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wy Replicon s Alphavirus replicon vaccines
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2. Immunogenic function of the replicon vector

Cellular \
Antibody -\ | e
K

Dendritt celler

Apoptosis
response /\ \\ &
u "
st B e
SAV- replicon protects against ISAV after i.m. administration SAV- replicon do not p_ro.tect ?gamSt ISAV after i.p.
administration
S ——
100 —+-Shedders A P8 RPE e
90 {/ s —mock-replicon %o = . 5:“"'
- [ Y
.o ] ¥ - Goritrol PBS im. § Ay e
é;g Ji pX X PSAV/HE+M i.m. ; vt R ne
550 Ly = pSAV/HE+F im % 0 :::::;:: :: :N
240 / fﬂ —+-pSAV/HE i.m. 3 ij:
30 - Inactivated ISAV s
2 ) 00 wesssssssssbecssssssns
E20 ﬁ;’% ip. G~ s =i
S10 Days post chatenge
0 I~ -
0 5 10 15 20 25 30 35 40 45 ; e .
[———
Days post challenge s
B i B H
No adjuvant effect of addition of the VHSV G-protein Basic properties— SAV3 replicon
B) P R —
. | 5
o —ras P
g s sy o~ oo " ®
o AVECTPIm laSAY N 1% :
- 5
g 2 puremiains W H
- EAreevcim s o i P
3 e - (SAVHELm HdSAV 8% 8%

10
00

Aor aodtional § ds

* The SAV-based replicon vaccine protects Atlantic salmon efficiently against r\ /’
subsequent ISAV challenge after i.m. administration. \
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Expression of GOI — local immune response

= After cellular uptake the replicon replicates and expresses the gene it codes
for at the muscle vaccination site.

= The replicon vaccine induces a strong innate immune response locally at the
vaccination site.
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Molecular explanation for this:
Hikke et al 2014
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Very moderat protection against IPN with the replicon construct.

Replicon vaccines / Optimalised vaccines "_«,GJ u
™

replicon Helper vector (pStruct) L]
n i o

Conclusions

Transcription
(CMV prom)

s [ 11 * SAV replicons are versatile vectors for expression

- ! | e lRempipecicn phalin)
replicase Transcription (CMV prom.)
—re : = + Useful tool for studies of properties of virus proteins
l*ﬁf’“ ! » Strong inducers of innate immune response
o Transcription (J prom.) ) ) )
s :: se - » Shown to induce protection against ISA and PD
. . . .
o e— /ﬁ- eﬁmmm * No particular good protection against IPN
Cotransection ofcell o * Is protection dependent upon the pathogenesis of
with SAV replicon + . N -
e pareeEy > the disease and variation in pathways of viral

Budding of defective )
1AV particles Vaccination s o
Abortive infection
ﬁ (No structural SAV gene) +
in vivo exp. GOI > Ag

replication?



