zhang™, Yingying Su*, Chunlan Zhuang™, Zimin Tang™, Xingcheng Huang, Qi Chen, Kongxin Zhu, Xiaowen Hu,
Dong Ying, Xiaohui Liv, Hanmin Jiang, Xia Zang, Zhongze Wang, Changlin Yang, Donglin Liu, Yijun Wang, Quan Tang, Wentong Shen,
Huanhuan Cao, Huirong Pan, Shengxiang Ge, Yue Huang, Ting Wut, Zizheng Zhengt, Fengeai Zhut, Jun Zhangt, Ningshao Xiat

Summary
Background Hepatitis E virus (HEV) is a frequently overlooked causative agent of acute hepatitis. Evaluating the long-  published online
term durability of hepatitis E vaccine efficacy holds crucial importance. February 19, 2024
https:/jdol.omg/10.1016/
& =0 i orwwl # - i = - = L * i i iid LI L i i i = i i i - is - 1= & d ™ el 5014&5?35(}3]“22%1
T Hepatitis E vaccine Hecolin (Xiamen Innovax Biotech®)
/(' —# Placebo group En 2015, 'OMS considérait que les données a long terme et les
0-204 -~ External control

données de sécurité étaient insuffisantes pour positionner ce
vaccin mis sur la marché en 2015

Evaluation a 10 ans

Essai randomisé 1:1 avec plus de 110 000 participants dans
différentes zones en Chine

Cohorte de controle externe

Cumulative incidence (%)

Utilisation de ce vaccin lors d’'une campagne réactive au Soudan
en 2022

Time since initial dose (months)



Seasonal vaccination with RTS,S/AS01, vaccine with or
without seasonal malaria chemoprevention in children up to
the age of 5 years in Burkina Faso and Mali: a double-blind,
randomised, controlled, phase 3 trial

Alassane Dicko*, Jean-Bosco Ouedraogo*, Issaka Zongo, Issaka Sagara, Matthew Caimns, Rakiswendé Serge Yerbanga, Diibrilla Issiaka,

Charles Zoungrana, Youssoufa Sidibe, Amadou Tapily, Frédéric Nikiéma, Frédéric Sompougdou, Koualy Sanogo, Mahamadou Kaya,

Hama Yalcouye, Oumar Mohamed Dicko, Modibo Diarra, Kalifa Diarra, Ismaila Thera, Alassane Haro, Abdoul Aziz Sienou, Seydou Traore,
Almahamoudou Mahamar, Amagana Dolo, Irene Kuepfer, Paul Snell, Jane Grant, Jayne Webster, Paul Milligan, Cynthia Lee, Christian Ockenhouse,
Opokua Ofori-Anyinam, Halidou Tinto, Abdoulaye Djimde, Daniel Chandramohant, Brian Greenwood

Summary

Background Seasonal vaccination with the RTS,5/AS01, vaccine combined with I malaria chemoprevention
(SMC) prevented malaria in young children more effectively than either intervention given alone over a 3 year period.
The objective of this study was to establish whether the added protection provided by the combination could be
sustained for a further 2 years.

Cette stratégie combinée de prophylaxie
médicamenteuse et vaccination avait été
montrée efficace en 2021 chez I'enfant de
moins de 3 ans, depuis elle est
recommandée par 'OMS.

Quida5ans?

@®

Lancet Infect Dis 2024;
24:75-86

Pubilished Online
August 22, 2023

[RTSSTEp—T T

Initial 3-year sbudy period

Transmission season

i 2-year study extension
Transmission season

2017 2018 29 2020 2021
Control vaccinations  § | | : : : :
Yy ¥ ¥ k4 h
Approximately 2000 children SMC SMC SMIC SMC SMC
Booster 1 Booster 2 Booster 3 Booster 4
RTS.5 vaccine i ¢ ¢ ¢ ¢ Observation ‘L ‘L Obyservation
Approximately 2000 children Placebao PMlaceko Placeho : ended HMacebo Placebo ended
March 31, 2020 March 31, 2022
Booster 1 Booster 2 Booster 3 Booster 4
RTS,S vaccine i ¢ ¢ ‘L ‘L ¢ ‘L
Approximately 2000 children 5MC SMC SMC SMC SMC
Figure 1: Overall study design

Only children aged bebow 5 years on June 1, 2021 were eligible to receive study interventions in 2021 SMC=seasonal malaria chemoprevention.




Child-years Events Rate per 1000 child Protective efficacy (95% C1) Protective efficacy
atrisk years ak risk combined vs seasonal malaria  (95% Cl) combined vs
chemoprevention alone RTS,S/AS01, alone
Whole study, both countries
Seasonal malaria chemoprevention alone  7BE7.0 2472 313-4 (301-3 10 326-0) 1 (ref) -
RTS,S/AS01, -alone 7937-8 537 M9-6(307-410332-3) 30%(-11-81052) 1 (ref)
Combined 70574 1055 132-6(124-8t0140-8)  577%(533to 617) 59-0% (54-7 to 62-8)
Whole study, Burkina Faso
Seasonal malaria chemoprevention alone 37750 1482 3926 (3731 10 413-1) 1(ref)
RTS,S/AS01,-alone 16956 1617 4376 (416710 4504)  -11.5% (-22-110-1-8) 1 (ref)
Combined 37990 678 178-5(165510192-4)  54-7% (49-2 to 59-6) 59-3% (54-4 to 63-7)
Whole study, Mali
Seasonal malaria chemoprevention alone 41119 990 240-8 (2262 Lo 256-2) 1(ref)
RS, 5(AS01,-alone 42422 920 216-9 (203310 231-3) 9-60% (-5.67 1o 22.6) 1 (ref)
Combined 41584 77 007 (820 1o 100-3) 62-3% (54-B to 68-6) 58-3% (49-9 10 65-4)
Year 4, both countries
Seasonal malaria chemoprevention alone  1669-4 562 336-7 (3099 to 365-7) 1 (ref) .
RTS,5/A%01,-alone 16876 648 3840 (355510 4147)  -14.9%(-30-510 -1-2) 1 (ref)
Combined 1695.4 300 176-9 (158:0101981)  47.5% (38-81054.9) 54-3% (47-0 10 60-6)
Year 5, both countries
Seasonal malaria chemoprevention alone 7292 2449 3415 (301-6 to 286-6) 1 (ref) -
RTS,5/AS01 -alone 679-1 349 513-9(4627105707) -49-5% (-79-310-24-6) 1 (ref)
Combined 7131 131 1837 (154-3 w218-0)  46-8%(33-210577) 64-4% (55-8 to 71-4)

Tabile 1: Protective efficacy against cases of clinical malaria during the 5-year study period and during the 2-year extension period



Le Cameroun lance la premiére vaccination
systématique au monde contre le paludisme

Plus de 300 000 doses du vaccin du groupe pharmaceutique britannique
GSK avaient été livrés au Cameroun le 21 novembre.

franceinfo avec AFP
France Télévisions

Cameroun : lancement de la premiére
campagne de vaccination systématique au
monde contre le paludisme

Par Le Figaro avec AFP
Publié le 22/01/2024 & 11:00, mis 4 jour le 22/01/2024 4 11:30

Lutte contre le paludisme : 'Afrique a un
« tournant » grace au déploiement du
nouveau vaccin

Aprés une phase pilote, des millions de doses sont acheminées au Sénégal, au Burkina, au
Bénin, au Liberia, en RDC, au Niger, en Sierra Leone, au Burundi et en Ouganda. Le Cameroun a
méme fait le choix de I'intégrer directement a sa vaccination de routine.

Le Monde avec AFP
Publié le 22 janvier 2024 4 12h26, modifié le 23 janvier 2024 2 11h03 - @ Lecture 3 min.



Safety and efficacy of malaria vaccine candidate

.:.

@

e Mark

R21/Matrix-M in African children: a multicentre, double-

blind, randomised, phase 3 trial

Mehreen 5 Datoo, Alassane Dicko®, Halidou Tinto™, Jean-Bosco Ouédraogo, Mainga Hamalubaf, Ally Olotut, Emma Beaumont,

Fernando Ramos Lopez, Hamtandi Magloire Natama, Sophie Weston, Mwajuma Chemba, Yves Daniel Compaore, Djibrilla Issiaka, Diallo Salou,

Athanase M Some, Sharon Omenda, Alison Lawrie, Philip Bejon, Harish Rao, Daniel Chandramohan, Rachel Roberts, Sandesh Bharati,

Lisa Stockdale, Sunil Gairola, Brian M Greenwood, Katie | Ewert, John Bradley, Prasad 5 Kulkarni, Umesh Shaligram, Adrian V 5 Hill,
theR21/Matrix-M Phase 3 Trial Group§

Summary

Background Recently, we found thal a new malaria vaccine, R21/Matrix-M, had over 75% efficacy against clinical

Lancet 2024; 403: 53344

malaria with seasonal administration in a phase 2b trial in Burkina Faso. Here, we report on safety and efficacy of the  published online
vaccine in a phase 3 trial enrolling over 4800 children across four countries followed for up to 18 months at seasonal ~February 1, 2024
sites and 12 months at standard sites. hitpsfiolong/mLL01E)
A B
1005 — R21/Matrix-M 7 }
— Control
£ HR 0-25 (95% C1 0-22-0-29) HR 0-32 (95% C1 0-26-0-400) HR 0-27 (95% C1 0-24-0-31)
. . m 075+
4644 enfants de moins de 36 mois g p<0-0001 p<0-0001 p<00001
Environ 25 % sans prophylaxie £ os0- - -
médicamenteuse saisonniere % oxs- ] |
. 7 _,_,—'—'—'—_H-.
Bon profil de tolérance é / —
0
0 100 200 300 400 O 00 200 00 400 0 00 200 300 400
Number at risk Time (days) Time (days) Tirme (days)
Control 780 463 186 379 ] 761 FLu 666 L0 0 1541 1168 10452 949 0
R21/Matrin-M 1559 1391 1292 1268 0 1543 1513 1400 138 0 302 2904 X2 2640 0

Fgure 2: Kaplan-Meler estimates of the time to first eplsode of dinlcal malaria in the modified per-protocol population at seasonal sites (A), standard sites

{B), and all sites (C)

Dara begin from 14 days after the third vaccination in the primary series to 12 monthe. Seasonal sites were Bougouni and Manoro; and standard sites were Dande and
the East Africa sites Bagamoyo and Kilifi.




@ W Safety andimmunogenicity of asingle-shot live-attenuated

chikungunya vaccine: a double-blind, multicentre,

randomised, placebo-controlled, phase 3 trial

m Martina Schneider, Marivic Narciso-Abraham, Sandra Hadl, Robert McMahon, Sebastian Toepfer, Ulrike Fuchs, Romana Hochreiter,
Annegret Bitzer, Karin Kosulin, Julian Larcher-Senn, Robert Mader, Katrin Dubischar, Oliver Zoihsl, Juan-Carlos Jaramillo, Susanne Eder-Lingelbach,
Vera Buerger, Nina Wressnigg

Summary

Laneet 2023; 401:72138-47  Background VILA1553 is a live-attenualed vaccine candidate for active immunisation and prevention of disease caused
Published online by chikungunya virus. We report safety and immunogenicity data up to day 180 after vaccination with VLA1553.

June 12, 2023

1000

100+

Geometric mean titre

10+

10000~ --g-- 18-64 years: VLA1553
—— =65 years: VLA1553
@ 186 years: placebo
—a— =65 years: placebo

Day1
Mumbser of participants
1864 years: VLA1553 207
1864 years: placebo 73
=65 years: VLA1553 50
=65 years: placebo 73

Day 8

198
70
53
3

I:'en;n-r 9 DaylE-S Diyl.lﬂﬂ
Study day
207 194 184
73 ] (=]
59 52 58
3 22 23

Figure 2: Assessment of neutralising antibodies after vaccination

VLA1553 (n=3082) Placebo (n=1033) Total (n=4115)
Any adverse events 1926 (62-5%, 60-8-04-2) 6415 463 (44-8%, 41-8-47-9)1071 2389 (58-1%, 56-5-59-6) 7486
Any related adverse events 1575 (51-1%, 49-3-52-0) 4621 322 (31-2%, 28-4-34-1) 647 1897 (46-1%, 44-6-47-6) 5268
Any related severe adverse events 62 (2.0%, 1.5-2.6) 70 1(0-1%, 0-0-0.5) 3 63 (1:5%,1-2-2.0) 73
Ay serious adverse svents 46 (1-5%, 1.1-2.0) 73 8(0-8%, 0-3-1.5) 10 G4 (1-3%, 1-0-1.7) 83
Any related serious adverse events 2 (0-1%, 0-0-0-2) 2 0 (0%, 0-0-0-4) 0 2 (0-0%, 0-0-0-2) 2
Any adverse events of spedial interest 10 (0-3%, 0-2-0-6) 26 1 (0-1%, 0-0-0-5) 2 11 (0-3%, 0-1-0-5) 28

Any adverse event with a frequency =10% in at least one study arm

Headache
Fatigue

Myalgia
Arthralgia
Injection site pain
Pyrexia

Nausea

986 (32.0%, 30-3-33-7) 1028
BEG (287, 27.2-30-4) 803
750 (24:3%, 22-8-25.9) 58
554 (18.0%, 16-6-19-4) 589
413 (13-4%, 12-2-14-7) 519
427 (12.9%, 12-7-15-1) 429
359 (11.6%, 10.5-12-8) 364

160 (15-5%, 13-3-17-8) 178
137 (13-3%, 11.3-15.5) 139
82 (7.9%, 6-4-9-8) B4
63 (6-1%, 4-7-7-7) 7O
101 (9-8%, 8-0-11-8) 122
13 (1-3%, 0-7-2-1) 13
63 (6.1%, 4-7-7-7) 64

Any serious adverse event with a frequendy =0-2% in at least one study arm by systerm organ class

Infections and Infestations

Injury, poisoning, and procedural complications
Psychiatric disorders

Cardiac disorders

9(0-3%, 0-1-0-6) 9
8 (0-3%, 0-1-05) 15
7(0-2%, 0-1-0-5) 8
5(0-2%, 0-1-0-4) 7

3(0-3%, 0-1-0-8) 3
1 (0-1%, 0-0-0-5) 1
2 (0-2%, 0-0-0-7) 4
0(0%, 0.0-0-4) 0

1146 (27-8%, 26.5-29:2) 1206
1023 (24-9%, 23.5-26-2) 1032
832 (20.2%, 19.0-21.5) B42
617 (15-0%, 13-0-16-1) 659
514 (12:5%, 11-5-13-5) b41
440 (10-7%, 9-8-11-7) 442
422 (103%, 9-3-11-2) 428

12 (0-3%, 0-2-0-5) 12
9 (0-2%, 0-1-0-4) 16
9 (0-2%, 0-1-0-4) 12
5 (0:1%, 0-0-0-3) 7

Data are n (%, 95% CI) M. For each category, participants were induded only once, even if they experienced multiple events in that category. Related adverse events are those
recorded as probably related or possibly related on the cCRF. Adverse events of special interest counts are for the overall event and the adverse event of special interest
symptom count indudes a count of all symptoms contributing to the event, Two-sided exact Clopper-Pearson 95% Cls are presented. oCRF=chectronic case report form.

n=number of participants. N=number of evenls.

Table 3: Overall summary of adverse events (safety population)



Wivalneva

VALNEVA SE
Campus Bio-Ouest | 6, Rue Alain Bombard
44800 Saint-Herblain, France

Valneva recoit I'approbation par la U.S. FDA du premier
vaccin au monde contre le chikungunya, IXCHIQ®

Saint-Herblain (France), 10 novembre 2023 — Valneva SE (Nasdaqg: VALN; Euronext Paris:
VLA), societe specialisée dans les vaccins, a annoncé aujourd’hui que la Food and Drug
Administration (FDA) des Etats-Unis a approuvé IXCHIQ®, vaccin vivant atténué a injection
unique, pour la prévention de |a maladie causée par le virus du chikungunya (CHIKV) chez les
personnes agees de 18 ans et plus présentant un risque accru d'exposition au CHIKV. Cette
indication du vaccin a été approuveée dans le cadre de la procédure d'autorisation accelérée, sur
la base des titres d'anticorps neutralisants contre le CHIKV. Le maintien de |'autorisation pour
cette indication est subordonné a la vérification du bénéfice clinique dans un ou plusieurs essais
de confirmation.



Long-term efficacy and safety of a tetravalent dengue Y0 A Viroogicallyconfirmed dengue s
" Cromark n/M (%) , % (95% 1)
vaccine (TAK-003): 4-5-year results from a phase 3, — po—
randomised, double-blind, placebo-controlled trial o fS— J— . 61260 10658)
Vianney Tricou™, Delia Yu*, Humberto Reynales, Shibadas Biswal, Xavier Saez-Llorens, Chukiat Sirivichayakul, Pio Lopez, Charissa Borja-Tabora, m Seropasiive IO4/ABSA [E1%) 29519663 3:1%) * 642(58412652)
Lulu Bravo, Poperr Kasa!amésu, Luis Martinez Va;gns, Maria There’suﬂem, Luis Rivera, ,‘J'eemchai Watamvee:v;dej, Reynaldo Dietze, DERV-1 15114854 3-1%) 133/9663 (1-4%) - 56144610 652)
LakKumar Fernando, V Pujitha Wickramasinghe, Fdson Duarte Moreira Jr, Asvini D F do, Dulanie Gunasekera, Kleber Luz, Ana Lucia Qliveira, DENV-2 135/4854 (2-8%) 5419663 (0-6%) - 804 (731t 85-7)
Suely Tuboi, lan Escudero, Yanee Hutagalung, Eric Lioyd, Martina Rauscher, Olaf Zent, Nicolas Folschweiller, Inge LeFevre, Felix Espinozat, DENV-3 97/4854 (2-0%) 96/9663 (1-0%) —— 52-3(36-7 to 64.0)
Derek Wallacet DENV-4 20/4854 (0-4%) 129663 (0-1%) —_— 70.6(39-9 to 85.6)
Seronegative 1531832 (B-4%) 14773714 (4-0%) —. 515 (416 to 62.9)
Summary DENV-1 7941832 (4-3%) 8973714 (2-4%) . 454 (26110 59-7)
Background Aboul half of the world's population lives in dengue—cndcm'u: areas. We‘aimed lo eva]uflle the |on.g:t1:rm Ln-_wetGIobthhm't; DENV-2 58/1832 (3.2%) 1473714 {0-4%) - 88.1(78610933)
?ac:cy ;mt:l'sal{“el):1 o‘:‘ two doses of the te_lra\ralenl dengue vaccine TAK-003 in preventing symptomatic dengue disease iiﬁ‘:ﬂmﬂm DENV-3 16/1832 (0-9%) 672714 (10%) . 155 (1087 to 359)
y severity and due to any dengue virus (DENV) serotypes in children and adolescents. DENV-A I DA740I%) < - 105.6(6287 0420)
B Hospitalised virologically confirmed dengue
Enfants et adolescents de 4 a 16 ans
, o . . . Overall 142/6687 (2-1%) 4613 380 (0-3%) - 841 (77-8 to 88-6)
72 % séropositifs a la randomisation Seropositive 101/4854 (21%) 29/9663 (03%) - 859 (78710907)
, . N DENV-1 24/4B54 (0-5%) 16/9663 (0-2%) — 66-8 (374 to 82.3)
DO nnees a l on g te rme a 41 5 ans DEMY-2 SO/4854 (1-2%) 519663 (<0-1%) - 958 (896 to 98-3)
DENV-3 15/4854 (0-3%) 89663 (<0-1%) —. 740 (386 to 89.0)
DENV-4 /4854 (<0-1%) 09663 () . 1000 (NE)
Peu de cas d’infections par un sérotype 3 becdudingSrilanka 5304422 (12%) 1878802 (0:2%) o £33(71410902)
DENV-1 2214422 (D-5%) 1178802 (0-1%) . 751 (487 to 879)
DENV-2 18/4423 (D-4%) 27BBO2 (<0-1%) —a 94-4 (76-0to 98-7)
DENV-3 11/ 4422 (0-2%) CAEEO? (<0-1%) . fB3(37-4w092-4)
DENV-4 204422 (<0-1%) OfER02 () . 1000 (NE)
Seronegative 4171832 (2-2%) 1773714 (05%) — 793 (6350 882)
DENV-1 14/1832 (0-B%) 61714 (0-2%) — 78-4 (439 to 91-7)
DENV-2 2311832 (1-3%) 073714 (-) . 100-0 (NIE)
DENV-3 371832 (0-2%) 1173714 (0-3%) +—» -87-9 (5734 to 47-6)
DENV-4 1/1832 (<0-1%) 03714 () . 100-0 (NE}
Excluling 56 Lanka 19/1564 (1-2%) 1073181 (0-3%) —e— 735 (42-9t0 87-7)
DEMV-1 1271564 (0-8%) 573181 (0-2%) . 789 (40-1to 92-6)
DENV-2 31564 (0-2%) 0f3181 () . 100-0 (NE)
DENV-3 1564 (0-2%) GII181 (0-2%) * 153 (-254-4 to 79-8)
DENV-4 171564 (<0-1%) 073181 (-} . 1000 (NE)




e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 FEBRUARY 1, 2024 VOL. 390 NO. 5

Live, Attenuated, Tetravalent Butantan—Dengue Vaccine

in Children and Adults Essai randomisé 2:1

E.G. Kallds, M.A.T. Cintra, ].A. Moreira, E.G. Patifio, P.E. Braga, |.C.V. Tenério, V. Infante, R. Palacios, P
M.V.G. de Lacerda,D.B. Pereira, A.). da Fonseca, R.Q. Gurgel, 1.C.-B. Coelho, C.).F. Fontes, E.T.A. Marques, 16 235 pa rtICIpa nts
G.A.S. Romero, M.M. Teixeira, A.M. Siqueira, A.M.P. Barral, V.S. Boaventura, F. Ramos, E. Eliastﬁnior,
J- Cassio de Moraes, D.T. Covas, ). Kalil, A.R. Precioso, 5.S. Whitehead, A. Esteves-Jaramillo, T. Shekar, |.-J. Lee,
J. Macey, S.G. Kelner, B.-A.G. Coller, F.C. Boulos, and M.L. Nogueira

3 groupes d’age: 2-6 ans, 7-17 ans, 18-59 ans

» Efficacité variant de 73 % (53-85,6) chez les moins de 7 ans
] séronégatifs, a 95 % chez les 18-60 ans (68,5-99,8%)
= 2.04 ’ ey e
& séropositifs
E 1.6
o ]
(Y]
£ 124
E 0.8+
5 |::|4- Vaccine
4 LT
n'u ] 1 ] —I_I — I_'él.‘_l ] 1 | 1
00 02 04 06 08 10 12 14 16 18 20 22
Years since Injection
Mo. at Risk
Placebo 5,946 5,865 5811 5,741 5,668 5571
Vaccine 10,213 10,014 9,975 9,840 9,750 9,628
Figure 2. Cumulative Incidence of Virologically Confirmed Dengue through
2-Year Follow-Up.




Un best-of sans vaccin COVID?
Toujours pas
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Undervaccination and severe COVID-19 outcomes:
meta-analysis of national cohort studies in England,
Northern Ireland, Scotland, and Wales

The HDR UK COALESCE Consortium*

Summary

Background Undervaccination (receiving fewer than the recommended number of SARS-CoV-2 vaccine doses) could
be associaled with increased risk of severe COVID-19 oulcomes—ie, COVID-19 hospilalisalion or death—compared
with full vaccination (receiving the recommended number of SARS-CoV-2 vaccine doses). We sought to determine
the factors associated with undervaccination, and to investigate the risk of severe COVID-19 outcomes in people who
were undervaccinaled in each UK nation and across the UK.

68,2 millions de personnes
44,4 % sont considérés comme sous-vaccinés

Les « sous-vaccinés » sont ceux avec le moins
de ressources économiques, les hommes,
ceux avec un grand nombre de FDR de COVID
grave, les minorités ethniques

Numberof  Person-time, Event rate, per Unadjusted HR ~ Adjusted HR
events 1000 person-years 1000 person-years  (95% Cl) (95% Cl)
5-15 years age group
o 75 38 014 Reference Reference
1 482 1737 028 1.62(130-2-02) 128 (0-98-1-67)
2 135 Lval 026 1.59 (1:22-2.06)  2-41(1.76-3.30)
16-74 years age group
0 13796 10663 129 Reference Reference
1 163 755 079 0-59 (0:56-0:62)  1-26 (1.19-1-32)
2 554 480 115 0-86 (0-79-002)  1-88 (1.71-2-06)
3 2404 3523 068 0-53 (0-51-0-55)  1.50(1-42-1.57)
=75 years age group
0 12361 1580 783 Reference Reference
1 T 126 1833 261 (2-54-2-69) 270 (2-61-2-78)
7 1075 44 24-66 316 (2-97-3-36) 313(2-93-334)
3 196 7 7492 374(325-430) 3-61(313-417)
4 1184 8z 14.24 1-80(1-69-191) 308 (2-89-3.29)

Counts are rounded to the nearest 5 in England and to the nearest 10 in Scotland, Northern Ireland, and Wales. Counts
af below 10 were suppressed in accordance with statistical disclosure nules implemented by trusted reseanch
environments. Counts suppressed in this manner were imputed as 5 when caloulating totals. In the 5-15 years age
group, event counts exchude Morthern irekand and Wales due to low numbers. Adjustments were included for: age
group, sex, ethnicity, urban or rural dassifcation, deprivation, and numbser of risk groups. Number of risk growps in
Morthern Ireland was based om number of different Eritish Maticnal Formulary paragraphs prescribed. HR=hazard ratio.

Tabile 3: 5evere COVID-19 (COVID-19 hospitalisation or death) events in each age group by vaccine deficit
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Mucosal boosting enhances vaccine
protection against SARS-CoV-2inmacaques
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Inhaled COVID vaccines stop
infection in its tracks in monkey
trials

New results hint at how to perfect ‘mucosal’ vaccines, which are delivered up the nose or

down the throat.

By Ewen Callaway

HIGH HOPES

Scientists around the world are developing dozens of ‘mucosal’ vaccines, which are
applied to the nose, the throat or both, against COVID-19. So far, only a handful of
those vaccines have reached the clinical-trial stage.

Preclinical
Phase | ' - '
T IR
Phase Il : § yet to be tested in humans.
Phase I1/Ill ' | | ' ' '
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Adaptive immune
responses are larger and
functionally preserved
in a hypervaccinated
individual

Katharina Kocherf,

Carolin Moosmannf, Felix Drost,
Christine Schiilein, Pascal Irrgang,
Philipp Steininger, Jahn Zhong,
Johannes Trager, Bernd Spriewald,
Christoph Bock, Dirk H Busch,
Christian Bogdan, Benjamin Schubert,
Thomas H Winkler.

Matthias Tenbusch,

Ev-Marie Schustert, *Kilian Schobert
kilian.schober@uk-erlangen.de
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Un allemand se fait vacciner 217 fois, plus de capacité de
neutralisation de son sérum que celui de patients controéles, pas

d’infection chez ce sujet
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V PCR test (n=0)
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2275 Femmes agées de 15 a 20 ans
Vaccin bivalent, nonavalent
Controle: vaccin contre le méningocoaue

Table 3 | Participants experiencing adverse events (ITT)

nature medicine

Article https://doi.org/10.1038/541591-023-02658-0

Durability of single-dose HPV vaccination e

inyoung Kenyan women:randomized Nonavalart Bivalont  Control Al

P HPV HPV
controlled trial 3-year results o 5 e R
Any SAE, n (%) 94 (1.8%) 72 (9.5%) 10 (9.2%) 201({8.8%)
Any pregnancy 44 (5.8%) A5 (5.9%) 33 (4.4%) 122 (5.4%)
i P 123 . 56 L 7 related, n (%)
Received: 28 April 2023 Ruanne V. Barnabas ® , Elizabeth R. Brown ® **¢, Maricianah A. Onono’,
1ok 20 October 2023 Elizabeth A. Bukusi*®?, Betty Njoroge'®, Rachel L. Winer", Denise A. Galloway™, Fln'ﬁ" Infnmpn; 13 (1.7%) 26 (3.4%) 32(4.2%) T(37%)
pled: clober Leeya F. Pinder®®, Deborah Donnell*, Imelda N. Wakhungu’, Charlene Biwott™, inflammation, n (%)
Published online: 4 December 2023 Syovata Kimanthi®®, Kate B. Heller'®, Diane G. Kanjilal®", Daniel Pacella®", Amy injury, n (%) 0 (0%) 3(0.4%) 4(0.5%) 7(0.3%)
Susan Morrison®, Elena A. Rechkina®, Stephen L. Cherne™, Torin T. Schaafsma®,
# Check for updates R. Scott McClelland ® 5% Connie Calum®™™. Jared M. Bacten® ", Any mental health, 3 (0.4%) 4(05%)  5(07%)  12(0.5%)
Nelly R. Mugo®'® & the KEN SHE Study Team* n (%)

Participants may have more than one event across categories.

Table 2| Incidence of persistent HPV and vaccine efficacy

HPV 1618
Nonavalent HPV Blvalent HPV Control MNonvalent versus control Bivalent versus control
Ewents/ Incidence of Events/ Incldence of Events/ Incidence of VE(95% CI) Pyalue VE{95% C1) Pwalua
particlpants  persistent HPY  participants  persistent HPY particlpants  persistent HPY
1618 per 100 1618 per 100 1618 pear 100
WOIMEAn-years WOIman-years WOIMan-years
(95% CI) (95% CI) (95% Cl)
miTT Primary 1406 008 (0-044)  2/480 016 (D.02-058) 72473 GEI0(5.24-8.44) 082%(3-0048%) <00001 OF5%(000-004%) <0000
miTT /560 Q07(0-039) 58 0.2 (004-062) 84/543 6.87(5.48-857) 000% (225-000%) <00001 O62%(00.0-000%) <0.0001
sansthity
Extended 0429 0(0-0.38) Ofa04d O {0-0.40) A44/380 5.52 (4.N-142) TO0LO%* (NC) <0001 10000%* (NC) 0,000

sansitivity
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ORIGINAL ARTICLE

Recombinant or Standard-Dose Influenza
Vaccine in Adults under 65 Years of Age

Amber Hsiao, Ph.D., M.P.H., Arnold Yee, M.B.A., Bruce Fireman, M.A.,
John Hansen, M.P.H., Ned Lewis, M.P.H., and Nicola P. Klein, M.D., Ph.D.

Essai randomisé en cluster dans
des centres médicaux de la
Kaiser Permanente

Chaque semaine, chaque cluster
recoit soit le vaccin recombinant
soit le vaccin a dose standard

Table 2. Primary and Secondary Outcomes and Relative Vaccine Effectiveness among Participants 50 to 64 Years of Age.*

Primary outcome
PCR-confirmed influenza
Secondary outcomes
PCR-confirmed influenza A
PCR-confirmed influenza B

Hospitalization for PCR-
confirmed influenza

Hospitalization for community-
acquired pneumonia

Hospitalization for cardiorespira-

tory event

Recombinant
Vaccine
(N =279,400)

Standard-Dose

Vaccine

(N =395,852)

no. of cases per 1000

559 (2.00)

522 (1.87)
37 (0.13)
95 (0.34)

106 (0.38)

631 (2.26)

925 (2.34)

862 (2.18)
64 (0.16)
153 (0.39)

183 (0.46)

890 (2.25)

Unadjusted
Rate Ratio

0.86

0.86
0.82
0.28

0.82

1.004

Adjusted
Hazard Ratio
(95% CI)F

0.85 (0.76 to 0.94)

0.84 (0.76 to 0.94)
0.90 (0.60 to 1.34)
0.84 (0.65 to 1.09)

0.83 (0.66 to 1.06)

0.98 (0.38 to 1.08)

Relative Vaccine
Effectiveness
(95% ClI)

9%

15.3 (5.9 to 23.8)

15.7 (6.0 to 24.5)
10.3 (-33.9t0 39.9)
15.9 (-9.2 10 35.2)

16.7 (-5.6 to 34.4)

2.4 (-8.1t0 11.9)

P Values

0.002

0.002
0.59
0.19

0.13

0.64




ORIGINAL ARTICLE

Potential for Maternally Administered
Vaccine for Infant Group B Streptococcus

S.A. Madhi, A.S. Anderson, . Absalon, D. Radley, R. Simon, B. Jongihlati,

R. Strehlau, A.M. van Niekerk, A. Izu, N. Naidoo, G. Kwatra, Y. Ramsamy,

M. Said, S. Jones, L. Jose, L. Fairlie, S.L. Barnabas, R. Newton, S. Munson,

Z. Jefferies, D. Pavliakova, N.C. Silmon de Monerri, E. Gomme, ].L. Perez,
D.A. Scott, W.C. Gruber, and K.U. Jansen
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Potential for Maternally Administered
Vaccine for Infant Group B Streptococcus

S.A. Madhi, A.S. Anderson, . Absalon, D. Radley, R. Simon, B. Jongihlati,

R. Strehlau, A.M. van Niekerk, A. 1zu, N. Naidoo, G. Kwatra, Y. Ramsamy,

M. Said, S. Jones, L. Jose, L. Fairlie, S.L. Barnabas, R. Newton, S. Munson,

Z. Jefferies, D. Pavliakova, N.C. Silmon de Monerri, E. Gomme, J.L. Perez,
D.A. Scott, W.C. Gruber, and K.U. Jansen
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La HAS actualise la stratégie de vaccination

Co-administration of the adjuvanted recombinant zoster vaccine with other co ntre Ie zona
adult vaccines: An overview

S. Omar Ali*", Christophe Dessart®, Raunak Parikh "

® GEK, 14200 Shady Grove Rd, Rockville, MD, USA
® GSK, Avenue Fleming 20, 1200 Wavre, Belgium

7 mars 2024

Causé par la réactivation du virus varicelle-zona, le zona est une affection virale de la peau et des
muqueuses qui touche particuliérement les personnes agées. En France, le Haut conseil de la santé
publique a recommandé en 2013 I’administration du vaccin Zostavax aux adultes de 65 a 74 ans
révolus. La HAS a été saisie par la Direction générale de la santé afin d’actualiser cette stratégie,
notamment en évaluant les données concernant un autre vaccin, Shingrix. A rissue de son analyse, la
HAS recommande la vaccination des personnes immunodéprimées de 18 ans et plus et de tous les
adultes de 65 ans et plus avec le vaccin Shingrix.

VULTLNE AAR [ATLE

W RZVonly U Co-administration [ Sequential

3.5 . 983 983 : 991 891 g7.4
100 - 95,3 97.9 97.8 97.9 a2 96.9
-+ ] ) Ea T i O Any [ Grade 3
a0 A
100 -
&0 4 %0 4 88.0 &4 a9.7 89.4
) 815 gal 1 1
70 A . ! 79.3 —
= 80 4 —
H 723 730 730
— 60 A : —— o -
g i 70 - ss
= i —
[« [
& P oo ]
40 4 3
L 50 4
30 A ;
- 40 4
]
20 A -
¢ 30 A
b}
10 A
;' 20 A 160
0 B 95 100 | 126 111 u2|  [127]
4 L= 7 7.6 —
ZOE-50 Schwarz et al. Marechal et al, Strezova et al. Bin et al. Naficy et al. 10 _A 34 19
IV PPEV2S Tdap PCV13 mMRNA-1273 0 —
WRZVonly [JCo-administration  [Sequential RZV only| Coad | Seq Coad | Seq Coad | Seq Coad | Seq Coad | Seq
ZOE-50 | Schwarz et al, Marechal et al, Strezovaetal. Min et al. Maficy et al.

Iva PPSV23 Tdap PCV13 mRNA-1273

(a)



SCIENCE TRANSLATIONAL MEDICINE | RESEARCH ARTICLE

VACCIMES

A protein-free vaccine stimulates innate immunity and
protects against nosocomial pathogens

Jun Yan"*, Travis B. Mlelsen'?, Peggy Lu", Yull Talyansky', Matt Slarve’, Hernan Reza’,
Boris Movakovic®, Mihal G. Netea®®, Ashley E. Keller®, Troy Warren®, Antonlo DiGlandomenico®,
Bret R. Sellman®, Brian M. Luna’, Brad Spellberg”
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US state vaccine mandates did not influence COVID-19
vaccination rates but reduced uptake of COVID-19 boosters
and flu vaccines compared to bans on vaccine restrictions

Stephen A Rains®' 1 and Adam S. Richards®

Edited by Mary Waters, Harvard University, Cambridge, MA; received August 9, 2023; accepted December 11, 2023

Table. 1. Change in new COVID-19 vaccination rates weekly based on COVID-19 mandate imposition and baseline

attitudes
New weekly vaccinations per New weekly vaccinations per
100k MNew weekly vaccinations per 100k 100k
b 95% Cl p b 95% Cl p b 95% CI p
Intercept 1567.38 1314.87to  <0.001 1150.50 807.62to <0.001 1105.48 642.19t0  <0.001
1819.90 1493.38 1568.76
Proportion of state -1667.37 -2100.01tc =<0.001 -1302.00 -2310.83tc <0.001 -1802.89 -2312.56 <0.001
vaccinated -1234.72 -1293.18 to
-1293.22
Baseline attitude 882.20 304.17 to 0.003 959.91 170.46 to 0.017
toward 1460.22 1749.36
vaccine mandate
Mandate -42.27 -105.40to 0.189 47.32 -574.70to  0.881
(0 = before; 1 = after) 20.86 669.35
Baseline attitude x mandate -153.05 -1210.10 0776
to 904.00
Observations 297 297 297
R*/R? adjusted 0.163/0.160 0.198/0.150 0.198/0.187

Motes. The outcome variable was new weekly COVID-19 vaccinations per 100k residents. 95% Cl = 95% confidence interval. Bold values indicate p < (05,
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