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Certain information set forth in this presentation contains “forward-looking information”, including “future-oriented financial information” and “financial outlook”, under 
applicable securities laws (collectively referred to herein as forward-looking statements). Except for statements of historical fact, the information contained herein constitutes 
forward-looking statements and may include, but is not limited to, the (i) projected financial performance of the Company; (ii) completion of, and the use of proceeds from, the 
sale of the shares being offered hereunder; (iii) the expected development of the Company’s business, projects, and joint ventures; (iv) execution of the Company’s vision and 
growth strategy, including with respect to future M&A activity and global growth; (v) sources and availability of third-party financing for the Company’s projects; (vi) completion 
of the Company’s projects that are currently underway, in development or otherwise under consideration; (vi) renewal of the Company’s current customer, supplier and other 
material agreements; and (vii) future liquidity, working capital, and capital requirements. Forward-looking statements are provided to allow potential investors the opportunity 
to understand management’s beliefs and opinions in respect of the future so that they may use such beliefs and opinions as one factor in evaluating an investment.

These statements are not guarantees of future performance and undue reliance should not be placed on them. Such forward-looking statements necessarily involve known and 
unknown risks and uncertainties, which may cause actual performance and financial results in future periods to differ materially from any projections of future performance or 
result expressed or implied by such forward-looking statements.

Although forward-looking statements contained in this presentation are based upon what management of the Company believes are reasonable assumptions, there can be no 
assurance that forward-looking statements will prove to be accurate, as actual results and future events could differ materially from those anticipated in such statements. The 
Company undertakes no obligation to update forward-looking statements if circumstances or management’s estimates or opinions should change except as required by 
applicable securities laws. The reader is cautioned not to place undue reliance on forward-looking statements.

Forward Looking Statements
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Top-line data EXPAND phase 2b study

Primary end point was 
not achieved

Good safety profile

Top-line data only

• 54.7% for AP1189 vs 55.7% for Placebo in ACR20 score
• Subjective assessment very much different from the BEGIN study
• Objective parameters more in line with the BEGIN study

• Very favorable safety profile after 3M therapy 

• Unusually high placebo effect and differences between sites
• Further analysis of all data to be completed

EXPAND vs RESOLVE • Different patient population – RESOLVE patients has longer disease duration
– Documented incomplete response to MTX

• Geographical split – RESOLVE also includes US sites
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EXPAND STUDY P2b study in treatment naive RA patients.

Placebo, combination with MTX

Patient Population:

 Treatment naïve, eligible for initiation of 
DMARD treatment (MTX)

 CDAI >22 at baseline – min of 6 swollen 
and tender joints 

 Glucocorticoids only allowed as rescue 
medicine 

Resomelagon (AP1189) 100* mg, combination with MTX

Key Study Parameters

Dosing and Duration  12 weeks of once-daily dosing of solid tablet AP1189 or placebo- conducted at sites in Eastern 
Europe-

Study Size and Sites  Designed to recruit 60 patients per group – actual number randomized is 127

Primary Endpoints  Safety and Tolerability 
 ACR20 response rate at 12 weeks as compared to placebo

Secondary Endpoints  CDAI score; ACR50/ACR70; DAS28 score; FACIT-Fatigue; HAQ/RAQol

MRI- SubStudy  Evaluation of Synovial inflammation using Dynamic Contrast Enhanced MRI Quantification 
(DEMRIQ)- potential effects on early structural changes (RAMRIS)

12 Weeks dosing 
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The EXPAND study – 12 weeks dosing in treatment naïve RA pt with high disease activity

Discontinued n=10
Withdrawal of content n=5

Adverse event n= 5
Lost in follow up n=0

127 Patients Randomized

Resomelagon=63

Discontinued n=3
Withdrawal of content n=1

Adverse event n=1
Lost in follow up n=1

Completed n=53 Completed n=61

Placebo n=64

DRAFT - DATA NOT FINAL
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The EXPAND study – 12 weeks dosing in treatment naïve RA pt with high disease activity

Baseline Characteristics   

Resomelagon (n=63) Placebo (n=64)

Age mean 58.0 55.2

Gender 
% Females 

85.7 87.5

RA- history  Weeks (Mean) 42 19

RA % Sero Negative 25.3 17.2

CRP % above normal range 39.6 35.9

CDAI 42.0 40.3

ARC class (I/II/III in %) 3.2/77.8/19.0 7.8/71.9/20.3

Corticosteriod treatment % 0 0

DRAFT - DATA NOT FINAL
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EXPAND Primary Safety Endpoint

Adverse event (AE) monitoring
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Safety: Treatment emergent events in the EXPAND study
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EXPAND Primary Efficacy Endpoint

Effect of 100 mg resomelagon (AP1189) against placebo in subjects with RA,
evaluated by the American College of Rheumatology 20% (ACR20) response rate

at week 12



10I N F L A M M A T I O N  R E S O L U T I O N

ACR Scores following 12 weeks treatment

The EXPAND study – 12 weeks dosing in treatment naïve RA pt with high disease activity

The study could not identify treatment related effects of resomelagon relative to placebo on the primary endpoint  

54,7 55,7
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Resomelagon (n=53) Placebo (n=61)
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EXPAND Study 

Discussion points 



12I N F L A M M A T I O N  R E S O L U T I O N

ACR scoring system – both subjective and objective read-outs

DRAFT - DATA NOT FINAL

• Investigator assessment of disease activity (VAS)
• Patient assessment of disease activity (VAS)
• Patients Pain assessment (VAS)
• Health Assessment Q. (HAQ) of physical functioning

Subjective 
read-outs

• Tender Joint Swollen Joints CRP 

To qualify for improvement in ACR score reduction in tender and in swollen joints has
to be present – and in addition, improvement 3 out of 5 of the other readouts, 4 of which 

are subjective. 

Objective 
read-outs
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EXPAND Study – observations 

DRAFT - DATA NOT FINAL

• In the EXPAND study reduction in tender and swollen joints in the resomelagon group 
seems to have been reduced to a degree we could expect from the BEGIN study 

• The patient and investigator assessment of disease activity in the EXPAND study did not 
reflect the reduction seen in tender and swollen joint counts

• This is surprising as the reduction in joint counts is in favor of resomelagon rather than 
placebo – and that nothing in the adverse event profile indicates that the compound is 
less well tolerated 

• Between sites variability in clinical scores was high, which most likely contributed to the 
ability to discriminate between resomelagon and placebo treatment. This variability 
seems to be driven mainly by the subjective measures. 
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RESOLVE Study - Adaptive P2a/b trial in DMARD-IR patients 
Sites in US and Europe under an US- IND- P2a data expected in October

14

Key Study Parameters

Dosing  Once-daily dosing of solid tablet AP1189 or placebo

Study Size and Sites  Part A: 30 pts per group
 Part B: 75 patients per group

Primary Efficacy Endpoints  ACR20 response rate at 4 Weeks (part A) and 12 weeks as compared to 
placebo

Secondary Endpoints  CDAI score; DAS28 score; FACIT-Fatigue; HAQ/RAQol

MRI- substudy (part B only)  Evaluation of Synovial inflammation and potential effects on joint 
destruction using Dynamic Contrast Enhanced MRI Quantification 
(DEMRIQ) and RAMRIS

Patient Population:

 >3 mo MTX treatment

 Documented incomplete 
response  or loss of response

 Min of 6  swollen and 6 tender 
joints and/or increased CRP

Up to 3 dose levels of Resomelagon (AP1189),  cont. MTX

Placebo, cont. MTX

Part B – 12 weeks dosing Part A – 4 weeks dosing 

Placebo, cont. MTX

3 dose levels of Resomelagon (AP1189)  cont. MTX



15I N F L A M M A T I O N  R E S O L U T I O N 151
5

Key differences between RESOLVE and EXPAND studies 

• Disease duration:
• Tx naïve - <1yr since diagnosis
• DMARD-IR – years since diagnosis 

• Previous methotrexate use:
• Tx naïve – no previous methotrexate use
• DMARD-IR – patients have a documented incomplete response to MTX after an adequate course of therapy 

of at least 3mo (many have 1+ year of exposure) at a dosage higher than was used in EXPAND

• Concurrent steroid use:
• Tx naïve – No use of steroids at study entry, steroids only used for rescue therapy
• DMARD-IR – Steady doses of steroids below 10mg allowed

• RESOLVE is approved under new US IND with US sites recruiting approximately 25%
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DMARDs are time-tested 1st-line RA therapies but the majority of treated 
patients will not achieve a durable response on DMARD monotherapy

1. Baganz et al.  Seminars in Arthritis and Rheumatism 48 (2019) 976!982;  2. GlobalData RA custom primary 
market research studies 2021-2023, on file; 3. Amaral et al. Advances in Rheumatology (2020) 60:4

Long-term MTX 
Responders 

>1 year
30%

Later IR
6-12 Mo

16%

Early IR
0-6 Mo

54%

Incomplete 
Responders

70%

DMARD-IR:

• This is the patient population being 
studied in RESOLVE

• Up to 50% of 1st DMARD Tx will not 
achieve low disease activity and 70% 
will fail a 2nd DMARD Tx1

• Up to 54% of MTX-Tx patients will be 
DMARD-IR at 3mo2

• ~20% of patients who initially respond 
to MTX will loose responsiveness2

• Up to 22% of patients experience 
intolerance even with long-term MTX 
usage3
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DMARD-IR:  High unmet need and significant commercial opportunity

• Currently, DMARD-IR patients are not well served by existing therapies
• Advanced therapies like biologics and JAK inhibitors come with serious safety concerns
• Payors and insurers can deny and delay access to these very expensive therapies
• In the US, JAK inhibitors have been restricted due to safety concerns by the FDA to use only after a TNF blocker 

meaning the next therapy after DMARDs is likely an injectable or an infused product 

• Approximately 40% of global RA patients (~8M) are managed on DMARD therapy alone and can have 
long-lasting side effects even after years of continued use

• With the global RA market expected to reach up to $30B dollars by 2030, a successful, convenient and 
safe oral medication could be established in a market position with multi-billion-dollar potential
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Top-line data EXPAND phase 2b study

Primary end point was 
not achieved

Good safety profile

Top-line data only

• 54.7% for AP1189 vs 55.7% for Placebo in ACR20 score
• Subjective assessment very much different from the BEGIN study
• Objective parameters more in line with the BEGIN study

• Very favorable safety profile after 3M therapy 

• Unusually high placebo effect and differences between sites
• Further analysis of all data to be completed

EXPAND vs RESOLVE • Different patient population – RESOLVE patients has longer disease duration
– Documented incomplete response to MTX

• Geographical split – RESOLVE also includes US sites
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