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Fig. 9

Wild Type BV2365 BV2373
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Fig. 14

hACE2 Receptor Blocking Antibody

PCT/US2022/020974

16/141

One Dose

3
3
3
2
e I e el

Two Doses

FARE BB & % AL ) L} (AL L} ¥

= oy ~ o <o

(°t Bop o))
i3I UOIGIYUI % 05 ZIDVY

SUBSTITUTE SHEET (RULE 26)

gl

=

BV2373 (

Matrix-M™;



Fig. 15

SARS-CoV-2 Neutralizing Antibody
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IFN-y+ CD4 T cells

Fig. 20A
p <0.0001
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Fig. 20C

-2 CD4 T cells
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Fig. 20D
Two Cytokine® CD4 T celis
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Fig. 20E
IFN-y*, TNF-a*, IL-2* CD4* T cells
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TNF-at CD8T cells

Fig. 21B
p <0.0001

PCT/US2022/020974
31/141
I
Son
Bnd
o
Q
(-
2
=4
Bo
. B
S— - :
Ly
W Ly < ™ ™4 Lo foo b
M2
Q‘[g [
(*801) 50T /51192 1.8AD +0-INL > =
©
=

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963

-2 CD8 Teells

Fig. 21C
p <0.0001

PCT/US2022/020974

32/141

SUBSTITUTE SHEET (RULE 26)

5
5
<
O
2
o
— 3,
od
{21y
— =
@ ]
i
BSosss DB CEEFENCN RN BETETTE BETETTE 3 (ifé é"
(Vr301) 50T /S1192 L +80D + -1 = =
©
S



WO 2022/203963 PCT/US2022/020974

33/141

10 ug

p <0.0001

Fig. 21D
Two Cytokinet CD8* T cells

10 ug

LY
(O*80}) 50T /51192 1.8QD
IALLSOd BUBOIAD oM

SUBSTITUTE SHEET (RULE 26)

<F £y £

BV2373:
Matrix-MT™:

Control

e



WO 2022/203963 PCT/US2022/020974

34/141

o
] ©
J S
k- s
& O
]
S
+
N
= 3
ii.j o -
™ G R
D = Q
-~ o
L 29 oo
z = -
e e o
i wf
i S e b e i e s o m
O W <t "y £~ e Q,;
(O*801) 40T /51180 1.8AD o
e

BALSOd SUPIOIAD 31dlY

Matrix-M™:

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/020974

WO 2022/203963

35/141

AL XLBIA +

i

TZLLLT = m\ﬂ&, £66L€ = [B10L
51193 1 .804D
A DGIIBIA +
ELEIAY CLETAS

8LE°6T = [210L TEE7 = 2101

S{i@3 L .¥AdD
2z 'bi4

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

36/141

e

W

J

E..,_.

+

<t
< o9
(4P WUa
N + 5
: ¥ o
()] wed )
T o

< e o~ = O M~
m 2

51193 401 g .é

/SU8D L .00 -1 -

=

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

37/141

% =
S
Emnm
O a0
= -
o LA o
o o <
o S
MY e
%:3;} T an
™ e L =
nos
) ® h ] ® ¥ H E\\, =
- < < oM S
= & S S %
JIEe & £
50T /sl18D 8uysines ¢ §

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

38/141

i
T
LA
}._..
3
O @ +
+
Q v
T .
~Nor
) 7
T e
-k 2
° =
2
N
) B ] ¥ H H 3 H 3 §
o ™~ © o o o~ o= oS ]
> X
S{199 L+»QD b=
-1 /+A-Ndi jo ouey =

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963

38/141

PCT/US2022/020974

0.01

Fig. 24A
% TFH CD4 T Cells
P
%

= =~
< -

SISO L+#0D /H4L %

0.6 1

SUBSTITUTE SHEET (RULE 26)

0.C
BV2373:
Matrix-MT™.

10 ug Control

10ug



PCT/US2022/020974

WO 2022/203963

40/141

SHIND

0 ,0T 0T 0 <0I- 0T ,0T 0T 0 0T

; {ooady 3 o by gl 2 3 Yussatag s bibEly s sia sl i | IR I 1554 ¢ . TR [ P TTR

61°0 <01 | €500 0T
. 0 = 0
0T )
01 )
. 0T . 01

wAFXIIBIAL + €£5ZAD €LETNG

avye b4

Tad

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/020974

WO 2022/203963

41/141

4 -

L AFXUIE N

ORYOT g a1 ST esze7Ag

LY

®
g
SIPD 8/51B0 809 %

- 6T
I
Z0000 =d

s{ieD g (OD) Jequa)d jeulliag 9%

vz bid

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963

P
X
o
e
g
=
e
&)
P,
€93
£
=
£

n

o

o

ez

i
3
P
&
4
=
s

PCT/US2022/020974

421141
‘-53 &
- o
<} 1
) !
o0 <t
sl O
s’
o
S )
E e
= O
E
2
ot
[reerT e AL LA '
i < £
o o o o <
&)
................... & 3 m
N -
Ly e
<t 3
L) 5
=3
L. (3
E
| (e8]
L. D
e
E o
.
. €2
o
R FreeT AR R 1) IR R !
U % 32 pL
e -
o = = 2 o

5600

SUBSTITUTE SHEET (RULE 26)



+ o+ 4+ -+ 4+ + o+ o+ - g ANPXUIEN

S¢S TS STS T SISt

o+ 4+ -
5 1

PCT/US2022/020974

WO 2022/203963

43/141

Sz Sz 5 T Sz i(8)esezng

1 [ H uV

-3

ﬂ._.

aoil L0

7 =

%

n

t <

e

(Vs

v B

=

o

L =

cghAeg | gzAeQ 1Z Aeg o AeQ 5 o
5B} S Z-A0D-SHYS-IuY

9z "Bi

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/020974
44/141

WO 2022/203963

+ + + ,,m+ SR S I T S S A N S RS YD Rk (-2 1Y
ST S 1TSS S T STSTS T szisTts T sz iev)esend
PR E— - ¥
aon ; - 8
m “ 91
H g = Ul
m | = 23
m | -y
“ “ 87T o g
| M 3 9
” “ 957
2 5 L ® : :
] % 3 ¥ N
sgAeq g Aeq 1z AeQ 0Aeg veot

561 buppooyg 101desay z3DvY

goz b4

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

45/141

£
O
o
S
g T
R
g o
pe N
2
P e T 3
<
Th e =
£
S N I
© G o
..i..
‘g od
g 2 o
g -+
O LY
s N
£
L5
555 o
L5
i
LY
N i
0 < " ~ - O =3
(O'8oy ‘3dD) s
12111 Apognuy SuizijeiInaN Z-A03-SHYS 00 X
o 4D
g g%
> =

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/020974

WO 2022/203963

46/141

(°T801} 12111 053 winias jesoudiosy
5 v € z 1

1000>d

006°0 = J " _,

(e8]
(°O*8oy) 49311 UOnERZI[RIINBN % 00T

uolezIjRINSN sA Buipuig

12 "B

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

471141

..§_
5 +
&
m s
o i
k=) Z +
L. b
rrerr— e
) =2 s
(O180]) 40T /SH®2 BunaIIBS ANl m %
S
g [g4]
> =

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

48/141
W
KT
(W
= +
.i.
<
<[ -
(@) 4
QN 4~
o g -+
L bl
[ T -l - & - o ,_E:u
[ [’ L) L. § §
L5 < Y3 4 qponnd :
0 ox
50T /51190 L 90D +A-NHI e %
= =

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963

Fig. 29B

PCT/US2022/020974

49/141

n

S

&

-

o

..§.

o

o=
o - (e 3
o - D
- - (-
Ca) =} 4

0T /S1®D 1L .vQD -1

SUBSTITUTE SHEET (RULE 26)

25

25

BV2373 {ug):

Matrix-MTM:



WO 2022/203963 PCT/US2022/020974

50/141

& +
N
W
v]

%_T W -+
®; -
'S)) d
+

~ o -
b
o g
L o

Ley

N 3

o o o 5 E

S S 3 2s

(48] o\ =4 o >;<

P

s0T /S92 L QD s 0-4NL =

> 2

SUBSTITUTE SHEET (RULE 26)



WO 2022/203963 PCT/US2022/020974

51/141

25
..\3...

Fig. 29D

Two Cytokine™ CD4 T cells
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Fig. 33

Densitometry
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Purity: 38.5%

PCT/US2022/020974

T ij ?

T~ o fae ) e‘:«i \’\:"3 l.;‘.» e~ o0 fae )

() [¥n3 [¥e3 =<3 oy N am=ef [

=2 &3 &2 L] 2 o = =

fan] L) L) > L] > < oo
{ao) Ausuaiuy

0.25 050 p¢ 0.75 1.00}

0.00

SUBSTITUTE SHEET (RULE 26)

SN
N
B
%
N
8 §\\\‘
3
N
N
S
N
k\\‘
N
RSN
A
N
AW
R
N
N
Qe
N
D

N

3
A
SN
&\\‘
S
N3
AW
N
%
N

N
R

Y
N

i

A280(0.9226) - A340(0.187) = 0.7356 /1.067
Total Volume: 19.0mL X 0.68%4 mg/mL
Yield: 13.098mg/4.8 liter = 2.728 mg/L

13.098 mg
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Yield: 42.32mg/5 liter= 6.4 mg/L
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Fig. 60A

Clinical Subjects Virus-Neutralizing Titers
USA-WA1T vs. B1.1.7
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Fig. 60B

Clinical Subjects Virus-Neutralizing Titers
USA-WAT vs. B.1.351
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Fig. 64B

Systemic Reactogenicity
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Fig. 65
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