Figure S1
A

Body weights

S 110+
ﬁ -e— Control
>
& 100 & 10 g s.c.
= -®- 100 pg s.c.
-§ 90 A 10 pg i.n.
2 - 80 ugi.n.
ie) .
S 80 - 10 g i.t.
§ —- 80 g it
S 0—T—T T T T T T T T T
01 2 3 45 6 7 8 910
Days post infection
B Alpha Variant Spike IgG C Beta variant Spike IgG
49 A=
-e- Control
34 3 -3- 10 yg s.c.
-# 100 g s.c.
o, a -6- i
0 2 5 2 ®- 10 pgi.n.
-~ 80 g i.n.
14 1 -A- 10 pgit.
-+ 80 ugit.
0 * ! ? 0 1 ! ?
1:100  1:1000 1:10000 1:100000 1:100  1:1000  1:10000 1:100000
Dilution Dilution
Alpha variant Spike IgA Beta variant Spike IgA
0.6 0.6
-e- Control
-3- 10 g s.c.
0.4 0.4 -# 100 pg s.c.
[a} [a} -0- i.n.
8 8 10 yg | n
- n.
0.2 0.2 80 pg i.n
-A- 10 pg it
- 80 g it
0.0 0.0 T T T T
1:100  1:1000  1:10000 1:100000 1:100  1:1000  1:10000 1:100000

Dilution Dilution



Figure S2

Alpha variant RBD IgG
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Figure S3

Serum IgG, delta variant RBD
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Table S1

Group Antigen Adjuvant n at 1st n at
immun- challenge
isation

Control Non-vaccinated n/a 8 8

Low dose sub 10 pg trimeric 10 pg poly I:C 7 7

cutaneous spike 40 ug ATRA

High dose 100 pg trimeric 10 pg poly I:.C 8 7

sub spike 40 ug ATRA

cutaneous

Low dose 10 pg trimeric 10 pg poly I:.C 8 8

intranasal spike 40 ug ATRA

High dose 80 g trimeric 10 pg poly I:.C 8 8

intranasal spike 40 ug ATRA

Low dose 10 pg trimeric 10 pg poly I:.C 8 7

intratracheal spike 40 ug ATRA

High dose 80 pug trimeric 10 pg poly I:.C 8 5

intratracheal spike 40 ug ATRA




Table S2

Piriform cortex, neuronal 3 5 2
necrosis
minimal 2 2 1
slight 1 3 1
Meningies, perivascular, 8 6 3
inflammatory cell
infiltration
minimal 5 2 1
slight 3 3 2
moderate 1 -
Parenchyma, 8 5 2
perivascular, inflammatory’
infiltration
minimal 7 2 -
slight 1 3 2




Table S2

Group Antigen Adjuvant n at 1st n for
immunisation | challenge

Control Non-vaccinated n/a 11 11
Low dose 2.5 pg alphavariant | 10 pg polyICLC | 11 11
intranasal Spike S1 + 2.5 ug

beta variant Spike

S1
High dose 10 pg alpha variant | 10 pg polyICLC | 11 7
intranasal Spike S1 + 10 pg

beta variant Spike

S1
Low dose 2.5 pg alpha variant | 10 ug polyIlCLC | 11 11
intratracheal Spike S1 + 2.5 ug

beta variant Spike

S1
High dose 10 pg alpha variant | 10 pg polyICLC | 11 11
intratracheal Spike S1 + 10 pg

beta variant Spike
S1




Table S3

Group Antigen Adjuvant n, 28 day n, 6 month
study study

Control Non-vaccinated n/a 5 0
Low dose 5 ug alpha 10 ug 6 5
intranasal variant Spike S1 polylCLC

High dose 20 pg alpha 10 ug 6 5
intranasal variant Spike S1 polylCLC

Low dose 5 ug alpha 10 ug 6 5
intratracheal | variant Spike S1 polylCLC

High dose 20 pg alpha 10 ug 6 5
intratracheal | variant Spike S1 polylCLC




