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2022: ££%¢ IND

1ON101 has been completed a Phase 3 clinical trial and is undergoing another one (one for China and Taiwan registration, the other for U.S. registration). Drug approval has been obtained in Taiwan. NDA submitted to the NMPA and health

authorities in South East Asia.. ON101 can potentially be used for treatment of venous leg ulcers and pressure ulcers in the future. |2 China right has been licensed to Microbio Shanghai and worldwide exclusive license jointly licensed with Micorbio
Shanghiai to LEO Pharma | 3 Hepatocellular carcinoma (HCC) is the most common type of primary liver cancer | 4 Regulatory submission includes NDA submission and Pre-NDA submission. | AD: atopic dermatitis; AA: allergic asthma I
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Years lived with disability (millions)
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. Back pain'

Common, Complex, Costly
WHO Global Burden of Disease

- Depression

- Diabetes

2 3 4 5 6

lower extremity complications

: Diabetes-related

o
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- CKD
- CVD
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1Zhang P, et al. Ann Med. 2017 Mar;49(2):106-116. |2 N Engl J Med 2017;376:2367-75 | 3 Zhang Y, et al. Diabetes Care 2020 May; 43(5): 964-974. | 4 J Foot Ankle Res. 2020 Mar 24;13(1):16. I
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Original Investigation | Diabetes and Endocrinology
Effect of a Novel Macrophage-Regulating Drug on Wound Healing

in Patients With Diabetic Foot Ulcers
A Randomized Clinical Trial

Yu-Yao Huang, MD, PhD; Ching-Wen Lin, PhD; Nai-Chen Cheng, MD, PhD; Shawn M. Cazzell, DPM; Hsin-Han Chen, MD; Kuo-Feng Huang, MD; Kwang-Yi Tung, MD;
Hsuan-Li Huang, MD; Pao-Yuan Lin, MD; Cherng-Kang Perng, MD, PhD; Bimin Shi, MD; Chang Liu, MD; Yujin Ma, MD; Yemin Cao, MD; Yanbing Li, MD; Yaoming Xue, MD;
Li Yan, MD; Qiu Li, MD; Guang Ning, MD, PhD; Shun-Cheng Chang, MD

10
Ref: JAMA Netw Open. 2021;4(9):€2122607 | MRCT : Multi-center randomized clinical trial I
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ON101 Cream Absorbent ON101 Cream Absorbent
Patient Characteristics (n=122) Dressing P-value** Wound Characteristics (n=122) Dressing P-value™
(n=114) (n=114)
Characteristic, n (%) AEEIE L) 0.905
N th 78(63:93% 69 (60-53%
Age (years) (SD) 57.4(10-6) 56.6 (11-3) 0.575 s ( ) ( )
Peripheral vascular disease 30(24:59%) 30 (26:32%)
Men 93 (76-23%) 82 (71-93%) 0.461 ] )
Neuro-ischemia 7 (5:74%) 6 (5:26%)
Type 2 Diabetes 121(99-18%) 113 (99-12%) >0.999 Other 7 (5-74%) 9 (7-89%)
Diabetic duration 0.158
Amputation historydue to DFU 56 (45-90%) 60 (52-63%) 0.362
< 2 years 19 (15-57%) 14 (12-28%)
o 0 [o)
>2 to <Syears Lelgreit e Ankle-brachial index (SD) 1-1(0-2) 1-1(01) 0.422
5 0, . 0,
> 5to €10years 24 (19-67%) 12 (10-53%) Ulcer location 0.366
> 10 years 67 (54-92%) 77 (67-54%) Non-plantar 58 (47-54%) 61 (53-51%)
Plantar 64 (52-46%) 53 (46-49%)
Mean HbA, (%)(SD) 8-1(1-5) 81 (1-8) 0.767
Diabetic complications Ulcer duration (months)(SD) 7:2(13-0) 7:3(14-4) 0.974
Coronary Artery disease 16 (13.11%) 10 (8.77%) 0.307 Ulcer severity (Wagner grade) 0.633
Diabetic kidney disease 31 (25-41%) 23(20-18%) 0.356 Grade 1 29 (23-77%) 23 (20-18%)
Diabetic retinopathy 41 (33-61%) 36 (31-58%) 0.782 Grade 2 93 (76:23%) 91 (70-82%)
Ulcer size (cm?){SD) 4-70(4.3) 4-90 (4.5) 0.693
Smoking 55(45-08%) 44(38-60%) 0.417
1.01-5 88 (72-13%) 77 (67-54%)
>5 33(27.05%) 36 (31:58%)

** ANOVA test for continuous variables and Fisher's exact test for categorical variables
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1.0+
70 P =0.0001 Hazard Ratio 1.80 ON101,
) ' 60.7%
60 o 0871 95% CI 1.23-2.65 50.0% ’
2 E P =0.002 ONIOL o
5 50 f 06* Absorbent Dressing,
E g 40.0% 35.1%
v =
FAS2 g 40 ;?“ 0.4+ 30.0%
S o
E e 20.0%
o 8- 0.2
g 30 Absorbent dressing 10.0%
2
S 20 07 0.0%
£ T T T T T T T ) WK2 (V3)  Wk4 (V4) VKB (V5) W8 (VB)  WK10 (V7)  WK12 (V8)  Wk14 (V) Wk 16 (V10)
0 14 28 42 56 70 84 98 112 )
10 Time to complete healing, d ®# ON101 e Absorbent Dressing
No. at risk
0 ON101 122 122 119 113 101 87 78 72 34
122 vs 114 Absorbent dressing 114 112 111 104 93 8 76 69 47
HON101 = Absorbent Dressing
(16 wks)
1 wound closure: Per US FDA guidance, complete reepithelization without drainage or requirement of dressing for consecutive 2 weeks. ON101: Trade name - Fespixon

2Full analysis set SOC: Standard of Care I 12
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67.50%

62.30%

11.50%

7.90%
5.70% 4.40%
| . 0% 0.90%
TEAEs Related TEAEs Serious TEAE Related Serious TEAEsS

mON101 m=mAbsorbent Dressing

Note: ON101 trade name: Fespixon
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HG-medium? + Wound recovery in db/db mice
. iy =
1 =120
NG medium HG medium ON101 S a0 o o ontot
" B - Placeb
_ . LG medium M1 with 0 ug-m! G- — o HG medium M1 with 0 ug-ml! G- HG inadian M1 with 80 ua:vl O lé 80 - acepo
g8 Q §§—:Ql g Q2 k)
Egd zg] el = 60
3 (&)
M1 macrophage 38 I o £ 40
g ° a g £ 20-
s 1 =
(CD86) 7.5% s &=
o a 3 6 9 12 Day
T -
PEA PE-A
i n Mg . o 50 q
_ _ LG medium M2 with 0 ug-m! G- __ HG medium M2 with 0 ug-m! G-t SR HG medium M2 vath 80 ug-m — . — @ ON101
g8 Q A Y Q2 & Q2 ) 40 . )
ig3 xg] =g £ 401 b © Placebo
M2 macrophage = . e .
hd T 304 . . -
© | = - - H
(CD163) 7 ; < s Sioii
15.1% S0 . I IZ =2
w - .
. o E 10 - % .
T Ill'llfi ) "Illl‘ "I'llll_' Q
w PE-A 10 w=
r o

Day

. ON101 and placebo cream were applied daily from Day 3 onwards until
wound closure or mice were harvested

= The result showed that ON101 treatment significantly promoted wound
recovery at Day 9 and Day 12

= IHC staining of the tissue also showed that the M2 macrophages increased
in alignment with the wound recovery on the mice.

" ON101 (80ug/ ml) administration in HG-medium? during the polarization period
showed a M1 decreased (24.2%) and M2 increased (15.1%) population compared to
HG-medium? alone (M1 60.4%; M2 11.7%)

] The M1 to M2 ratio in the ON101 treatment condition is 1.6, which represents a
similar ratio to the normal-glucose (NG) medium

|
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Source: Frost & Sullivan analysis, International Diabetes Federation, Diabetes Care 2014 Mar; 37(3): 651-658 | Eleftheriadou |, Tsapogas P, Tentolouris A, et al.
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Edited from DOI:


https://doi.org/10.1007/s11926-018-0725-5
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pa® a0 @
Mast-cell Mast cell © 09", ,2°| Release of mediators of
] o o
stimulation o @ | acute and chrenic inflammation
FceRl
Mlergen}

Uptake of _ Anti-IgE FB825
allerggn by o o % ]
dendritic cells | o IgE ® Anti-Cemx
5 n IL-4, IL-5
and IL-10
( ° o 4 Frecursor Expansion of Plasma
T helper cell Ty2-type cells membrane

Production of IgE

Dendritic cell

Edited from Nature Review | Immunology 2004 ; IgE: Immunoglobuin E; AD: atopic dermatitis I 19
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Dendritic Cells

Dendritic Cells
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IL- 17\ /:Ny

@ Neutrophil

Neutrophilic inflammation

Eosinophilic inflammation

A\ 4 A\ 4

Eosinophilic asthma Neutrophilic Asthma

IL6 SIS MRS R m
e e Al BR B 2=

Modified from Front Immunol. 2018;9:2718
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Circulation. 2020;141:787-7809. I 24



Day 8 CRP change from base line
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FB704A (anti-1L6)
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SNS812 il AR B A RERER R - IWEIREZEZE9.8%

E484K N501Y D614G P681H

- - o - - o ‘.-. e o - e
Alpha ORF1la ORF1b s
K417N E484K NSOlY D614G A701V
Beta ORF1la ORF1b s
K417T E484K N501Y 07614G H655Y
Gamma ORFla ORF1b S

L452R T478K D614G P681R

Delta ORFla ORF1b S
From A67V td L981F, total 34 1utations

Omicron ORF1la ORF1b s
L452R F490$ D614G
Lambda ORF1la ORF1b S
R346K E484K NSOlYﬁDV7614G P681H
- - - - - - - e & oo - - - = -
Mu ORF1la ORF1b S
E484K‘ D§14G Q677H
Eta ORFla ORF1b S
E48_4K D614G A701V
lota ORF1la ORF1b S
L452R E484Q D614G P681R
Kappa ORF1la ORF1b s
L4523 P614G
Epsilon ORF1la ORF1b s
E484K N501Y D614G P681H
Theta ORFla ORF1b =
— |

SNS812 §mEf | 2s




SNS812 Advantages

B SNS812 2 99.8% J
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Name SNS812 Molnupiravir PAXLOVID
Classification Nucleic acid/ Small chemical/ Small chemical/
siRNA Nucleoside analogs Protease inhibitor
API C6G25S MK-4482 PF-07321332
+ Ritonavir
Mechanism of action | Cleavage viral RNA by siRNA targeting | ©2US® acc“r\"l‘i‘l’_‘;‘t;’ﬂ A’f mutation in Inhibit viral 3CL protease
Route of administration Inhalation Oral Oral
Coverage rates of variants 99.80% ND ND
Resistant to viral mutation Relatively resistant viral mutation ND ND
Potential drug—drug interactions of
Ritonavir (2)

Pontential risk

ND

Mutagenic concern (1)

Human lung

BALB/c mice

Animal efficacy

hACE2 transgenic mice
(reduce 2.6 logs)

transplant mice
(reduce 4.4 logs) (3)

+ mice adapted virus.
(reduce 1.9 logs) (4)

illness

Clinical reduction of severe ND

50%

89%

B-d-N4-hydroxycytidine Inhibits SARS-CoV-2 Through Lethal Mutagenesis But Is Also Mutagenic To Mammalian Cells. J Infect Dis. 2021 Aug 2;224(3):415-419
Caution required with use of ritonavir-boosted PF-07321332in COVID-19 management. The Lancet 2022 Jan 1; 399(10319): 21-22

SARS-CoV-2 infection is effectively treated and prevented by EIDD-2801. Nature 2021; 591: 451-457.
An oral SARS-CoV-2 Mpro inhibitor clinical candidate for the treatment of COVID-19. Science 2021 Dec 24;374(6575):1586-1593
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TAPA 4 f 2 ol B BE TR TR PR R B R IUR
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Prophylatic Prophylatic
v v v . . v v v . .
-D3 D2 -D1 D0 D1 D2 Viraltiter _ -D3 -D2 -D1 D0 D1 D2 Viraltiter
hACE?2 oW (Lung) hACE2 W (Lung)
Original strain(B) - Delta strain(B.1.617.2)
o 8 8-
_ - <
S %]  P<0.0001 ’] P <0.0001 = P=0.0001 ~ P < 0.0001
o | S | i = < o
d 6 .E. 8.' :’. m B L 8’
S 24 “‘E s = 4
2 4 o @ —r D
2 . 3, g " . D 2
o , s B O n
o - N
g : . 0 . seses E 2 : . 0 .
g Control SNS812 Control SNS812 > Control SNS812 Control SNS812
Viral RNA Infectious virions Viral RNA Infectious virions
reduced 99.95% Complete inhibition Reduced 98.3% Complete inhibition

-Unpublished data-
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Post-exposure Post-exposure
DO D1 D2 Viral titer . DO D1 D2 Viral titer
“‘g essfem—— ——) analy5|s g e ———) analysis
hACE2 G (Lung) hACE2 i (Lung)
Original strain(B) - Delta strain(B.1.617.2)
o~
— P =0.026 g P=0.018 P=0.004 P=0.038 P=0.012
o 8 ) 81 Q ] — 5 | |
-— ] S P=0.035 a 100 .o ;_ _ -
oD . - ] L J - o 44 . -
° L * - 6 | LA - - -
S > . 2 T > -
o * ] (@] =l (1 - 3 3 -
g - T I g w0 . w2 T
'-g 4 ___ -? T g __:’__m 2 .[
£ . B —— : TR
O 2 - o 1 > 1
&) = -
2] T T 1] T - E g e ) 0 0 T - v oo—
2  Control SNS812 Control SNS812 ¢ & T c T C T c T
> 2 doses 3 doses 2 doses 3doses
Viral RNA Infectious virions Viral RNA Infectious virions
reduced 96.2% reduced 96.1% 2 doses reduced 80% 2 doses reduced 90.5%

3 doses reduced 90% 3 doses reduced 93%

-Unpublished data- I s1
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NTS Million
HmEE

BEANERE
FEWIR TR SRR

R}
pily
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31 {8
IRITER
PRI

B R

ll‘l

EUIRTEE X2
FEBEXH
BRI EXE
PR M= (%)
BEEWRM= (%)

2016 2017 2018 2019 m 21Q3 m-
2017

2,556
194
0.7
41
175
31

0.2
2,524

49
4,563
25
(0.54)
(0.53)

CFEEBER

2,521
244
0.2
41
456
27

0.1
2,495

67
12,167
39
(6.38)
(6.12)

2,335
286.5
1.0
50
561
170

0.5
2,166

12
1,659
9
(10.75)
(9.69)

6,980

1202.2

1.7
48
640
521
0.6
6,459

36
1,074
8
(7.56)
(6.87)

15,384
6524.9
443.9
50
727
1,625
48.4
13,760

2,028
1,659
830
(2.48)
(2.20)

14,620
5,916.5
24.4
67
723
1,615
0.8
13,005

1,352
1,043
435
(5.29)
(4.72)

(9.0)
(72.0)
(6.8)
27.9
642.7
(24.7)
(18.5)
(8.7)

(1.3)
25.6
(70.8)
(1.1)
160.8
(15.7)
(53.6)
(1.2)

NESS

2018 2019 | 2020 2103

YoY (%)
(7.4) 1989
173 319.7
3546 714
23.7 (4.0)
23.1 14.2

541.0  207.1
4500  15.2
(13.2)  198.2

120.4
442.7
26,277.8
3.8
13.5
211.9
7,865.1
113.0

33.5
401.2
(94.6)

36.7

17.0

1.4

(98.4)

38.9
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FIRNE
5 X
YoY (%)
NTS Million 2017
2016 | 2017 | 2018 | 2019 m 21Q3

SEIA (27.3)  (54.6) 6289  (28.5)  208.8 29.3
=EEF 2.9 1.4 8.2 (3.5) 23.7 32.1 (4.5) (52.1) 502.8  (142.9) (770.7) 8.8
== (113.2) (139.1) (132.2) (311.7) (673.2) (659.6)

M BEA] (14.3) (155.9) (244.9) (326.3) (249.9) (524.0)

& FEF| (14.3) (155.4) (235.4) (322.2) (241.9) (531.4)

EIREER (NTS) (0.07) (0.80) (1.20) (1.28) (0.68) (1.40)

EEMHEER(%)

EMZE 50.0 52.8 43.6 (26.2) 56.9 67.4

EEMNEE (1,984.1) (5,376.6)  (701.0)  (2,313.4) (1,618.0) (1,385.7)

EXREHX 2,034.1 54294 744.7 2,287.2 16749 14534

R = (250.0)  (6,008.7) (1,248.6) (2,421.2)  (604.9)  (1,133.2)
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