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Disclaimer and Cautionary Note on Forward-Looking Statements

The following presentation has been prepared by Adagene Inc. (“Adagene” or the “Company”) solely for informational purposes and should not be construed to be, directly or indirectly, in whole or in part,
an offer to buy or sell and/or an invitation and/or a recommendation and/or a solicitation of an offer to buy or sell any security or instrument or to participate in any investment or trading strategy, nor shall
any part of it form the basis of, or be relied on in connection with, any contract or investment decision in relation to any securities or otherwise. This presentation does not contain all relevant information
relating to the Company or its securities, particularly with respect to the risks and special considerations involved with an investment in the securities of the Company. Nothing contained in this document
shall be relied upon as a promise or representation as to the past or future performance of the Company. Past performance does not guarantee or predict future performance. You acknowledge that any
assessment of the Company that may be made by you will be independent of this document and that you will be solely responsible for your own assessment of the market and the market position of the
Company and that you will conduct your own analysis and be solely responsible for forming your own view of the potential future performance of the business of the Company.

This document contains certain statements that constitute forward-looking statements within the meaning of Section 27A of the Securities Act of 1953, as amended, and Section 21E of the Securities
Exchange Act of 1934, as amended, with respect to the Company’s future financial or business performance, anticipated clinical activities and development, strategies or expectations. These statements
typically contain words such as “believe,” “may,” “will,” “could,” “expects” and “anticipates” and words of similar import. Any statement in this document that is not a statement of historical fact is a
forward-looking statement and involves known and unknown risks, uncertainties and other factors which may cause the Company's actual results, performance or achievements to be materially different
from any future results, performances or achievements expressed or implied by such forward-looking statements. Such forward-looking statements including statements regarding the potential implications
of clinical data for patients, and Adagene’s advancement of, and anticipated clinical activities, clinical development, regulatory milestones, and commercialization of its product candidates. Actual results
may differ materially from those indicated in the forward-looking statements as a result of various important factors, including but not limited to Adagene’s ability to demonstrate the safety and efficacy of
its drug candidates; the clinical results for its drug candidates, which may not support further development or regulatory approval; the content and timing of decisions made by the relevant regulatory
authorities regarding regulatory approval of Adagene’s drug candidates; Adagene’s ability to achieve commercial success for its drug candidates, if approved; Adagene’s ability to obtain and maintain
protection of intellectual property for its technology and drugs; Adagene’s reliance on third parties to conduct drug development, manufacturing and other services; Adagene’s limited operating history and
Adagene’s ability to obtain additional funding for operations and to complete the development and commercialization of its drug candidates; Adagene’s ability to enter into additional collaboration
agreements beyond its existing strategic partnerships or collaborations, and the impact of health epidemic, other outbreaks or natural disasters on Adagene’s clinical development, commercial and other
operations, as well as those risks more fully discussed in the “Risk Factors” section in Adagene’s filings with the U.S. Securities and Exchange Commission. There can be no assurance that the results and
events contemplated by the forward-looking statements contained herein will in fact occur. None of the future projections, expectations, estimates or prospects in this document should be taken as
forecasts or promises nor should they be taken as implying any indication, assurance or guarantee that the assumptions on which such future projections, expectations, estimates or prospects have been
prepared are correct or exhaustive or, in the case of assumptions, fully stated in the document. The Company also cautions that forward-looking statements are subject to numerous assumptions, risks and
uncertainties, which change over time and which may be beyond the Company’s control.

This presentation concerns product candidates that are or have been under clinical investigation and which have not yet been approved for marketing by the U.S. Food and Drug Administration, European
Medicines Agency, The China National Medical Products Administration, or other foreign regulatory authorities. These product candidates are currently limited by U.S. Federal law to investigational use, and
no representations are made as to their safety or effectiveness for the purposes for which they are being investigated.

This presentation contains certain comparison based on publicly available information and represents certain non-head-to-head summary comparison. The Company cautions that results of a head-to-
head comparison may different significantly.

The information that can be accessed through the hyperlinks included in this presentation is not incorporated by reference into this presentation or any Adagene’s filings with the U.S. Securities and
Exchange Commission, and you should not consider such information to be part of this presentation.

This document speaks as of June 13, 2024. Neither the delivery of this document nor any further discussions of the Company with any of the recipients shall, under any circumstances, create any implication
that there has been no change in the affairs of the Company since that date. Adagene undertakes no obligation to publicly update or revise any forward-looking statements, whether as a result of new
information, future events or otherwise, except as may be required by law.
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Company Highlights

• Focus on ADG126, masked, anti-CTLA-4 in combination with pembrolizumab

• Validation of SAFEbody® technology by partners

• SAFEbody pipeline candidates showcase platform versatility

• Strong cash balance with runway into 2026
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FDA’s 2022 Project Endpoint Seeks to Improve the Rigor of OS Data Collection &
Analysis in all Registrational Clinical Trials

4
Reference: 1）Merino M, et al. Irreconcilable Differences: The Divorce Between Response Rates, Progression-Free Survival, and Overall Survival, DOI: 10.1200/JCO.23.00225；2）Josh Elbaz, et al. 
An empirical analysis of overall survival in drug approvals by the US FDA (2006–2023), DOI:10.1002/cam4.7190

“OS is considered a gold standard 
for oncology drug approvals & 

a clinically meaningful endpoint 
for safety & efficacy“

“Only 32% (125/392) oncology 
drug approved showed overall 

OS benefit”



Published Ipi Data Show High Dose-dependent Toxicity and Efficacy, 
Exaggerated in Combination with Nivo

5

0 1 2 3 4 5 6 7 8 9 10

0

20

40

60

80

100

Treatment discontinuation rate in Melanoma

Ipi dose (mg/kg, Q3W)

T
re

a
tm

e
n

t

d
is

c
o

n
ti

n
u

a
ti

o
n

 r
a
te

Ipi+Nivo

Ipi Mono

• Stronger dose-dependent increase in ≥G3 
TRAEs relative to efficacy for ipi
monotherapy

• The dose-dependent efficacy, mOS in 
particular, and toxicity are much stronger 
in combo therapy, despite a 3-fold 
reduction in ipi dose

Ipi+Nivo

Ipi Mono

Publications on file.
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X + αPD-1

X therapy including Chemo, ADC, TCE and Cancer Vaccine etc. 

X + αPD-1 + αCTLA-4 (low exposure)

X + αPD-1 + αCTLA-4 (higher exposure)

Our Roadmap to a Durable, Long-term OS Benefit follows Clinically-validated Path for 
Immuno Doublet (αCTLA-4+αPD-1)

Early bifurcation of OS curve

ADG126 safety profile enables drug exposure (i.e., 10x higher dose) unleashing 
efficacy to drive ORR, PFS and durable OS Benefit with early bifurcation 
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Unleashing Anti-CTLA-4 Combination Therapy in 1L NSCLC (PD-L1 < 1%)
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αPD-1 + αCTLA-4 

αPD-1 + chemo

chemo

Anti-CTLA-4 Combinations Prolong Survival  in 1L NSCLC



Huge Opportunity to Improve Survival in PD-L1 Negative (TPS<1%) 1L NSCLC

9*The sales and forecast for the major markets: US, EU and Japan.; **45% was adopted for plotting and illustration purpose

Source:  Nature Reviews Drug Discovery, Volume 22, April 2023

OS (%)

➢ Stagnant growth of IO sale from 2026 to 2031 due to patent 
cliff of anti-PD-(L)1

➢ Proprietary and best-in-class anti-CTLA-4 is important for IP 
protection with anti-PD-1 combination

➢ ADG126 with robust CMC and bioavailability supports co-
formulation with anti-PD1

According to Clarivate Disease Landscape& Forecast, in 2021, sales of 
NSCLC drugs totalled US$24.1 billion across the major markets and were 
dominated by ICIs ($14.5 billion; 60% share), with pembrolizumab the 
unrivalled top-selling agent ($9.9 billion) while 48% of PD-L1 < 1% 
patients will relapse in 2 to 3 years!

3) L. Gandhi et al. Pembrolizumab plus Chemotherapy in Metastatic Non–Small-Cell Lung Cancer. N Engl J Med 2018; 4) 
Dietel M, Real-world prevalence of programmed death ligand 1 expression in locally advanced or metastatic non-small-
cell lung cancer: The global, multicenter EXPRESS study. Lung Cancer(2019).



Key Takeaways: Masked Anti-CTLA-4 ADG126 Enables Higher Anti-CTLA-4 Exposure to 
Unleash Clinical Efficacy with Robust Safety

SAFEbody precision masking technology enables safety profile in combination with PD-1 
comparable to pembrolizumab monotherapy

Novel MOA enables clinical responses in MSS CRC, PD-L1 <1%, and PD-1 resistant patients

Extensive dose optimization supports FDA’s Project Optimus to rapidly advance into 
randomized, phase 2/3 pivotal program in MSS CRC; Ongoing regulatory preparations

Combination clinical development with pembrolizumab, the leading, proven PD-1 therapy

1

2

3

4
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Masked Anti-CTLA-4 Development is a Long, Challenging Journey
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Ten Years Later….



ADG126 + Pembro Safety Profile:
Comparable to Pembro Monotherapy & Superior to Other CTLA-4/PD-1 Combinations

*data from Keynote-158

Other groups

Grade ≥ 3
Grade 1-2

1. ADG126 10 mpk Q3W+Pembro 200mg, 
Q3W (all cancar); N=37

2. IPI 1 mpk Q3W+Pembro 200mg, Q3W 
(Melanoma) Keynote-029; advanced; 
N=153

3. IPI 1mg/kg, Q6W (1L MPM)  + Nivolumab: 
3mg/kg,Q2W CheckMate-743; N=303 

4. IPI: 3mg/kg, Q3W(4 dose)  + Nivolumab: 
1mg/kg, Q3W(4 dose), 3mg/kg, Q2W (1L 
Melanoma); CheckMate-067; N=314

Pembro Monotherapy 
Across Multiple Trials

ADG126 + Pembro

Grade ≥ 3
Grade 1-2

14%

40%

59%

31%

12%

73%

49%

37%

49%

53%

0%

20%

40%

60%

80%

100%

10 ADG126 Q3W + 200mg
Pembro Q3W

1 IPI Q3W + 200mg Pembro
Q3W

3 IPI Q3W + 1 Nivo Q3W 1 IPI Q6W + 3 Nivo Q2W Pembro Mono*
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Best-in-Class Safety Profile:
ADG126 + Pembrolizumab Combo is Comparable to Pembrolizumab Alone

ADG126 6 mg/kg Q3W (N = 5) ADG126 10 mg/kg Q3W (N = 24) 

TRAEs by Grade and Dose Level

ADG126 10 mg/kg Q6W (N = 17) 

Data cutoff: Nov 30, 2023 13
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3L+ MSS CRC: Immunotherapy Can Make an OS Difference

Standard of Care (FDA)

Company Bayer TAIHO HutchMed/Takeda

Compounds Rego1,2 TAS-1023,4
Sunlight5,6

TAS102 plus 
Avastin

Fruquintinib7,8

w/o Liver mets with Liver mets

ORR (%) 1 2 6.3 4.3 4.9

mPFS (month) 1.9 2.0 5.6 3.9 3.7

mOS (month) 6.4 7.1 10.8 10.8 8.6

≥G3 TRAEs 54% 69% 72% 46%

1Grothey et al. Lancet. 2013;381: 303-312.; 2FDA label, 12/10/2020; 3Mayer et al. N Eng J Med. 2015;372:1909-1919; 4 Marcus et al. Clin Cancer Res; 23(12) June 15, 2017;2924-2927 
5Josep Tabernero et al. 2023 ASCO Gastrointestinal; 6 Gerald W. Prager et al. N Engl J Med 2023 May 04;388(18); 7Shukui Qin et al. 2019 CSCO; 8Jin Li et al. JAMA. 2018;319(24):2486-2496; 
9Andrea J. Bullock et al. 2023 ESMO-GI; 10Anthony B et al. 2023 ASCO-GI; 11Elena et al. 2021 ASCO; 12E. Garralda et al. 2022 ESMO OPEN
*overall PFS  ** N=87 +  N=101

14
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Patients That Are Resistant to PD-1/PD-L1 Blockade or Have Low to No PD-L1 
Expression Represent a Large, Underserved Population in Cancer Treatment 
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Sources: Original cancer incidence number comes from  WHO, Globocan.  1) American Cancer Society (NSCLC accounts for ~80-85% of lung cancer cases across all stages), 2) Dietel M, Real-world prevalence of programmed death ligand 1 expression in 
locally advanced or metastatic non-small-cell lung cancer: The global, multicenter EXPRESS study. Lung Cancer(2019); 3) Learn.colontown.org (MSS CRC accounts for ~85% of colorectal cancer cases across all stages), Cancer.net; 4) Shun Xu et al. 
Distribution of PD-L1 expression level across major tumor types; 5) Barsouk A et al. Epidemiology, Risk Factors, and Prevention of Head and Neck Squamous Cell Carcinoma.(HNSCC includes oral cavity, pharynx, hypopharynx, larynx, nasal cavity, and 
salivary glands);  6) Burtness B et al. Pembrolizumab alone or with chemotherapy versus cetuximab with chemotherapy for recurrent or metastatic squamous cell carcinoma of the head and neck (KEYNOTE-048): a randomised, open-label, phase 3 
study. 7) Antonarakis ES et al. Pembrolizumab for Treatment-Refractory Metastatic Castration-Resistant Prostate Cancer: Multicohort, Open-Label Phase II KEYNOTE-199 study

0.95 million5

W.W. Annual diagnosed 
1.9 million11.6 million3 0.97 million4W.W. Annual 

Incidence
0.3million40.8 million4 1.5million70.5million4

100% 99% 98% 96%
86%

78%

58%

33%

1% 2% 4%
14%

22%

42%

67%

0%

20%

40%

60%

80%

100%

MSS CRC Liver Cancer Gastric Cancer Pancreas Melanoma NSCLC HNSCC Prostate

Low to No PD-L1 Expression High PD-L1 Expression

PD-L1 
CPS<206

PD-L1 
CPS>=206

PD-L1 
CPS<17

PD-L1 
CPS>=17

24 4 4 7644

Treg Expression 
Matters
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Clinical Efficacy of Patients with 3L MSS CRC (Free of Liver Mets) in Dose Expansion
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MSS CRC Patients Baseline Characteristics

CRC Patients Characteristics N=24

Age (Years; median range) 60 (41-75)

Female, n (%) 12 (50%)

Race, n (%)

Caucasian, n (%) 9 (38%)

Asian, n (%) 15 (62%)

Other -

ECOG, n (%)

0 9 (38%)

1 15 (62%)

With peritoneal metastasis, n (%) 8 (33%)

Prior Treatment ≥3 10 (42%)

Prior immunotherapy, n (%) 0

Summary of Response Rate in Evaluable MSS CRC Patients

cPR: confirmed partial response.  PFS: Progression-free 
survival.  BoR: Best of Response.  DCR: Disease control 
rate. NR: Not reached  

Data cutoff: Nov 30, 2023
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Clinical Efficacy of Patients with MSS CRC (Free of Liver Mets) in Dose Expansion

Spider plot of evaluable MSS CRC Pts treated by 10 mg/kg 
Q3W ADG126/Pembrolizumab (N = 12)

Duration of Treatment of MSS CRC Pts by 10mg/kg Q3W and 
Q6W of ADG126/pembrolizumab 

(N=22 efficacy evaluable pts with at least one CT scan) 

cPR

cPR

cPR

cPR

Data cutoff: Nov 30, 2023 17
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PFS Summary of Efficacy in Evaluable 3L MSS-CRC Pts (N=22）

MSS-CRC Efficacy

ADG126 Dose/schedule A (N=22) B (N=15) C (N=12) D (N=9)

Median PFS, months
(95% CI)

4.9 
(1.9-NR)

7.0
(2.9-NR)

4.9 
(1.2-NR)

NR
(2.9-NR)

6-month PFS, %
(95% CI)

42% 
(19%-63%)

55%
(22%-79%)

41% 
(8%-74%)

56%
(7%-88%)

A: 10 mpk Q6W + Q3W 
B: 10 mpk Q6W + Q3W w/o peritoneal mets
C: 10 mpk Q3W 
D: 10 mpk Q3W w/o peritoneal mets

Data cutoff: Nov 30, 2023
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Analysis of Cleaved ADG126 Supports Increased Clinical Efficacy in anti-PD-1  
Combination with Higher, More Frequent and Repeat Dosing

Data cutoff: Nov 30, 2023

20 mg/kg Loading Dose Cohort Initiated

Predicted Tumor PK

19

3

ADG126 Dose 
Level

N All Grades 
TRAEs (%)

G1
%

G2
%

G3
%

G4-5
%

DCR
%

6 mg/kg Q3W 5 3 (60) 1 (20) 1 (20) 1 (20) 0 20

10 mg/kg Q6W 17 12 (71) 3 (18) 8 (47) 1 (6) 0 56

10 mg/kg Q3W 24 16 (67) 5 (21) 8 (33) 3 (13) 0 75-100



2024 ADG126 Clinical Milestones: 
Data Expected to Reinforce Clinical Efficacy in Larger Patient Sample
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Cohort Evaluable Patients Status Update

ADG126/Pembro
10 mg/kg Q6W

MSS CRC
n=10 

11 Enrolled 
▪ 12-month OS
▪ Long term safety

ADG126/Pembro
10 mg/kg Q3W (Part 1)

MSS CRC
n=12

13 Enrolled

▪ Durability of PR & SD*
▪ 12-month OS
▪ Long term safety

ADG126/Pembro
10 mg/kg Q3W (Part 2)

MSS CRC
n=12 

12 Enrolled 

▪ Durability of PR & SD*
▪ ORR, 6-month PFS
▪ Long term safety

ADG126/Pembro
≥10 mg/kg Q3W  

Greater China

MSS CRC
n≥10

Enrolling ▪ Status and timing

ADG126/Pembro
Single 20 mg/kg loading dose,

followed by 10 mg/kg Q3W
MSS CRC

n=~10
Dose expansion enrolling

▪ Preliminary efficacy, 
including ORR & PFS

▪ Safety

ADG126 Monotherapy 
30 mg/kg 

Greater China

Advanced/metastatic 
solid tumors

n ≥5
Dose escalation enrolling ▪ Safety, potential MTD

H2 data readouts 
planned for major 
medical conferences 
(i.e., ESMO, SITC)

* ORR/PFS reported at ASCO GI in January 2024



ADG126 αCTLA-4 + αPD-1 as the Backbone Therapy with Other Combinations

21

• Bevacizumab
• Aflibercept
• Ramucirumab

ADG126 + αPD-1 
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ANTI ANGIOGENICS

• Pembro
• Nivo
…
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