DKN-01 in Combination with Tislelizumab and Chemotherapy as a First-line Therapy in Unselected Patients with Advanced Gastroesophageal Adenocarcinoma (GEA): DisTinGuish Trial
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BACKGROUND RESULTS

Dickkopf-1 (DKK1) Demographic & Clinical Characteristics Best Overall Response by DKK1 Expression Best Overall Response by PD-L1 and DKK1 Expression

= DKK1 modulates Wnt signaling? . ) L . ) . .
= Overexpression of DKKlgis Iinliged t0 DOOr Drognosist = 25 GEA patients were enrolled mITT_ population included 22 patients; response evaluable (RE) mITT population was 21 patients = In the RE mITT, similar ORR regardless of PD-L1 vCPS score (<5 vs >5) overall (79% vs 67%) and in DKK1-high patients (100% vs 75%),
. T P I DKK1 o P I'? &r i and . - — 17 patients (68%) had gastroesophageal junction (GEJ) adenocarcinoma = ORRinmITT was 68.2% (15 PR, 6 SD, 1 NE) and DCR was 96% respectively

umor cells secrete promoting proliteration, metastasis and angiogenesis — 8 patients (32%) had gastric cancer (GC) = DKK1-high mITT ORR was 90%; 7 of 9 responders still on therapy = Double negative patients (DKK1-low and PD-L1 vCPS <5) have an ORR 57%

) DKKl.suppresses anti-tumor immune re§pon253es through the downregulation of NK cell = 21 patients had RNAscope DKK1 expression available = DKK1-low mITT ORR was 55.6%; 4 of 5 responders still on therapy

= Promotes activation of Akt signaling through CKAP4 receptor® > 9 patients (43%) DKK1-low (7 GEJ, 2 GC) Partial Response Stable Disease Progressive Disease Non-Evaluable

Best Overall Response, n (%) PD-L1 CPS =5 (N=6) 4 (67%) 1(17%) 0 1(17%)

DKK1-high DKK1-low DKK1 . . . . . 0
Cancer cells (H-score >35) (H-score <35) Unknown Partial Response Stable Disease Progressive Disease Non-Evaluable DKK1-high (N=4) 3 (75%) 0 0 1(25%)
) ~O® — A A mITT population (N=22) 15 (68.2%) 6 (27.3%) 0 1(4.5%) DKK1-low (N=2) 1(50%) 1 (50%) 0 0
v DKK1——., @@ Age, median (min, max) 61.0(22.0,80.0)  62.5(22.0,71.0)  56.0(35.0,80.0)  65.0(36.0, 80.0) PD-L1 CPS <5 (N=14) 11 (79%) 3 (21%) 0 0
S _hi = 0, 0, - < =]
\/ J_Q CD45* leukocyte Gender (male), n (%) 19 (76) 8(67) 3(89) 3(75) DKK1-high (N=10) 9 (90.0%) 0 0 1 (10.0%) A 4
e T - ISt ECOG Performance Status, n (%) DKK1-low (N=9) 5(55.6%) 4 (44.4%) 0 0 DKK1-high (N=6) 6 (100%) 0 0 0
enin-dependent B-catenin-independ
| Wnt signaling | Wntsignaling o .... 0 14 (56) 6 (50) 5 (56) 3 (75) DKK1 unknown (N=3) 1(33.3%) 2 (66.7%) 0 0 DKK1-low (N=7) 4 (57%) 3 (43%) 0 0
\ / Platelet 1 11 (44) 6(50) 4 (44) 1(25) DKK1 unknown (N=1) 1 (100%) 0 0 0
OO l GEJ Adenocarcinoma 17 (68) 8 (67) 7 (78) 2 (50)
@) @ @ 4 Q O Stage at Initial Diagnosis, n (%) 100 Part A (N=21) 100
‘ St I =
mMDsC Stem cellike O o8¢ 1(&) 1(8) 0 0 » Part A (N=21)
accumulation characteristics Akt / >¢ Stage Il 3(12) 1(8) 2(22) 0 o &4
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Immune cells 1 l THEERSpODEN TH1 resporise Stage IV 9(36) 6 (50) 3(33) 0 £ 50 DKK1 RNAscope H-score Status: |l High (>35) I Low (<35)| | Unknown g 50
[ , k 2 . . .
@ : w Unknown S 2 P (50 a) Tumor type: @ GEJ adenocarcinoma O Gastric adenocarcinoma .©
A 90 ¥ @) el Months Since First Diagnosis, median 1.2 (0.2,20.3) 1.0(0.6, 2.4) 1.0(0.2,7.1) 10.9 (1.4, 20.3) ) P_
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; Immunol. 2021;12:658097 Stage at Initial Diagnosis 2 o ? | | l 3 0
Stage Il 1(4) 0 1(11) 0 o e o O s k=
DKN-01 Stage IV 7(28) 4(33) 1(11) 2(50) 5 ° 9 sg SO om PR ' ' ' % 0 _ _
Months Since First Diagnosis, median 0.7 (0.4, 25.0) 0.6 (0.4,0.7) 12.9 (0.8, 25.0) 0.4 (0.3,0.6) 6 -50 g O (@) e 50 PR PJ;
* Humanized monoclonal antibody [IgG4] targeting DKK1 Prior Systemic Therapies, n (%) 3\3 P.R P.R PROPR PR PR PR g ) © PR PR PR
. . . . . . . Adiuvant s ® PR PR pR PR S Py PR PR PR PR
= Activates innate immune response in preclinical models characterized by increased ] 2(8) 0 1(11) 1(25) ks ®@ O e o o ° PR "pRr 2 e o e O PR PR pR  pR
infiltration of NK cells and reduced MDSC function® Neoadjuvant 2(8) 0 2(22) 0 _ ® e e O @ _ ®© e O o o
= In vivo, DKN-01 downregulates Akt activity and upregulates PD-L1 expression in tumors® Adjuvant/neoadjuvant 3(12) 0 2(22) 1(25) -100 Subjects -100 Subjects
= DKN-01 in combination with the anti-PD1 antibody, pembrolizumab, has demonstrated Tumor PD-L1: vCPS?, n (%) 22 (88) 12 (100) 9 (100) 1(25) CPS Status: [>5 <5 [ Unknown
ini ivity i i -hi - hi CPS<1 5(23 2(17 2(22 1(100
safety and cllr.ncal activity m advanf:ed, previously treated DKK1-high GEA; high tumoral (23) (17) (22) (100) - ' ‘ N Tumor DKK1-RNAscope H-Score Status:  + High (235) — Low (<35) ? Unknown
DKK1 expression was associated with longer PFS (22.1 weeks vs 5.9 weeks)® CPS<5 16 (73) 8 (67) 7(78) 1(25) ‘;CDPfinlsua”V'ESt"zaéed iog‘b'“jdl Positive Score Tumor tvoe: ® GEJ adenocarcinoma O Gastric adenocarcinoma
= Tislelizumab is a PD-1 mAb with high affinity and specificity for PD-1, designed to minimize CPS 25b 6(27) 4(33) 2(22) 0 2 PartA (N=21) Part A (N=25) L1: Programmed Death-Ligan ype:
binding to FcyR on macrophages and thereby potentially avoid antibody-dependent Tumor Mutation Burden,® n (%) 15 (60) 7 (58) 7 (78) 1(25) ‘qE'j 100 - o - -
phagocytosis.’ <10 13 (87) 5(71) 7 (100) 1(100) o O [ —— — ~— o o f I ° f
. . . . . —_—
= We report response and survival outcomes in GEA patients treated with a DKN-01 combined 10 2 (13) 2(29) 0 0 “‘06 50 '§ s e— ASSOCIatIOI‘I 0 DKK1 CO rre atlon O DKK1 RNASCOpe
with tislelizumab and chemotherapy as first-line therapy. Missing 10 (40) 5 (42) 2(22) 3(75) = 5 | — . o o
ess——) O
Microsatellite status,® n (%) 15 (60) 7 (58) 7(78) 1(25) '-E § — EXp rESSIon Wlth Response H-Score Wlth VCPS
Microsatellite Stability (MSS) 15 (100) 7 (100) 7 (100) 1(100) S § #Oo’
Missing 10 (40) 5(42) 2(22) 3(75) % 0; E_—' = Tumoral DKK1 expression is predictive of response to DKN-01 therapy = DKK1 and PD-L1 expression are not correlated
M ETH O DS ayCPS: visually-estimated Combined Positive Score, also known as Tumor Area Positivity (TAP) score (Ventana Medical Systems, Oro Valley, AZ). ét} -é & &k h >
bTwo patients had vCPS >10. - =
cTumor Mutation Burden and Microsatellite status was determined from plasma ctDNA using the FoundationOne Liquid CDx assay (Foundation € 2 & " " " & o
Medicine, Cambridge, MA). g ot — — — 3007 ° 300+ Spearman Correlation r = 0.07425
. S o . . . 2100 =) — 5] e p-value (two sided) = 0.7491
Design: Phase 2a study of DKN-01 + tislelizumab + capecitabine/oxaliplatin (CAPOX) in advanced L T T T T T T T T T T T T Tk ‘ . ‘ | [ | | [ | | . :
© H-score difference in PR vs. SD
GEA patents D ° e, o & E S 0 1 2 3 4 > 6 ! 8 ® 10 i 12 . 1 . : : ° k ! ’ ? ° Wilcoxon (1-sided) p-value 0.075 =
o O 225
Tumoral DKK1 mRNA expression: assessed by a chromogenic in situ hybridization RNAscope assay IS pos It I O n xpos u re = Time Since First Dose (Months) Time Since First Dose (Months) 100- %
and assigned an H-score (0-300) (Flagship Biosciences, Broomfield, CO; Advanced Cell Diagnostics, Best Response A CR # PR @ SD ¢ PD + NE Complete Response A Partial Response A Stable Disease ¥ Progressive Disease ¥ Non-Evaluable X Death - I‘{’ 2007
Newark, CA) = Mean duration of treatment: 5 months DKK1 RNA Ttlj-lmor TYP; . N H'G:\(J>3_5)_I_L G((3 35) m Unk Tumor Type Gastroesophageal junction adenocarcinoma (No symbol) O Gastric adenocarcinoma g o® - = 175
4 . SCope H-score status igh (= ow (< nknown DKK1 RNAscope H-score Status  ® High (235) ® Low (<35) © Unknown b4 o)
= Longest duration to date on study: 10+ months : @ 150-
Primary efficacy endpoint: objective response rate (ORR) B . . Y _ o < Response ®
* 16 patients remain on therapy Right arrow cap indicates thal the subjeat 1 sl n reatment s o Hscore=35 @3 PR(n=14) g 1251
Secondary efficacy endpoints: duration of response (DoR), disease control rate (DCR), progression- g so- TN M SD(n=4) el R .
free survival (PFS) and overall survival (OS) £ I NE(n=1) 5 . ¢
. e . . - D i . . .
Analysis population: modified intent to treat (mITT) population (completed > 1 dose DKN-01) < © 50
. . . . i i .0(1.0, 14. a R L F ey Ry S -score =
Analysis by DKK1 expression: comparison between DKK1- high (H-score >35) and DKK1-low groups Number of cycles, median (min, max) 7:0(1.0,14.0) Safet x5 e H-score = 3
Duration on treatment (months), median (min, max) 5.1(0.8,10.1) y 10- L4 . r. ° 5
Reasons for study drug discontinuation, n (%) o 1 20 2 2 50 0 70 % % 100
DisTinGuish Trial Part A* Patient request to withdraw 2(8) = Most common DKN-O1-related adverse events: fatigue, nausea, diarrhoea, neutrophil count decreased, platelet count decreased PD-L1 Expression (vCPS)
. . . . . Objective disease progression 3(12) = Grade >3 DKN-01-related adverse events (5 patients): diarrhoea (1), neutrophil count decreased (1), blood phosphorus decreased (1), pulmonary ° - - _ _
First-line DKN-01 + Tislelizumab + CAPOX in Advanced GEA — ] embolism (2) X Response ©PRINZTH @ SD(=H) e FOO=D e NEO=D
(NCTO4363801) Other reasons 1(4) = Grade 5: pulmonary embolism (1) PR sD NE VCPS: Visually-Estimated Combined Positive Score; PD-L1: Programmed Death-Ligand 1

Reasons for study discontinuation, n (%)

1. : Withdrawal of consent 0 DKN-01 Related Adverse Events with
-day cycles Death 4(16) Summary of Adverse Events >10% Incid
T Duration on study (months): median, (min, max) 5.6(1.4,10.4) - o Inclaence CO N C LU S I O N S
Part A Patients Part A Patients
N=25 N=25
i ) i . . . . .
. Preferred Terms o Patients % preferred Terms o Patients DKN-01 + tislelizumab + CAPOX was well tolerated and has encouraging response rates as first-line treatment
DKK1 RNAscope Tumor B|opsy Examp|es Death within 30 days of last dose 3 12% DKN-01 Related for ad 4 GEA
DKN-01 300 mg Any adverse event 25 100% Fatigue 8 32% Oragvance
Tislelizumab 200 mg Grade > 3 events 13 52% Nausea 5 20% = Improved ORR outcomes in the overall population compared to current standard of care in an unselected
Oxaliplatin 130 mg/m? DKN-01 DKK1-high Patient (H-score = 108) DKK1-low Patient (H-score = 4) DKN-01-related 5 20% Diarrhoea 5 20% PD-L1 population
Capecitabine 1000 mg/m? BID — 300 mg — — e — - — ; Seri d 7 28% N hil d d 5 20%
bo e DMRLAT e ST WY M) SN — e LA oy erious adverse events 6 eutrophil count decrease 6 . Effi . . DKK1-hi . . .
ol Ly R ;z@.l ‘”i.g' ; ~ IS Ny DKN-OLrelated , 29, blatelet count decrensed ; 0% fficacy driven by enhanced ORR in the DKK1-high patients, an aggressive subpopulation
i @i ¥ b - e ;’; DS f AA) ' o @ ) svents leading to DKN-01 3 12% Hemoglobin decreased 4 16% = A” 9 REmMITT DKKl'hlgh patients had partia| responses
WE el = & » o Y [ CCT e ' iscontinuation ; . . .. .
Screening Day 1 Day 15 Day 21** EOT 2 h"‘fgﬁg’ *’" Py %) | R PRYO ST e DKN.OLrelated . 2% Dizaresed sl - 125 = Response correlates with DKK1 expression and is independent of PD-L1 expression
R e Aol el Headache 3 12%
<28 days 30-day ’Wi& 5. (o & - . — . .
follow-up Suvig e » Evgnti_leadmg to DKN-01 dose . 2% e E o = Duration of response and progression-free survival data are not yet mature, expected in first half of 2022
R o O ,,é‘,, — Diarrhoea 1 4%
Long-t g A e e b % , Drug-related adverse events
ong-term 'w& ot BF, .ﬁ“; B 5D ¥ o < : e - Neutrophil count decreased 1 4%
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**Safety review after the first 5 patients have enrolled and completed one cycle
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