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FIGURE 7. RELEASED DOXORUBICIN CONCENTRATION IN THE TUMOR
VERSUS TUMOR FAP PROTEASE ACTIVITY

<50% 1(1.8) 48 (12.0) 38.5 ﬂ_
Nausea 66.7
>10% decrease from baseline 7(12.3) 191 (47.6) 34.1
CLINICAL TRIAL METHODS <50% and/or >10% decrease 7(12.3) 194 (48.4)

7.7 PSR NI 5 e
Mucositis/ ’ LoA RN, o R
H : Data cutoff 19 AUG 2024 b 40.6 2o Wi % )
AVA6000 was assessed ina mUItl' on-t t t bi . btai d -13)at 24 h fter the d dminist d d d for th 1Joan:scrl;t2/. Clin Ca Res (2021). Phase 3 ANNOUCE trial cardiac data analysis based on Tap, WD et al. 2020. stomatitis 6.8h =y B _" PR = ; : l
center, ascending dose first-in- n-treatment biopsies were obtained (n=13) a ours atter the dose was administered and assessed 1or tne 10x ; FAP

from baseline » The level of released doxorubicin in the

g 104 - tumor at 24 hours post-dose does not
S correlate with FAP activity level in
£v o atients with FAP+ tumor types
h Ph 1trial i tient level of free doxorubicin in the TME by LC/MS and for FAP activity by in vitro fluorescent labeled peptide (D-Ala-Pro) TABLE 4. DOSE-LIMITING TOXICITIES 22 P . - P
uman . ase 1 tria ,'n Pa lents. assay. Plasma samples were obtained in parallel to assess the plasma concentration of doxorubicin Decreased 23.1 35 ® * This suggests even a minimal amount of
The patient population included Dose level et 36.9 S5 [ FAP expression is sufficient to release
the following: Expression of FAP, CD31 and pan-cytokeratin were assessed based on standard immunohistochemistry (IHC, semi- , o Cohort expanded and dose PP 15.9 8 5 10% 4 ° the warhead in the TME
‘ et . quantitative analysis of FAP DAB staining with hematoxylin counterstain) and multiplex immunofluorescence (IMF, 120 mg/m* Q3W Grade 2 cardiac failure escalated to 160 mg/m? Case Study 2: FE ¢ o Even i e lover el o AP asti it
- Patients with a diagnosis of known quantitative analysis). Malignant and stromal compartments within the tumor were analyzed separately by IMF : 15.4 | S % ¢ ® h b levels of released
FAP-positive cancers, includin : i ' 200 mg/m? Q3W Grade 4 neutropenia/ Cohort expanded and dose ipati ' « 65 yo female with salivary gland cancer (ductal histology), diagnosed in 2018, recurrence ES ° the tumor, we opserve leve's of release
P i & Representative 4X-20X images are shown & thrombocytopenia escalated to 250 mg/m? Constipation 34.9 0oy ye& gy) diag ' = Y doxorubicin in the tumor at 24 hours
sarcoma, pancreat|c cancer, CO|OreCta| o cotor 19 AUG 2004 4.5 in Dec 2023 g , that are substantia”y h|gher than in
lca(lj’l'ce;,. head and nelckdcancggs.d FAp FIGURE 2. ANALYSIS SETS + Grade 2 cardiac falure associated with LVEF reduction from 615 (baseline) to 39% (post-C1) « Prior therapy: bicalutamide/triptorelin with progression prior to study entry £ 10 B o 100 0000 plasma (data not shown)
ndications previously described as — 15.4 . . . o 5
low were not enrolled in the trial SAFETY Patients treated with at least one dose of AVA6000 (n=57) across two dose regimen arms, S?::\s;:aléllsevs?f::’?"\llg?ile was observed in both the Q2W and Q3W Vomiting T-_ 27.7 'Il\';eated with AVAG??_O I: the ZI;f;tU:g; ;ne;c;e 250kn;g.ltr:‘ QZ:_V ci)hor:.(Jurle 202? I Intratumoral FAP Activity
. é\cce!la)tabée perfcormance% StaE:L.JS (ECOdG every 3 weeks, Q3W and every 2 weeks, Q2W. AE graded per CTCAEV5.0 dosing arms, W%}?no MITD identified i either arm . inor response at first scan ( of -14.6%, week 8); this patient continuing on tria (pmol/min/mg tumor tissue)
or 1), adequate organ function an - ith: o o . .
recovery froqm effeCth Of prior thera pieS Patients with: . o EEQ{?E&JQBAIF\IIEAFLQ;S » Limited cardiac S|gnal with low incidence of LVEF cha nges and no Data cutgff 1_9 AUG 2024._*Tap, WD et al. 2020. JAMA 323:1266. Phase 3 trial of olaratumumab with Tumor cells are negative for FAP (aqua) with prominent FAP-positive Cancer
' ! ' (1) known FAP higher tumor types (within the FAP+ tumor types) CTCAE grade 3 or 4 severe cardiac events reported in the trial doxorubicin in patients with STS, (mixed 1L/2L population) Associated Fibroblast (CAF) populations (green) observed at the tumor-stroma CO N CLUS I o NS
(with a cap on prior anthracycline) EFFICACY including soft tissue sarcoma and salivary gland cancer, (n=28) or Subset 1: 23 interface with extensive vessels co-localized in stroma (red)
Classification of indications as FAP high (2) FAP mid tumor t hich h id f i
ypes which have some evidence of FAP expression, : FIGURE 5. BEST RESPONSE IN PATIENTS IN THE FAP HIGH EFFICACY SET . .
and FAP mid was based on literature. including colorectal cancers, pancreatic cancers, etc. (n=29) Subset 2: 26 P AVA6000 is safe and well-tolerated in both the Q3W and
In general: — 40 - Q2W d . . . .. . .
R osing regimens, with preliminary evidence of efficac
* FAP low are indications in which FIGURE 3. AVA6000 PHASE 1 TRIAL DESIGN . 6 5 ! pretr y y
most patients were negative for FAP and ea rIy limited cardiac Safety S|gnal. No MTD was
expression by IHC and/or FAPI-PET . 20 . SR — disease g 3 q 5 o 2
(and patients with these diseases were PHASE 1: ARM 1 o D progression determined in the trial desplte dosmg up to 385 mg/m
excluded from the trial) [(33W iv - 80 [54] 120[81] 160[108]  200[135] 250 [169] E% every 3 weeks
) FAP. mid are diseases in which Some. (mgj(ni?uwa - ne N=e N8 N N g_’,,é FAP (CAFs) CD31 (blood vessels) PanCK (cancer cells)
[F)igehntshhad (rjeports of FAE e)r(]preSSIOH Conventional dox [75 mg/m?]  Escalated dose doxorubicin Eficaqy assesoment every 6 weeks > EXPANSION E 2 > Mu |t|p|e RECIST responses observed in patients with FAP
. igh are diseases in which patients G oo . . . . . .
ere o to have extensive FAP PHASE 1: ARM 2 ~ COHORTS £5 Case Study 3: high and doxorubicin sensitive disease at various doses and
expression based on IHC and/or Q2W iv 160[108] 200(135] 250 [169] Recommended dose 5 S IR M portial - 55yo male with dedifferentiated both schedules, with durable and ongoing responses
FAPI-PET |Tnag|ng (Ballgl 2021, (mg/m?) N=a N=6 N=3 for expansion (RDE) ;“6 response liposarcoma (DDLPS), diagnosed
Kratochwil 2019, Koerber 2021 (mg/m?) @ E 40 - in 2012, h idl . . . . .
) Escalated dose doxorubici ; : g :g”rov?,mg?gﬁﬁfrg?m:‘i’fzaoqag"dy ~ Confirmed partial and minor responses were observed in patients
Data Cutoff 19 August 2024 Efficacy assessment every 8 weeks  Two prior lines of therapy in with stroma-only expression of FAP [salivary gland] and FAP
09 the metastatic setting with expression in both stroma and tumor cells [soft tissue sarcomal]
BASELINE CHARACTERISTICS fggfarslsess'on following both
. . Enrolled in AVAG000 trial in the P> In tumors expressing FAP, the level of positivity appears not
TABLE 1. DEMOGRAPHICS AND BASELINE CANCER HISTORY NUpelireieizd | ey | (WpescemE | @ifereenn * FOTRIBECRREir b e 3L setting in the 250 mg/m? to correlate with the level of released doxorubicin in the
- 1A tZOZF; eomorphnhic sarcoma glana cancer Q3W cohort (NOV 2023) TM E _9 . d . t, th t | I I f FAP t. .t
AVA6000 (Q3W/Q2W) AVA6000 (Q3W/Q2W) FAaPahcighodiseaselfsgvl\J/Zre categorized by FAP expression by IHC of archival tumor samples and literature review and include soft tissue sarcoma and salivary gland cancer « Partial response (SLD -40.5%, ff' (.n_ )‘If: In Ica l,: ngd a I Ower eve S O ac VI y a re
N=57 N=57 2024) followi i
FIGURE 6. BEST RESPONSE IN PATIENTS IN THE FAP MID EFFICACY SET June 2024) following a minor sutticient for warhead release

response (SLD of -12.5%, Feb

Age, median (range) 63 (30-81) Cancer diagnosis 2024). Patient experi
. perienced new Nov 2023 une 2024 > - . . .
. /. 1 %) 34123 (59.6/40.4) Soft tissue sarcoma (other subtype), n (%) 13 (22.8) 100 - lesions at the follow-up scan J pre | CISION-ena bllng Of dOXO ru bICI n (AVA6OOO) resu |tS N
ex, m/f, n (% . . : :
ECOG, 0/1. n (%) 20 /37 (35.1/64.9) Salivary gland cancer, n (%) 10 (17.5) doxorubicin (compared to conventional doxorubicin
REFERENCES o« . . o .
Race Pancreatic ducal adenocarcinoma, n (%) 8(14.3) o g Ballal S, et al. Biodistribution, pharmacokinetics, dosimetry of [(8Ga]Ga-DOTA.SA.FAPi, and the head-to-head d d ministratio n) Iin Cl u d I ng-
: - . . 18 . . . . . . .
. o =i comparison with ['8F]F-FDG PET/CT in patients with various cancers. Eur J Nucl Med Mol Imaging. 2021;48(6):1915- . .
White, n (%) 47 (82.5) Liposarcoma, n (%) > (8.8) € £ 1931. doi: 10.1007/500259-020-05132-y — Extension of the plasma half-life by ~40% and
, Cancers of the biliary tract, n (%) 3(7.1) g,,;a Jonﬁs, RL et al. Prospﬁctive evalléation oof|dox|orl/1bicin cardiotoxicity in patiegts with advanced soft tissue sarcoma
4 in the ANNOUNCE Phase lll randomized trial. Clin Ca Res 2021;27:3751-66. doi: 0.1158/1078-0432.CCR-20-4592 1 0, 1 1 1
an.n © . . . 53 — Approximately 40-50% reduction in both Cmax and peripheral
Asian, n (%) > (8.8) Undifferentiated pleomorphic sarcoma, n (%) 1(1.8) S % Kratochwil C, et al. 68Ga-FAPI PET/CT: Tracer Uptake in 28 Different Kinds of Cancer. / Nucl Med. 2019;60(6):801- PP _ y e max 2reile
, , Other' n (% 6 (10.5)! o 805. doi: 10.2967/jnumed.119.227967 volume of distribution
Black or African American, n (%) 1(1.8) er’, n (%) (10.5) ve disease Koerber, S.A.,, et al. Novel FAP ligands enable improved imaging contrast in sarcoma patients due to FAPI-
Prior systemic cancer therapy 22 progression PET/C. Eur | NNMI 48, 39183924 (2021) The study continues with recommended dose for
Not reported/unknown, n (%) 4 (5.3) ‘5 g Tap WD, et al. Effect of Doxorubicin Plus Olaratumab vs Doxorubicin Plus Placebo on Survival in Patients With >
No. prior regimens, median (range) 2 (0-7) m S Advanced Soft Tissue Sarcomas: The ANNOUNCE Randomized Clinical Trial. JAMA. 2020;323(13):1266-1276. doi: 1 1 1
— 0 —a 2 e o s 7o expansion (RDE) cohorts focusing on salivary gland
Any cytotoxic exposure, n (%) 7(64.9) Kontny N et al. Population pharmacokinetics of doxorubicin: establishment of a NONMEM model for adults and 1
_ ' ' . Anthracycline exposure, n (%) 3(5.3) children older than 3 years, Cancer Chemother Pharmacol 2013;71(3):749-63. doi: 10.1007/s00280-013-2069-1 Ca n Ce r (SG C) a n d Su bsets Of SOft tl SSU e Sa rco ma (STS)
Hispanic/Latino, n (%) 0 y P ' ' -20 Pérez-Blanco JS et al. Population pharmacokinetics of doxorubicin and doxorubicinol in patients diagnosed with
Platinum exposure, n (%) 27 (47.3) e . non-Hodgkin's lymphoma, Br  Clin Pharmacol. 2016; 82(6): 1517-1527
Non-Hispanic, non-Latino, n (%) 54 (94.7) ) R p Villalobos VM, et al. Pharmacokinetics of doxorubicin following concomitant intravenous administration of Prof. Chris Twelves: ORCID ID: 0000-0002-1849-7153 EMAIL: c.j.twelves@leeds.ac.uk .l
Topoisomerase | inhibitor exposure, n (%) 20 (35.1) 40 J response olaratumab (IMC-3G3) to patients with advanced soft tissue sarcoma. Cancer Med. 2020;9(3):882-893. doi: E - 1 .E
10.1002/cam4.2728 Study funded in full by Avacta Group, plc A L
Not reported/unknown, n (% 3(5.3 i ili i ' "
P (%) (5-3) Immunotherapy exposure, n (%) 16 (28.1) M Pancreatic [l Colorectal [l Biliary cancer [l Other * Ptongoing at data cutoff Acknowledgements: Avacta and the investigators wish to thank the patients and their families for participation in . . . &' 'ﬂ'i
' ‘ B ‘ ‘ ‘ B Data cutoff 19 August 2024 the clinical trial and acknowledge scientific communications assistance from SlideSource and Random 42. Multiplex Presented at the European Society of Medical Oncology Annual Meeting, E
' Cancer types in Other category include (n=1 each): non-small cell lung cancer, prostate cancer, transitional cell cancer of the urethra, ovarian carcinoma, lung cancer (not otherwise specified), esophageal cancer FAP mid diseases include colorectal carcinoma, pancreatic cancer, biliary tract cancers, and others. Indications categorized as FAP low were excluded from the trial immunofluorescence staining/image analysis by Concept Life Sciences. Septem ber 14. 2024. in Barcelona Spain H- . ::



	Slide 1

