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Background
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Wnt/B-catenin signaling has been linked to T-cell
exclusion in melanoma, a feature associated with
primary resistance to immunotherapy!-2

WNT974, an inhibitor of Porcupine, which mediates
post-translational modification of all Wnt ligands, has

shown evidence of Wnt pathway inhibition in patients
3,4

Dysregulated Wnt/B-catenin signaling has been
associated with lack of T cells in tumour
microenvironment and failure of immunotherapy®®

We hypothesized that WNT974 + spartalizumab may
lead to clinical benefit in patients with advanced
melanoma resistant to anti-PD-1 therapy”’

PD-1, programmed death-1.
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L Based on Spranger S et al. Nature 2015; Holtzhausen A et al. Cancer Immunol Res 2015.
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Phase 1, multicentre combination dose expansion
study design and methods

WNT974, oral QD 10 mg

Days 1-8 of Cycles 1-4 - Advanced cutaneous melanoma - primary refractory (PrR) to prior anti-PD-1 therapy
+

Spartalizumab, 1V Q4W 400 mg Advanced cutaneous melanoma - acquired resistance (AR) to prior anti-PD-1 therapy

COMBINATION

* Advanced cutaneous melanoma that was either:
— PrRto prior anti-PD-1 therapy (best response of progressive disease or SD for <4 months, or
disease recurrence within the first 6 months of adjuvant anti-PD-1 therapy) or
— had developed AR to prior anti-PD-1 therapy (progressive disease following response or
SD for >4 months)

« Patients with osteoporosis, history of pathological fractures, or recent bone fractures were

Key eligibility
criteria for
WNT974 +
spartalizumab

excluded
Objectives for Primary: To determine the MTD/RD
WNT974 + Secondary: To characterize safety and tolerability, PK, pharmacodynamic response, and
spartalizumab antitumor activity

Here, we report on 38 patients treated in the combination dose expansion part of the study, plus 4 patients with
PrR cutaneous melanoma treated at the RD in the dose escalation part

EHRETRIE mongress IV, intravenous; PK, pharmacokinetics; PD-1, programmed death-1; Q4W, every 4 weeks; QD, once daily; RD, recommended dose; SD, stable
2024 disease.
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Baseline patient characteristics and disposition

WNT974 + WNT974 + WNT974 +
Baseline patient spartalizumab spartalizumab spartalizumab
characteristics PrR AR All patients
N=28 N=14 N=42
Age (median), years 57.5 (29-82) 63.0 (48-80) 58.0 (29-82)
Male, n (%) 20 (71.4) 7 (50.0) 27 (64.3)
Race, n (%),
Caucasian 27 (96.4) 13 (92.9) 40 (95.2)
Missing 1(3.6) 1(7.2) 2 (4.8)
WHO PS, n (%)
0 21 (75.0) 8 (57.1) 29 (69.0)
1 7 (25.0) 6 (42.9) 13 (31.0)
Prior therapy, n (%) 28 (100) 14 (100) 42 (100)
Median number of therapies, n (range) 3.0 (1-5) 3.5 (2-9) 3.0 (1-9)
Primary reason for treatment discontinuation
AE(s)* 1(3.6) 1(7.2) 2 (4.8)
Administrative™ 5(17.9) 0 5(11.9)
Death# 1(3.6) 0 1(2.4)
Disease progression 21 (75.0) 13 (92.9) 34 (81.0)

AE, adverse event; AR, acquired resistance; PrR, primary refractory
BARCELONA ONgress *AEs: PrR: bleeding brain metastases, AR: immune-mediated gastritis; **One pt discontinued due 5‘0 clinical progression, and 4 pts were receiving
study treatment and were transferred to a rollover protocol to continue treatment under that study; "not attributed to study treatment
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WNT974 + spartalizumab treatment was well
tolerated

TRAESs reported in 210% of patients « MTD was not established
WNT974 + spartalizumab « TEAEs were reported in 40 patients, with grade
M= 3/4 AEs reported in 15 (35.7%)
Grade 3/4 « The majority of AEs were Grade 1/2; no Grade 5

Overall* 31 (73.8) 6 (14.3) AEs were reported

Nausea 10 (23.8) 0 * No dose reductions_ were reported either for

i — 8 (19.0) 0 WNT974 or spartalizumab

ALT increased 7 (16.7) 0 * One treatment-related SAE (immune-mediated

) gastritis) was reported
Dysgeusia 7 (16.7) 0 o )
PrUritus 7 (16.7) . « Bone toxicity: Fracture _and pat_hologlcal
- fracture were reported in 1 patient each; both were

i o as o Grade 2 and not attributed to study treatment

Diarrhoea 6 (14.3) 0

Lipase increased 6 (14.3) 4 (9.5) *A subject with multiple severity grades for a PT is only counted under the maximum grade.

Myalgia 5 (11.9) 0 Only TRAESs occurring during treatment or within 30 days of the last dose of study

medication are reported.

BARCELONA ONgress  ALT, alanine aminotransferase; MTD, maximum tolerated dose; PT, preferred term; TEAEs, treatment-emergent adverse event; TRAEs, treatment-
related adverse events.
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Confirmed responses were reported only in the
PrR group

Best overall response per RECIST v1.1, investigator assessment

WNT974 + WNT974 + WNT974 +
spartalizumab spartalizumab spartalizumab
PrR AR All patients
N=28 N=14 N=42

Best overall response, n (%)

Complete response (CR) 2(7.1) 0 (0.0) 2 (4.8)
Partial response (PR) 3 (10.7) 0 (0.0) 3(7.1)
Non-CR/Non-PD 0 (0.0) 0 (0.0) 0 (0.0)
Stable disease (SD) 5(17.9) 6 (42.9) 11 (26.2)
Progressive disease (PD) 13 (46.4) 8 (57.1) 21 (50.0)
Unknown 5(17.9) 0 (0.0) 5(11.9)
Overall response rate (ORR) (CR or PR), n (%) [95% CI] 5(17.9) [6.1-36.9] 0 (0.0) [0.0-23.2] 5 (11.9) [4.0-25.6]

Disease control rate (DCR) (CR or PR or SD), n (%) [95% CI] 10 (35.7) [18.6-55.9] 6 (42.9) [17.7-71.1] 16 (38.1) [23.6-54.4]

BARGELONA ongress . . . o .
AR, acquired resistance; PrR, primary refractory; RD, recommended dose; RECIST, Response Evaluation Criteria In Solid Tumors.
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Best % change from baseline

Durable responses were observed in a subset of

patients with PrR disease

Best percent change from baseline in sum of target lesion diameters*

PD* s WNT974 10mg QD C1-4 D1-8 + Sparta 400 mg Q4WPrR
I \WNT974 10mg QD C1-4 D1-8 + Sparta 400 mg Q4WAR

nIN (%)= 36/42 (85.7%)

Percentage change in sum of target lesion diameters over time*

®sD mPD APR kCR

1504
[a) WNT974 10mg QD C1-4 D1-8 + sparta 400mg Q4W PrR
d 1007 ———— WNT974 10mg QD C1-4 D1-8 + sparta 400mg Q4W AR
c
o 50 n/N(%) = 36/42 (85.71%)
g
* Median duration of response (90% CI) was ‘f‘j 0
15.44 months (3.55, NE) for all patients S
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*Six out of 42 patients are not included in these plots due to missing post-baseline assessments
Mongr&ss CR, Complete response; Cl, confidence interval; NE, not estimable; PrR, primary refractory; PD, progressive disease; PR, partial response; QD, once
2024 daily; RD, recommended dose; SLD, sum of longest diameter; SD, stable disease .
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Conclusions

« WNT974 in combination with spartalizumab was well tolerated and demonstrated
preliminary anti-tumor activity in patients with advanced cutaneous melanoma that had
progressed on prior anti-PD-1-based therapy

» Objective responses were only observed in patients whose tumors had been primary

refractory to prior anti-PD-1 therapy, suggesting that this clinical feature may predict
benefit from the combination

« Biomarker analyses to identify additional predictive markers of response and resistance
to study treatment are ongoing

BARCELONA ongress
2024 PD-1, programmed death-1
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