PCT/US2021/021402

WO 2021/183456

S B R A A AR P R

AN NN AN AN

D

Bl

1/17

FIGUR

3 N

3
8

2

RE :

%

gt



WO 2021/183456 PCT/US2021/021402
2/17

Antibody-Dependent
Enhancement

Virally Infected cell
Direct Viral Infection IL-18 :

8 Lenzilumab

CCR2-mediated s il e
recruitment and ,_ Myeloid cell GM-CSF CD4+Th17cell

trafficking IL-18

@ IL-6 Hypotension

) IL-8 Respiratory Failure (ARDS)
e -

‘ @ MCP-1 IL-10 Myocarditis

IP-10 Multi-organ Failure 1A%
MIP-1a Disseminated Intravascular

MIG Coagulation (DIC)
l TNF-a Neurological Changes

v VEGF

m*?,?ﬁ_a% . @ —» Lymphopenia

@) CD8+ Cytotoxic T-cell

FIG. 3

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456

PCT/US2021/021402

3/17
4 Stage | Stage |l ) Stage I
Early Infection - Pulmonary Phase - Hyperinflammatory Phase
e Disse Severity

= Viral Acute Phase Response .. .=

S Myeloid Cells

@

a

8 ‘

O PR g / f

§ - = -w” Cytokme Release Stndrome 4
:. , 4 < N : p“',
el Ll , -~ Lymphocytes
: o
Time :
4 Y . ;A‘
/W/ Shortness of |- / Respiratory fallur%
Clinical 4 symptoms of .- breath 1/ cardiac failure
Symptoms f_ever muscle pa|r_1 : hypoxié : Neurologmal changes,
s L etguesough o) | ) RIG mut organ failure 7
///f}'yf ' EE R Risina infiammato Y. {Escalation oflnflammatoryh
Lab "..PCR Positive .|+ | g Y1 ¥ biomarkers: CRP,D-dimer,
biomarkers (CRP,

m ings /A

.for SARS CO\‘/‘-ZV“,' . i ferrmntroponln IL-6,-8,-10,]

D-dimer ferritin) '/IP 10MCP-1 MIP-17 /

L

“\\\\\\
Therapeutic
Intervention

’\\ TR Y
Immune Modulator:
Tocilizumab,

\Slltuxmab Sarilumab

A
AN

SN T mmune\\
\\\\ \\ I\/Ilodulator: \

% ’\\
~Antivirals
Lenzilumab

5

RN AN

\\\\ AN

AN AN

FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456 PCT/US2021/021402
417
2 100.0% /
5 /
QEJ 90.0% y o
o i
2 80.0%-
5 f
E 70.0%- / j .
= ° X Lenzilumab
- ..
% 60.0% P Remdesivir
O 50.0% /
o I'd
S 40.0% /
o /
2 30.0%- p
[0} Ve
2 20.0%- ;
o
3 /
1 . o/ I
g 0.0% ,
© 0.0% a—
[aYaYalaYalaYaYalalalalalaYalafafalaYa)

Day Post Therapy

FIG. 5

5

£ 100%

[1]

E?G 90%

ga 80%
[&]

— 9D 70%

SE

8_'2 60%

N 50%

g 40%

[}

=8 30%;

T C

55 20%

i"é 10%

£a 0%

o %

'.(-U‘V

o

G

°

DO D1 D2 D3 D4 D5 D6 D7 D8 D9D10D11D12D13D14
Days Post Lenzilumab

FIG. 6A

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456 PCT/US2021/021402
517

Temperature (° Celsius)
w
Qo

D4 DO DI D2 D3
Days Post Lenzilumab

FIG. 6B

p = 0.00015

70%-
60%-
50%-
40%-
30%-
20%
10%-

% of Patients with SpO2/Fi02<315

0%
D

Days Post Lenzilumab

FIG. 6C

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/021402

WO 2021/183456

6/17




WO 2021/183456

IL-6 (pg'ml)

90
80
70
60
50
40
30
20
10

PCT/US2021/021402
7117

CRP (Day -1 vs Day 3, p=0.04)

CRP (mg/L)

450
400
350
300
250
200
150
100

50

1

D4 DO D1 D2 D3 D4
Days Post Lenzilumab

FIG. 7TA

p =0.035

Days Post Lenzilumab

FIG. 7B

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456

500
~450
§ 400
<9 350
% 300
@ 250
g 200
ks 150
100
50

PCT/US2021/021402
8/17
p =0.001
i }

L -0
{} ////////

............... O
" —

_..._;F,,,»f-f:'::;: ......

: N w
N g W,

<
[en NS ) I

Absolute Lymphoeyte Count ( x 10°9/mL)

Days Post Lenzilumab

FIG. 7C

e
o

D-1 D3

Days Post Lenzilumab

FIG. 7D

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/021402

9/17

WO 2021/183456

91l

480-NO

(lw/6d

ae-114

SUBSTITUTE SHEET (RULE 26)

(Jw/Bd) 450-9



WO 2021/183456 PCT/US2021/021402
10/17

Remdesivir
(e}
N
()]

Day Post Therapy
FIG. 8

Lenzilumab

100.0%
90.0%
80.0% -
70.0%
60.0% -
50.0% -
40.0% -
30.0% -
20.0%
10.0%
0.0%

(3893 QIVIN siulod z)
(%) 1uswaAosdw 221U JO SOUBPIDU| BAIJR|NWINY

Cumulative % incidence of clinical two point improvement Lenzilumab CU vs Remdesivir and Lopinavir CU

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456

SpO2/FiO2 Ratio

PCT/US2021/021402

11/17

SpO2/Fi02 Ratio Full

500

450
400
350 1

3004
2501

200+
150 5

n -

B -

100

® D A o o N S % NpoD1D2D3D4 D5 DED7DSDID10D11D12D
& P 0% 50”0y DOD1D2 D3 D4 D5 DED7DEDID10D11D12D13

Days Post Lenzilumab

FIG. 9

Temperature (Day -1 vs last value, p=0.0029

N~
O

w w
W P w ©
o o1 ©

w
~
o

Temperature (° Celsius)

AV \
b&’io S P S S

Do D1 D2 D3 D4 D5 D6

Days Post Lenzilumab

FIG. 10

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456

12/17

PCT/US2021/021402

Absolute Lymphocyte Counts (Day-1 vs last value, p=0.021)

Absolute Lymphocyte Count ( x 1029/mL)

o - Mo w
O g = 0 N g W U

|
_/-/O/
/'/"Q‘/
o PR
,,,,,, e
O o

—

DO

Days Post Lenzilumab

FIG. 11

Absolute Neutrophil Counts

Absolute Neutrophil Counts {( x 10*9/mL)

—_
w

—_
—_—

:j,mm.:?;"a-«,qg

DO D1 D2
Days Post Lenzilumab

FIG. 12

SUBSTITUTE SHEET (RULE 26)

D-1

D3



WO 2021/183456 PCT/US2021/021402
13/17

100% Lenzilumab
90%
80%
70%
60%
50%
40% -
30%
20%
10% -

0%

Control ‘

L X?=7.43, P=.006

02 4 6 81012141618202224 26283032 34 36 38
Days Post Treatment

Cumulative Incidence of 2-Points Clinical
Improvement (%)

FIG. 13A

100%: Lenzilumab
90%
80% 1 Control

70% 1
60% -
50% -
40%
30% -
20% -
10% -
0%

Ventilator-Free Survival (%)

X?=3.67, P=.06
012345678 91011121314151617 18

Days Post Treatment

FIG. 13B

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456

Proportion of Patients with SpO2/FiO2 < 315(%)

400
380
360
340
320
300
280
260
240
220
200

Mean Sp0O2/FiO2 Ratio

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

PCT/US2021/021402

14/17

Control Repeated measures ANOVA, P<.001

0 1

2 3 4 5 6 7 8 9 10 11 12 13 14
Days Post Treatment

FIG. 14A

Control

I

Lenzilumab

Repeated measures ANOVA, P<.001

012345678 9101112131415161718192021222324252627282930313233

Days Post Treatment

FIG. 14B

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456 PCT/US2021/021402
15/17

FIG. 15A

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456 PCT/US2021/021402
16/17

FIG. 15B

SUBSTITUTE SHEET (RULE 26)



WO 2021/183456 PCT/US2021/021402
17/17

Oxygen (L/min)
w A O OO N 0 O
O O O oo o ©

N
[en)

10 §

14 28 42 56 70

Days of Hospitalization

FIG. 16A

[eo NS, |

o

Lymphocytes (%)
= = N (Nn W W

o o1 O O
Lhresizzop

Days of Hospitalization

FIG. 16B

SUBSTITUTE SHEET (RULE 26)



