EphA2-targeting Bicycle® Toxin Conjugate BT5528 in patients with advanced solid tumors:
A Phase 1/2 study
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TABLE 2. SAFETY SUMMARY FOR BT5528 » Amongst the patients with urothelial cancer with available IHC and response Pharmacokinetics

BACKGROUND

» Bicycle® molecules are an innovative therapeutic class in development that
offers the manufacturing and pharmacokinetic (PK) properties of a small molecule

RESULTS

Demographics
» As of 14 March 2024, 128 patients had received BT5528 monotherapy

data (n=24), ORR was 43% (6/14) (unconfirmed & confirmed) among patients » BT5528 and MMAE exhibited dose-dependent increases in PK (Figure 3)
who were EphA2+, compared with 20% (2/10) among patients who were

EphA2- (Figure 2A)

All monotherapy 6.5 mg/m? Q2W 5 mg/m? QW
dose esc+exp dose esc+exp dose esc
N=128 n=74 n=24

» There was no or limited accumulation after multiple doses of BT5528 and
MMAE, respectively

Category, n (%)

J/th the high binding specificity of a biologie, ™ making them idealy suted for the across the dose escalation and dose expansion parts of the study; baseline TEAES 124 (97) 71(96) 23 (96) TABLE 4. BEST OVERALL RESPONSE IN EFFICACY-EVALUABLE PATIENTS > PK exposure metrics of BT5528 and MMAE from the two tested dose
9 _ °Ty g€ of pay as cytotoxins ! ) demographics and disease characteristics are reported in Table 1 TRAEs 112 (88) 67 (91) 20 (83) regimens are presented in Table 5; half-life was <1 hour for BT5528 and
» BT5528 is a Bicycle® Toxin Conjugate comprising a bicyclic peptide targeting TEAEs Grade =3 64 (50) 36 (49) 11 46) All cancers 39-42 hours for MMAE
EphA2 linked to the cytotoxin MMAE' (Figure 1) TABLE 1. BASELINE PATIENT DEMOGRAPHICS AND TRAES Grade ;3 34 (27) 16 (22) 3(13) BOR%n(%)  Allmonotherapy 6.5mg/m2Q2W 6.5mg/m2Q2W  5mg/m?QW
» EphAZ2 is overexpressed in many cancers leading to oncogenesis, angiogenesis, CLINICAL CHARACTERISTICS = dose esc+exp dose esc+exp dose exp dose esc FIGURE 3. CONCENTRATION-TIME PROFILES OF BT5528 AND MMAE
and metastasis, and its expression correlates with poor clinical outcome?*” SAEs 39(31) 19 (26) 8(33) N=113° n=66° n=52° n=21°
» Prior selected therapies targeting EphA2 have been associated with significant Characteristic Lo n;:lr::tzr;:apy TRSAEs 12(9) 6(8) 0 CR 1(<1) 0 ° 0 2 10000 .
toxicity and limited efficacy®° DLTs 7(5) 1(1) 1(4) PR 13 (12) 8 (12) 7 (13) 3 (14) 1) i i
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» Preclinical tumor models have shown antitumor activity with BT5528, with rapid Age, years, median (range) 63 (33-82) TEAESs leading to dose 39 (31) 16 (22) 6 (25) SD 47 (42) 26 (39) 21 (40) 9 (43) § g 10007 ,
systemic clearance and tumor retention’ Sex, n (%) interruption PD 50 (44) 32 (49) 24 (46) 8(38) 2F 1004 H
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» These favorable preclinical studies supported this Phase 1/2 first-in-human Female 78 (61) Ie%ﬁi?ifr?dmg to dose 12.(9) 23) 1(4) ORR 14 (12) 8(12) 7(13) 3 (14) £5
dose escalation and dose expansion study to assess safety and efficacy Male 50 (39) m 2 1.0
. - X . ? . b " CBR® 30 (27) 19 (29) 15 (29) 5 (24) 8
of BT5528 monotherapy or in combination with nivolumab in patients with Race, n (%) TEAEs leading to dose 43) 2(3) 0 - 014
advanced solid tumors (NCT04180371); results from the monotherapy cohorts of AT 7(5) discontinuation Urothelial cancer ' T A T =
dose escalation and dose expansion are reported here ; ; I o I o a n (% All monotherapy 6.5mg/m?Q2W 6.5mg/m?Q2W  5mg/m?QW
P p al:ik or African American 9163 g)s | TRAES reported in 215% of patients, n (%) BOR?, n (%) dose escHexp T a e o dose esc Days
ite Nausea® 58 (45) 37 (50) 7 (29) N=29¢ n=16 n=11 n=11¢
FIGURE 1. SCHEMATIC OF BT5528 : o) 4
) . o Other/unknown/not disclosed 22 (17) Fatigue 44 (34) 27 (37) 8 (33) CR ) 0 0 0 . E‘ 1000.0
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) rlmar).' iagnosis, n (%) Decreased appetite 21 (16) 15 (20) 3(13) ORR 10 (34) 5 (31) 5 (45) 3(27) ] 014 1
MMAE toxin Ovarian cancer 47 (37) - 20 (16 " > 8
Urothelial cancer 34 (27) Alopecia (16) 12 (16) 2(8) CBR 12 (41) 6 (38) 5 (45) 4 (36)
Lung cancer 11(9) Pyrexia 17 (13) 13 (18) 0 *Confirmed and unconfirmed responses reported; data cutoff date of 26 April 2024 for efficacy. °Two patients in the all ; 1'4 2'1 2I8
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Pancreatic cancer 8(6) TABLE 3. TRAES OF INTEREST FOR BT5528 FIGURE 2. (A) CHANGE FROM BASELINE IN TUMOR SIZE AND (B) DURATION 1o oo pe o b ba R AMETERS OF BT5528 AND MMAE
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» Adults with recurrent metastatic solid tumors known to express EphA2 who have | Median prior lines of therapy (range) 4 (1-13) Any Grade Any Grade Any  Grade g, 60 = 5mg/m? QW AUC, ... (o UC, 200y (o
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» For dose escalation, patients received BT5528 |V at a starting dose of 2.2 mg/m? Platinum-based 118 (92) Peripheral neuropathy? 26 (20) 0 14 (19) 0 7 (29) 0 % § 22' l- Conjugate (BT5528) 2836 1041 4363 801
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types for dose escalation _ o _ Safety o 01 - PD in urothelial cancer
> The primary endpoints for dose escalation were |n<:|de_nc_e: and st_ev_grlty o_f » Any grade TRAEs occurred in 88% of patients (all monotherapy; 91% for Efficacy E’ g 28: 74 A — BT5528 was not associated with safety concerns that have
treatment-related adverse events (TRAEs) and dose-limiting toxicities with 2 Q2W % f /2 QW): th TRAE T . . . s 0d//77 = / . X
the objective of defining the maximum tolerated dose and RP2D; secondary 6.5mg r? Q ang 33 ohor 5Tm3| m2 Q h) th e mosécodmrgc_)n o sfwer_e > O_bJectwe responses were pbservgd in14 of 113 efflcacy—evalu_able pane_nts (12%) &=3 8 0 been repor.ted forlo'Eh.er EphA2-targeting therapies, such as
objectives included preliminary antitumor activity and PK nal{sea, atigue, and diarrhea (Ta .e ), which were Grade 3 in =5% (Z patients with 10 of tr;ese observed in 29 efficacy-evaluable patients with urothelial g "; ;;g_ hematological toxicities®©
— For dose expansion, the primary objective was to assess clinical activity of » Incidence of treatmgnt—related penpheralzneuropathy ('I;RPN) was 202/0 cance.r (34%) (Table 4) - . . . &8 :ig: S — In addition to the RP2D (6.5 mg/m2 Q2W) a dose of 5 mg/m? QW
BT5528, including objective response rate (ORR), clinical benefit rate (CBR), (all monotherapy), with 19% for 6.5 mg/m? Q2W and 29% for 5 mg/m? QW » The highest antitumor activity was observed in urothelial cancer with ORRs of ~50 also demonstrated antitumor activity and an acceptable and
and duration of response (DoR); secondary objectives were (any grade), and no Grade =3 events (Table 3) 31% and 27% (confirmed + unconfirmed) in efficacy-evaluable patients in the 01 . ; )
, ) : . =704 differentiated safety profile
to assess safety and PK » No treatment-related hemorrhage events of any grade were reported following 6.5 mg/m? Q2W and 5 mg/m? QW cohorts, respectively (Figure 2a and 2b) 0 0 20 30 20 50 50 70 80

Plasma concentrations of BT5528 and MMAE were assessed, and key PK
exposure metrics were obtained, including maximum plasma concentration (C,__ ),
area under the concentration-time curve (AUC), and drug elimination half-life

treatment with BT5528

» Other TRAESs of interest (neutropenia, skin reactions, ocular disorders, and
hyperglycemia) were Grade =3 in =5% of patients (Table 3)

» No objective responses were observed in patients with ovarian cancer who
received 5 mg/m? QW at the time of data cutoff, however, 5 patients (42%)
maintained stable disease

Weeks
2Seven patients did not have adequate post-baseline disease assessments and were not evaluable for efficacy.
*Confirmed and unconfirmed responses per RECIST v1.1.°EphA2+ expression used a cutoff of TPS >1 by IHC using
mAbs; NS indicates no sample available for testing. “Confirmed and unconfirmed.

» These results support further development of BT5528 as
monotherapy and in combination with nivolumab and potentially other
agents in select tumor types

ABBREVIATIONS

ADC, antibody-drug conjugate; AUC, area under the concentration-time curve; CBR, clinical benefit rate; C,__, maximum plasma concentration; CR, complete
response; DLTs, dose-limiting toxicities; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EphA2, ephrin

type-A receptor 2; esc, escalation; exp, expansion; FGFR, fibroblast growth factor receptors; Gl, gastrointestinal; IHC, immunohistochemistry; IV, intravenous;

mAB, monoclonal antibody; MedDRA, Medical Dictionary for Regulatory Activities; MMAE, monomethyl auristatin E; NCI-CTCAE, National Cancer Institute-Common
Terminology Criteria for Adverse Events; NE, not evaluable; NS, no sample; ORR, objective response rate; PARP inhibitor, poly (ADP-ribose) polymerase inhibitor;

PD, progressive disease; PK, pharmacokinetics; PR, partial response; Q2W, every 2 weeks; QW, weekly; RP2D, recommended Phase 2 dose; SAE, serious

adverse event; SCAR, severe cutaneous adverse reactions; SD, stable disease; SMQ, Standardized MedDRA Queries; SOC, NCI-CTCAE system-organ class;

TEAE, treatment-emergent adverse event; TPS, tumor proportion score; TRAE, treatment-related adverse event; TRSAE, treatment-related serious adverse event.
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