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BACKGROUND Patient population Biomarkers

Key inclusion criteria:

. . 1 . . .
Inflammz.atlon has been ack.nowledged as. an Importa.nt part of the development of tumors-. Int(?rleukln—l (IL'l? 15 @ major « Age>18year An extensive biomarker analysis will be performed at the end of the study. Interim analysis of a select set of parameters of relevance in serum
signaling is involved in cancer progression?. The relevance of targeting IL-1 has recently been highlighted by an exploratory (MRI) scan, no more than 6 weeks prior to screening. after two doses of CANO4, consistent with the CANO4 mode of action and supporting target engagement.
analysis of the CANTOS study where patients treated with canakinumab in the highest dose arm had a significantly reduced * At least 4 weeks since the last dose of chemotherapy, radiation therapy, immunotherapy, or surgery; at least 6 weeks for therapy which is
incidence of lung cancer (HR 0.33, p<0.0001) and lung cancer specific mortality (HR 0.23, p=0.0002)3. Interleukin-1 receptor known to have delayed toxicity; at least 4 weeks since treatment with biologic/targeted therapies. e .
, g 033, P g P Yy (AR D.23, P °)”. Interlel pto . Clinical efficacy data
associated protein (ILLRAP) is a co-receptor of the IL-1 receptor (IL1R1) and is required for IL-1 signaling (Fig 1). ILARAP is * Eastern Cooperative Oncology Group (ECOG) performance status <1.
expressed in multiple hematological and solid tumor indications. Non-small cell lung cancer (NSCLC) and pancreatic cancer ’ thstologlca:cly orhc'y;c]olltq)glcallly conflrrcrjlec:j, Ilfcally ag\éincej,_rrsgéastatlc NSI?‘C' ZPAC' CR(ijor TNI?CChtumprl, relapsed or refractory to standard Of the patients that had received at least one (1) dose of CANO4, 13 patients had available pre- and post-treatment assessment by imaging at the
(PDAC) represent key indications due to high expression of ILIRAP (NSCLC 80% and PDAC 70%), high unmet medical need and therapy orfor which there is no standard therapy. an are not allowed in second part of the trial. time of data cut off (Oct 5™). Five (5) patients (38%) had stable disease (SD) by irRC at 8 weeks follow up: NSCLC (1), CRC (3), and PDAC (1). Eight
evidence supporting that IL-1 signaling is of relevance in these indications, not least as a resistance mechanism to Key exclusion criteria: (8) patients had progressive disease (PD). One patient with NSCLC had SD at 6 months.
chemotherapy314. * Subjects receiving any other investigational agents during or just prior to (within 28 days of first study drug administration) participation in
CANO4 is a fully humanized antibody this study. . .
directed against ILIRAP that in pre- |L—‘|_a> ”"@ * Clinical evidence of an active second malignancy. Pharmacoklnetlcs
clinical models potently inhibits IL-1a \ / CANO4 * Subjects with a life expectancy <12 weeks. | - o o B
and IL-18 and also triggers antibody e Uncontrolled or 5|‘gn|f|cant. cardiovascular dlslefase deflnegl as New York Heart Association Classification Ill, or IV. — gz:zi g.: 105 nﬂzgéigg ose 110 ek
d dent cytotoxicity (ADCC) (Fig 2) of * Immunocompromised subject currently receiving systemic therapy. |- Cohort C: 3.0 ma/kg (dose 1: 1.0 mq/ka)
ependent cyto O?(ICI y '8 2). /' z IR * Other medical conditions that in the opinion of the investigator disqualify the subject for inclusion. | Cohort D: 6.0 mg/kg (dose 1: 0.5 mg/kg)
The current ongoing CANFOUR phase — ~ — 0 ]
I/lla study (NCTO32673.1.6) is designed / ) \ RESU I.TS ~
to assess safety/tolerability of CANOA. X £
° ° (@)
Patient population <
Fig 1. ILARAP is a co-receptor for the IL-1 receptor and is required for both IL-1a and IL-1B signaling. g - |
CANO4 binds to ILLRAP, inhibits signaling and induces ADCC —f 3
nds to , INNISIEs signaling and induces Key characteristics of the patient population are summarized in Table 1. Sixteen subjects were enrolled and there were 9 screen failures across = |
O
the four initial cohorts (1-6 mg/kg). Patients were heavily pre-treated with a mean of 3.9 prior lines of therapy (range 1-11). 2
-
IL-1 a IL-1 B ADCC A CANO4 @ Control Table 1: Baseline characteristics
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of o oz Female, n (%) 5(31) HB gmmoI/L), (6.0-10.0) Fig. 3. The serum profiles of CANO4 from an initial priming dose followed by repeated dose
o1 , o o5 . = 000001 oo oo o ; - Median (range) administrations indicates higher exposures and slower elimination with increasing doses although the
Concentration (nM) Concentration (M) ' ' ib i ' Indication, n (%) truncated curves does not yet allow for any reliable calculation of PK parameters
Fig 2. Preclinical data supporting inhibition of IL-1a and IL-1 signaling (assessed in HEK-Blue IL-33/IL-1b-cells) and induction of ADCC (SK-MEL-5 . Colorectal cancer 9 (56) LDH (U/L), 217

melanoma cells as target cells and NK cells as effector cells) Non-small cell lung cancer 3(19) Median (range) (162-475)
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M ET H 0 DS Lines of prior therapy*, n (%) ALB (g/L), 41

e 22 5(31) Median (range) (29-45)  CANO4 has generally been well tolerated, the most common treatment related AE is an infusion related reaction during the
: N - - . . : e 35 9 (56 . : : L . . :
The primary objective was to assess safety (CTCAE v4.03) and tolerability of weekly administration of CANO4 in order to define .« 36 5 512; first infusion and resolving within a few hours, a side effect often observed with antibody therapy.
the Maximum Tolerated Dose (MTD)/Recommended Phase 2 Dose (RP2D). Patients with relapsed or refractory non-small cell * adjuvant/neo-adjuvant therapy was included as a line of therapy 6 mg/kg is safe and tolerable. MTD has not been reached and the study is now enrolling patients in cohort 5 at 10 mg/kg
lung cancer, pancreatic ductal adenocarcinoma, breast (TNBC) or colorectal (CRC) cancer were included in the initial part of the e Biomarker results support target engagement already after two doses of CANO4.
trial using a 3+3 dose escalation design. Key eligibility criteria were ECOG <1, normal organ function and no bleeding disorder or 7 * Ina heavily pre-treated patient population, 5 of 13 patients (38%) that had received at least 1 dose of CANO4 had SD by irRC
. . : Safety e
coagulopathy. Tumor responses were evaluated according to irRC every 8 weeks. Serum samples were obtained for at 8 weeks follow up. One patient with NSCLC had SD for 6 months.

. . . . . . . Table 3: Most common treatment-related AEs . . . .
pharmacokinetic evaluation and for assessment of circulatory biomarkers of relevance for the mechanism of action (e. g. IL-6, CANO4 has generally been well tolerated (Table 2 and 3). The most common AE (Any grade incidence 2 2 patients). With the exception of The next step after the recommeljded phfase .II dos.e has been established will !oe to evaluatfe CANQ4 in a dose ii(pan5|onrc:
CRP). was infusion related reaction (IRR) (in 44% of all patients) and associated events, '3:1:|ﬁ?tfi‘;\eln;o;2fu$scl>c:‘:ereAIE:e(: rgei:ﬂcs)(r;: c\:lﬁlrls c;r;lrye)s(ZE)na: phase as monotherfapy z.as well as in combination with standard of care therapy in the target indications NSCLC (1%t and 2

) with the infusion reaction in the first dose and resolving within a few hours. To reported both as symptoms relating to infusion reaction line) and PDAC (1% line) in separate treatment arms
Study dESlgn reduce the risk of IRR, a priming dose, premedication with antihistamines, and as separate AE in the table.
paracetamol and corticosteroids and prolonged duration of infusion have been Grzde zi One patient W:hhinfuii?n related ;eact;or} in
. . . . . . . . cohort 3, one patient with hypokalemia in cohort 4, low
'i‘ 'i' 'i‘ 'i‘ 'i\ implemented for the first dose. A smgle patlent experlenc_ed an infusion reaction white blood cells count and neutropenia, both in the same Refe rences ACkn leedgements
A on the second dose, otherwise no infusion related reactions have been seen at patient in cohort 4.
‘iANO:‘ Ql.W L later doses. A dose limiting toxicity (leucopenia/neutropenia) that was reversible There were no treatment-related grade 4/5 AEs 1. Hanahan D et al. Cell 2011 On behalf of the study team, the authors thank the patients and
. ... RPD lnl lnl w ’n‘ ln\ was seen in 1/7 patients at 6 mg/kg. Cohort 5 has recently been initiated at 10 2. Netea M et al. Nat Immunol 2017 their families for their participation in the study.

w 'N+'n"n‘ — — B Gnoraaw mg/kg. A maximum tolerated dose has not yet been reached. Any 3. Ridker P et al. Lancet Oncol 2017

lﬁ! li|+lillil Cohort 5 g toxicity | Grade3 4. Wang et al. Cancer Res 2014
P L (10 mg/kg) Table 2: Safetv summar T;eatment related AEs 28(02;7‘12) nz(lo;;:'gal) 5. Voigt C et al. Proc Natl Acad Sci U S A. 2017
T (6 melic) _‘_JCANO'4 + NSCLC combination ' Y Y szsea P ES 1 6)) ( 0 ) 6. Millares et al. Lung Cancer. 2018
° e 75% isplatin/gemcitabine ..
'I‘ |(30:1:;T<g:) C 5 e 'ﬂ"ﬂ"i'i"ﬂ"ﬁ"i"i"ﬂ"i“i"i"ﬂ“ﬂ"i"i"i‘ Parameter, 1.0 mg/kg | 1.5 mg/kg | 3.0 mg/kg (6.0 mg/kg|  Total Fatigue 7 (5/16) 0 7. Mue_r_koster et al. Oncogene 2006
illl' ﬁ";‘;’q‘:/f) e “"n"nl ) . n (of total) (n=3) (n=3) (n=3) (n=7) (n=16) Infusion related reaction 7 (7/16) 1(1/16) 8. Me“S! et al Mol Cancer Res 2009 ®
Chortd LWIWJ A o el peraetabine) All causality AEs 58 (3/3) | 42(3/3) | 33(3/3) | 52(7/7) | 185 (16/16) Pyrexia 6 (6/16) 0 9. Schmid et al. Cancer Res 2011
(1 me/ke) D= we0 Treatment related AEs 27(3/3) | 6(2/3) | 9(2/3) | 26(6/7) | 68(13/16) Chills 4 (4/16) 0 10. Ling et al Cancer Cell 2012 .
RP2D Treatment related grade 3 AEs 0 0 1(1/3) | 3(2/7) | 4(3/16) Vomiting 4 (4/16) 0 11. Mitsunaga S et al. BMJ 2013
Part | Part || Treatment related grade 4/5 AEs 0 0 0 0 0 Diarrhoea 3 (3/16) 0 12. Bruchard M et al Nat Med 2013

a a All causality serious AEs 2(1/3) 2 (1/3) 4(2/3) 8 (4/7) 16 (8/16) Hypotension 2 (2/16) 0 13. Zhuang et al Clin Cancer Res 2015

Treatment related serious AEs 0 0 1(1/3) 5(3/7) 6 (4/16) Pruritus 2 (2/16) 0 14. Nomura et al. Mol Res 2017




