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ACTUALITE VACCINALE
Encéphalite Japonaise

SMV Septembre 2015

“Encéphalite Japonaise

Rappel de la recommandation vaccinale*:

- Séjour en régions endémiques quelle que soit sa durée si
exposition extérieure (notamment en zones rurales de rizieres
ou de marécages, pendant la période de transmission du virus)
- Expatriation et toute autre situation jugée a risque

*Avis du HCSP relatif aux recommandations de la vaccination contre I'encéphalite japonaise par le vaccin Ixiaro®
20 septembre 2013




RCP Ixiaro Avril 2015

Vaccin Ixiaro®
schéma court validé chez I'ladulte (avril 2015)

-adulte >de18ans:1dose (0,5ml)alJ0et) 7 oul0-J28
-enfant : 1 dose a JO et J28 (1/2 dose < 3 ans)

1 rappel la deuxieme année chez I'adulte
non déterminé en dessous de 18 ans

Ce schéma rapide permet désormais d’immuniser des voyageurs pour des séjours a risque dans
le cas d’un départ précipité ou consultation tardive

Méthode

661 adultes randomisés en 4 groupes (Autriche,
Allemagne et Suisse)

Schéma

Groupe | Sujets
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Vaccins administrés
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istance des Ac 3 mo
rappel chez I‘adulte ?

Méthode e SchémaJ0J28

67 volontaires randomisés aprés le §: H H

A . I H 2

rappel & 15 mois i i i =

Evaluation a 6 ans l
T ==

Résultats

Figure 2: Geometric mean
titers (95% confidence
intervals) Tor all visits
differentiated according
1o.age

PRNTS)

Figure 3: : Geometric
mean titers (95%
confidence intervals) for
all visits differentiated
according to yellow fever
i tion

s
visins

Plus de 6 ans apres le rappel 96% des sujets testés  ont des titres PRNT50 = 1:10
Les titres étaient plus bas chez les plus de 50 ans comparativement au < 50 ans
Les vaccinations anti amariles et encéphalite a tique n'ont pas eu d'interférence
significative
Poster ISTM 2015, Maria Pauike-Korinek, LONG TERM IMMUNITY 6 YEARS AFIER BOOSTER VACCINATION AGAINST JAPANESE
ENCEPHALITIS

‘chez 'enfant voyageur ?

Pléniére ISTM 2015-K. Dubischar-Kastner- Valneva

Méthode

* suivi en ouvert chez 23 enfants (Europe, USA et Australie) sans
booster

* titres d'anticorps neutralisants évalués par PRNT avant et 12, 24
et 36 mois apres primovaccination

Résultats

* Mediane d‘age 14,3 ans, dont 1 enfant < 3ans,

* taux de séroprotection : 91,3% (21/23 sujets) 24 mois aprés
primovaccination

(MGT = 75)
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ACGELERATED 1-WEEK VACGINATION REGIMENS FOR RABIES
PRE-EXPOSURE AND JAPANESE ENCEPHALITIS PROPHYLAXIS
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BAC KG R O U N D W The two primary immunogenicity objectives percentage of subjects with RVNA concentrations = 0.5 IU/mL (95% CI) (B) after accelerated
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B A total of 661 adults were randomized to 1 of the 97.59% CI of the difference was -4.8%, . Baseline Day 15 Day 22 Day 36 Day 57 Day 91 Day 181 Day 366
4 study groups: which was above the pre-specified non- i1
B Concomitant administration of rabies inferiority margin of -10%. Percentages of B S 100 - . - . " : .
and JE vaccines following an accelerated subjects with PRNT,, titer of > 1: 10 at 23 8 ]
1-week regimen (R/JE-Acc; PCECV [1.0mL, days after the last active vaccination were :8 80
intramuscular (IM) administration] at days 999% and 100% for R/JE-Acc and JE-Convy, % o
1,4, 8; JEV [0.5mL, IM administration] at respectively (Figure 2). g
days 1, 8)* : : : 5 A
W Concomitant administration of rabies F.|gure 2. Percentage of subjects w'th .PRNT5° % |
_ , | titer of 2 1:10 to Japanese encephalitis o> 20
and JE vaceines following a conventional vaccination at 28 days after the last active ; I “
ek e (R/JE_ConV’ PUEe vaccination (primary immunogeniCity ’ Baseline | Day 15 | Day 22 | Day 36 | Day 57 | Day 91 | Day 181 | Day 366

[1.0mL, IM administration] at days 1, 3, analyses)

were defined as 509% Plague Reduction
Neutralization Test (PRNT, ) titers > 1:10.
Solicited local and systemic reactions were
collected for /7 days after each vaccination. All

(Figure 3A).

At 1-year follow-up, percentages of subjects
with adequate GMCs ranged from 68% (R/
JE-Acc) to 80% (R-Conv) (Figure 3B).

29: JEV [O_5m|_ M administration] at days PRNT,, analyses were not performed at all time points in all JE groups
’ . ’ Vaccines group differences (97.59% CI)
1, 29) 19 (-4.8%, -7.9%)
W Rabies vaccine alone following the = 100 - ' ' Table 2. Overview of subjects reporting solicited reactions (within 7 days after any
conventional 4-week regimen (R-Conv; A vaccination) and unsolicited adverse events (day 1 through day 57)
- . 5 g0 -
PCECV [1.0mL, IM administration] at days 5 R/JE-Acc R/JE-Conv R-Conv JE-Conv
1,8 29)" % eo - N=217 N=166 N=220 N=56
W JE vaccine alone following the conventional 'é .
| o Solicited AEs
4-week regimen (JE-Conv; JEV [0.5mL, IM £ 40 - _
administration] at days 1, 29)* = Any reactions 185 (85%) 137 (83%) 181 (82%) 44 (79%)
8 20 - Any local reactions 161 (74%) 125 (75%) 160 (73%) 35 (63%)
* Corresponding vaccination days according to official E . .
abel use: PCECV: fays 0, 7 and 28; JEV. d§ys 0 and 5 0 —A Any systemic reactions 144 (66%) | 99 (60%) 136 (62%) | 30 (54%)
28. To keep the observer-blind study design, placebo B Baseline j(ii(j?(;?fii;,fos; Any other reactions 36 (17%) 28 (17%) 40 (18%) 6 (11%)
was matched with rabies or JE vaccination according to (day 36 for R/JE-Acc; .
study group. day 57 for JE-Conv) HEEIENER (3B
W Group R/JE-Acc (N=215 at baseline; N=206 at day 36) Any AE 108 (50%) 69 (42%) 110 (50%) 29 (52%)
i Blood samples for immunogenicity analyses - SOPEREITINTEa, bERE e N el ea 97) At least possibly or probably 49 (23%) 30 (18%) 49 (22%) 6 (11%)
were drawn at baseline (day 1), and i ) UNA related AEs
- - ™ For rabies, postvaccination eometric
depending on the vaccine group, on days 8, P | | g SAES* 3 (19%) 2 (19%) 2 (19%) 3 (5%)
15,22 36, 57,91, 181 and 366. mean concentrations (GMCs) increased |
For rabies, the cut-off for adequate immune rapidly with a peak in all groups at day 15. Atlliaztspzémbly or probably 0 0 2 (17) L (2%)
as rabies virus neutralizing antibody more rapid decrease for R/JE-Acc. At day Deaths™* 0 0 O
(RVNA) concentrations > 0.5 IU/mL.3 For 366, GMCs in R/JE-Acc were still slightly AEs leading to premature study 0 1 (1%) 1 (2%)
JE, protective levels of anti-JE antibodies lower than those of conventional regimens el EIRE

AE, adverse event; SAE, serious adverse event.

* None of the subjects reported SAEs at least possibly related to study vaccines from day 57 to day 366
** One subject in the R/JE-Acc group died (fatal skiing accident) after day 57. This event was judged by the

Investigator as not related to study vaccines.

W For JE, PRNT,, geometric mean titers
(GMTs) peaked at day 22 for R/JE-Acc and
at days 36-57 for conventional regimens,
with a steady antibody titer decline in all
groups up to day 366. GMTs in R/JE-Acc
were consistently higher at all time points
as compared to the conventional regimens
(Figure 4A).

Persistence of protective anti-JE antibody
levels was high in all groups. At 1-year follow-
up, 94%, 869% and 88% of subjects in R/
JE-Acc, R/JE-Conv and JE-Conv, respectively,
had protective titers (Figure 4B).

CONCLUSION

B The accelerated ‘combined’ rabies and
JE vaccination regimen induced short-
term strong immune responses non-
iInferior to those obtained with the
conventional regimens, with a satisfactory
safety profile. For both vaccines,
Immunogenicity was sustained for 1 year
after the accelerated regimens.
Concomitant administration of rabies and
JE vaccines did not compromise immune
responses or safety profile of either
vaccine.

unsolicited adverse events (AEs), serious AEsS
(SAEs) and AEs leading to study withdrawal
were collected through day 57. Only SAEs
judged as possibly or probably related to the
study vaccines were recorded from day 57/
through day 366.

RESULTS

W Demography and baseline characteristics
were generally comparable across the
vaccine groups (Table 1).

Safety

W Solicited reactions and unsolicited AEs were
generally comparable between groups.

W Any solicited reactions were reported in 79%
to 859, of subjects across groups, lowest in
JE-Conv (Table 2). Severe reactions were rare
and occurred in 49% or less of subjects across
groups.

W Unsolicited AEs were reported in 429% to 529,
of subjects across groups, of which 119% to
23% were considered at least possibly or
probably related (Table 2).

W SAEs were reported in 19 to 5% of subjects
across groups (Table 2). There were 3
subjects who reported possibly/probably

B Accelerated, 1-week PrEP rabies and JE
vaccination regimens, could potentially

Table 1. Demography and baseline characteristics

R/JE-Acc R/JE-Conv R-Conv JE-Conv Total | | | be offered as an alternative to the
N=217 N=167 N=221 N=56 N=661 vaccine-related SAEs: 1 subject with currently recommended regimens,
Age, meantSD, years ~ 36.8+127  37.3%134  357+12.6  388+133  36.7+129 atrial fibrillation (R-Conv), 1 subjects with especially for travelers on short notice.
tachycardia and syncope (R-Conv) and 1 The option to concomitantly administer
Gender, n (%) subjects with eyelid edema and generalized these vaccines could simplify pre-travel
Male 89 (41) 91 (54) 96 (43) 26 (40) 302 (46) pruritus (JE-Con), with all cases resolved. immunization schedules and increase
Female 128 (59) 76 (46) 125 (57) 30 (54) 359 (54) None of the subjects reported SAEs at least vaccination coverage among travelers.
Fthnic origin possibly related to study vaccines from day On 23 Apr 2015, the European CHMP
_ 57 to day 366. granted positive opinion on the Ixiaro
AElE g L(<1) L(<D) 0 2 (<1) W There were no deaths from day 1 to day 57/ accelerated schedule and concomitant
Black or African 2 (<1) 0 O 1(2) 3 (<) (Table 2). administration with Rabipur, based on
American the data from this study.
Caucasiar 213008 166(99) 21899 5409  651099) o
Other 2 (<1) 0 2 (<1) 1 (2) 5 (<1)

1. WHO. Rabies Fact Sheet No 99. September 2014.

2. WHO. Japanese Encephalitis Vaccines: WHO Position Paper. WER. 2015; 90: 69-88.
3. Plotkin, S. Clin Vaccine Immunol. 2010; 17:1055-1065.
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