A Phase 1/2 dose-escalation and expansion study of a conditionally active anti-AXL antibody

drug conjugate (BA3011, CAB-AXL-ADC) Iin patients with advanced solid tumors

Jordi R. Ahnert!, Matthew Taylor?, Eileen M. O’Reilly3, Jingsong Zhang*, Robert Doebele>, Yong Ben®, Leslie L. Sharp®, William J. Boyle®,
Cathy Chang®, Gerhard Frey®, Wei Chen®, Michael Melnick®, Jay M. Short®, Howard Burris’

IMD Anderson Cancer Center, Houston, TX; 2Oregon Health & Science University, Portland, OR; *Memorial Sloan Kettering Cancer Center, NYC, NY; “Moffitt Cancer Center, Tampa, FL; °University of Colorado, Denver,
CO:; %BioAtla, San Diego, CA; ' Sarah Cannon Research Institute, Nashville, TN
TPS12126

Background E;gpl;rﬁnzt'ifs'fﬁrSQ\té%'ﬁ'ndmg and cell killing Study Objective Key Exclusion Criteria

« AXL is a TAM family receptor tyrosine kinase that has A) BA3011 binds to recombinant human (red) and cyno (orange) Axl A multi-center, open-label, Phase 1/2 study will evaluate the Patients must not have clinically significant cardiac disease.
been implicated in the pathogenesis of many cancer types. ECD at pH 6 (solid) but not pH 7.4 (open) B) BA3011 binds to Ax safety, tolerability, PK, immunogenicity, and antitumor
activity of BA3011 in patients with advanced solid tumors.

Patients must not have known non-controlled CNS

protein under varying pH conditions C) BA3011 induces greater cell .
metastasis.

Uhe _thh ieveliol eXpre,SSIO_n on j[he Canc_er cell surface cytotoxicity of 293-huAXL expressing cells at pH6 (red solid) compared
and increased expression in various settings such as PD-1 to pH 7.4 (red open) and compared to control ADCs (black)

resistant tumors makes AXL a particularly attractive target Patients must not have received granulocyte colony

stimulating factor (G-CSF) or granulocyte/macrophage

for antibody therapeutics. However, AXL is expressed on 4q7-e- HuAxl, pH 6.0 . _ _ _ . : _
many normal tissues and has been implicated in wide CyAxl, pH 6.0 /./'"—' Study Design and Dosing Regimen colony stimulating factor support 3 weeks prior to first
. . . . . |- HUAM oH 74 | BA3011 administration.

ranging requisite biological processes including response 34©- RAuAxl, pH 7. o |

of endothelial cells to vascular injury, hematopoiesis, and 3 CyAxl, pH 7.4 « This is a Phase 1/2, open-label, multicenter study Patients must not have had prior therapy with a conjugated

regulation of immune responses. This normal tissue S 2- (Figure 4) or unconjugated auristatin derivative/vinca-binding site

expression combined with the presence of soluble AXL A S -  The study consists of a dose escalation phase and a dose targeting payload.

may limit AXL as a target for antibody-drug-conjugates 15 / expansion phase . Patients must not have Grade 2 or higher peripheral

(ADC). /'/' . .~’d « BA3011 will be administered every 3 weeks (q3w) via neuropathy.

0~ P < iy = 5~ i, S e e, Intravenous infusion . . ..

The Conditionallv Active Biologics (CAR hrol . 0.01 0.1 1 10 100 1000 10000 Patients must not have known human immunodeficiency
* The Conditionally Active Biologics (CAB) technology Is a Conc. (ng/ml) - q - virus (HIV) infection, active hepatitis B and/or hepatitis C.

patented, proprietary platform that generates antibodies Figure 4. Study Design _

that reversibly bind to target antigen in the context of 4- Patients must not be women who are pregnant or breast

diseased tissues, but not normal tissues, by taking 0.3 mg/kg feeding.

advantage of the unique cancer microenvironment that is o 3- 0.6 mglkg

produced largely as a result of the Warburg effect. 2 1.2 mglkg :

B S 2- 1.8 mlkg Study Endpoints
fa
e Using our CAB technology, we have identified anti-AXL O . 2.4 mglkg
. . . 1- Dose Escalation . .

CAB Abs that reversibly bind to recombinant AXL and AXL Dose Expansion Primary Endpoints

expressing cells under conditions that are present in the . RPeD . Safety: DLTs, MTD (Phase 1 Dose-Escalation phase only),

tumor microenvironment, but not in normal tissues. 0 55 60 62 65 67 7. N NSCLC n=S0 adverse events (AEs), serious adverse events (SAEs), and

50 55 6.0 62 65 6.7 7.0 7.4 1 AXL positive ST S), S :
pH SDAC n=30 changes from baseline in laboratory parameters and vital
Figure 1. Condition specific binding of CABs 50— BA3011 pHB.0 signs.
‘& BA3011 pH74 « Efficacy (Phase 2 Dose-Expansion Phase only): objective
» Left panel- CAB Abs are selected to lack binding under 60 _ Patient Population response rate (ORR) according to Response Evaluation
i - : ~¢= 1gG-ADC pHG0 Criteria in Solid Tumors (RECIST) Version 1.1
normal conditions present in healthy tissue C < 40{-> IgG-ADC pH7.4 it
_ _ _ _ :'; « For the dose escalation phase: Patients with histologically or _

e Right panel- Tumors have a unigue microenvironment = 20 Secondary Endpoints

cytologically confirmed locally advanced or metastatic solid

produced largely by _V_\/arburg effec_t (green). CAB Abs bind 0 tumor and have failed available standard of care (SoC) « Efficacy (Phase 2 Dose-Expansion Phase only): objective
to_target l_Jnder conditions present in the tumor therapy and for whom no curative therapy is available or response (OR), disease control, time-to-re_sponse, duration
microenvironment who are not eligible, intolerant to or refuse standard therapy of response (DOR), progression-free survival (PFS), OS,

and change from baseline in tumor size, according to
advanced unresectable or metastatic, non-small cell lung RECIST Version 1.1, prostate-specific antigen (PSA)

- : Response = 50% (CRPC only)
Fiaure 3. In vivo efficacv of BA3011 in cell cancer (NSCLC), castration-resistant prostate cancer e |
9 y (CRPC) and pancreatic ductal adenocarcinoma (PDAC) e Pharmacokinetics of BA3011: plasma concentrations of

line derived xenograft models . . .
J  Key inclusion and exclusion criteria are summarized antibody, ADC and MMAE, and PK parameters, including
The indicated cell line models were implanted in in Table 1 Cmax and AUC.

Immunodeficient mice. Tumor bearing animals were randomized . Immunogenicity of BA3011: the number and percentage of

to treatment groups when the tumor volume reached fient o d o0 detectabl fi-d tibodi
approximately 150 mms3. Following randomization, animals were patients who aevelop aetectable anti-arug antibodies.

dosed with the indicated test article at the indicated schedule.
BA3011 is indicated in red. BA301 is the parental Ab for BA3011
(black open symbols)

* For the dose expansion phase: Patients with locally

log (ng/mL)

Table 1. Key Eligibility Criteria

Key Inclusion Criteria Study Status

T o Vehicle For the_dose escz_;llation phase: Patients with histologically or . The study is currently recruiting patients
BA3011 (CAB-AXL-ADC) £ ‘5 BA301 15mg/kg Q4Dx6 cytologically conflr.med Ioc_ally advanced or metastatic solid  Further information is available at www.clinicaltrials.gov
£ —o- BA30116 mgrkg Q4Dx6 tumor and have failed available standard of care (SoC) (identifier: NCT03425279)
« BA3011 binds to the AXL expressed on the tumor cell ;'Sﬂage S — BA3011 10 mg/kg Q4Dx6 therapy and for whom no curative therapy is available or who '
o] o e .
surface through the antibody portion, then BA3011 is 5 B BASITTO makg 4Dx0 are not eligible, intolerant to or refuse standard therapy. References
Internalized into the tumor cell where the peptide linker is 0 : : : : Patients must have measurable disease. _
pPep
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Seevad oy raEeEEs 6 releeee e sevleed _ : : 1. Schoumacher M, Burbridge M. Key Roles of AXL and MER Receptor
yp payload. Study Day For the dose expansion phase: Patients with locally Tyrosine Kinases in Resistance to Multiple Anticancer Therapies. Curr
. The pharmacological broperties of BA3011 were 30007 advanced unresectable or metastatic, non-small cell lung Oncol Rep. 2017;19(3):19.
Chargcterized inga - rgbel:; e ME = vehice cancer (NSCLC), castration-resistant prostate cancer (CRPC) 2. Hugo W, Zaretsky-JM, Sun L, et ql. Genomic_ and transcriptomic features
.u _ | NSELE < 2000 .0 BA3016mgkg Q4DX6 and pancreatic ductal adenocarcinoma (PDAC) of resfponse _to Anti-PD 1 therapy in metastatic melanoma. Cell
pharmacology studies. BA3011 binds selectively to human £ 2 BA30 1 mgkg Q4DX6 2016;165(1):35-44.
and cyno AXL in conditions reflective of the tumor LCLC-103H §1ooo- — BA3011 3 mg/kg Q4Dx6 Age 2 18 years. 3. Sharp L.L., et al. Anti-Tumor Efficacy of BA3011 a Novel Conditionally
tissue conditions. - <+ _ _
° 2°Study Day‘“’ 0 Adequate liver function Disclaimer
> [EBAsii demons’[ra}ted the ablht_y © mdu.ce FytOtOXIC?Ity,OT _ 2000- Adeguate hematological function Copies of this poster may not be reproduced without permission from
human tumor pell lines expressing AXL in vitro and inhibit Z o Vohicle Control ASCO® and the author of this poster
tumor growth in LCLC-103H (lung), DU145 (prostate), and E™M A BA30110 mglkg Q4Dx4 Have an Eastern Cooperative Oncology Group (ECOG)
MIAPaCa-2 (pancreatic) human tumor xenografts and in I\P/I[I):PC Can £ 10004 ~¥- BA3011 1 mg/kg Q4Dx4 performance status of O or 1. Contact Email: yben@bioatla.com
selected gemcitabine resistant pancreatic cancer patient e 3 =k BA3011 3 mg/kg Q4Dx4 _
S senmeE s i Ve 5 500 ~ BA3011 6 mg/kg Q4Dxd Life expectancy of at least three months.
= -~ BA301 10 mg/kg Q4Dx4
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