Identify optimized dosage for zelenectide pevedotin in locally advanced/metastatic
urothelial carcinoma using quantitative analyses
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» No significant exposure-response relationship was identified for ORR (Figure 3)

» Zelenectide pevedotin (zele; BT8009) is a Bicycle® Drug _ - _ _ » The 6 mg/m? D1/8 dosage was identified as the
Conjugate (BDC®) comprising a highly selective bicyclic FIGURE 1. ZELENECTIDE PEVEDOTIN TABLE 1. BASELINE CHARACTERISTICS OF PATIENTS IN SAFETY - Aslight positive trend in ORR vs MMAE area under the curve (AUC) and average concentration (C,,,) was observed (P<0.1) optimized zele dosage for monotherapy and in
peptide targeting Nectin-4 linked to the cytotoxin STRUCTURE® ANALYSIS POPULATION » Simulated ORR was similar between 5 mg/m?2 and 6 mg/m? dosages (Table 4) combination with pembrolizumab based on the
monomethyl auristatin E (MMAE) via a cleavable linker C g . . . . . : . it-risk i
(Figure 1)’ Y ( ) Bicycle® peptide Zele Combination With P Significant exposure-safety relationships were identified for all the analyzed TRAEs; the majority of AEs were correlated with C, , of zele and MMAE (Figure 4) overall benefit-risk informed by

) Zele demonstrated antitumor activity and a generally targeting Nectin-4 . M"('I:I"_tggg?py Pem'(f’l:l‘:'ézgl)'mab - Safety favored 6 mg/m?2 D1/8 as its predicted AE probabilities were mostly lower and associated with greater magnitudes of risk reduction in endpoints - EMX anlalyzses of data frrom Duravelo-1 and

- - where it was favored uravelo-
tolerable safety profile in patients with locally Median a _ _ 1 :
ge (range), years 63 (25-84) 71 (29-87) _ : 2 : e o o 0 o/ : T - - -
advanced/metastatic urothelial carcinoma (la/mUC) in s For AEs favoring 6 mg/m? D1/8, predicted probabilities were lower by 2.6% to 15.5% as monotherapy, 3.3% to 191% in combination (Table 4) Utility b-asled analysis from Duravelo-2
the Phase 1/2 Duravelo-1 trial (NCT04561362)2%° MMAE e - Other clinical factors
( ) cviotoxin Male 144 (47.2) 63 (70.8) FIGURE 3. NO SIGNIFICANT EXPOSURE-ORR RELATIONSHIP FIGURE 4. EXPOSURE-SAFETY RELATIONSHIP 2 o |
g 'an\ randomézed E’hgse 2D Stud(y[,);(jg/% eva(;ugted/atz y e 61 (52.8) 26 (29.2) IDENTIFIED FROM LOGISTIC MODELING IDENTIFIED FOR GRADE =3 TRAE  Zele at 6dm9f/r? D1/8 Offgfs S}m'z'%vevﬁ'czcy and
osages:. 5 mg/m? on Days and 6 mg/m - - Improved satety versus o mg/m and IS more
on D1/8 of a 21-D cycle, each as monotherapy or ’ Race, n (%) _ 2L Monotherapy _ II:*IIL-ll- Monotherlapy _ IColrnbinz:rtion ITT 104 convenient for patients, which may enhance
combined with pembrolizumab in patients with la/mUC White 162 (531) 68 (76.4) 1.0 treatment compliance
(NCTO06225596, Duravelo-2)* _ 0.8-
_ _ Asian 22 (7.2) 13 (14.6) 0.8 @
- After =27 weeks foIIov.v-up. in 30 patients per dosage Molecular weight: Other/unknown 121(307) 8(0.0) o o
to select the optimized dosage® ECOG PS, n (%) 2 O / at ASCO 2026
0 129 (42.3) 40 (44.9) @ 0.4- - 0.4- //
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0 BJ ECT IVE 2 0 1.(12.4) 0.2- from Duravelo-2: zelenectide pevedotin + pembrolizumab
- in patients with previously untreated locally advanced/
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» To comprehensively quantify the benefit-risk profile of each zele dosage by pharmacometric (PMx) and statistical y ) 59 292) 20225 . A . T A - - -(.)-quuul nA > . 400 800 1200 1600 metastatic urothelial carcinoma. Rapid Oral presented
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DATASET AN D PATI E NT CHARACT E R IST I CS Plot shows response probability versus exposure, with the data stratified into exposure quartiles. Symbols present response rates Plot shows event probability versus exposure, with the data stratified into exposure > Abstract #4563: Reig Torras O’ et al. Zelenectide
per exposure quartile plotted at the median exposure of the quartile. Vertical bars are 90% Cls of the rates. Colored lines and bands quartiles. Symbols present observed event rates per exposure quartile plotted at the pevedotin (BT8009) monotherapy in previously treated

M E T H O DS present logistic regression fitting and corresponding 90% CI. Black ticks represent the exposures of responders (coded as 1) and median exposure of the quartile. Vertical bars are 90% Cls of the rates. Colored line and i ] ]

» Data were collected for the PopPK analysis from 430 patients from Duravelo-1 and nonresponders (coded as 0). band represent logistic regression fitting and corresponding 90% ClI. metastatic urothelial carcinoma: update on Duravelo-1.

PMx MODELING Duravelo-2 trials » Abstract #4564: Duran |, et al. Zelenectide

- PK data from Duravelo-1 was available for 313 patients TABLE 4: MODEL-SIMULATED ORR AND TRAE PROBABILITIES BY DOSAGE pevedotin (BT8009) plus pembrolizumab in first-line
» Clinical data (pharmacokinetics [PK], efficacy, safety, laboratory values, and demographic data) from Duravelo-1 and - PK data from Duravelo-2 was available for 117 patients Zele Monotherapy Combination With Pembrolizumab mspl_atm—mehg(ljblte Ioca[l)ly adv?nc1e57/metastatlc urothelial
Duravelo-2 were pooled and analyzed by using population PK (PopPK) and exposure-response modeling (Figure 2 . . . _ _ _ : o : - carcinoma. update on buravelo-1 b/.
P Y Y USINg pop (Fop | ) P P | 9 (Fig ) » Data for exposure-efficacy modeling was available for 203 patients (investigator assessed) Predicted probability of event (%) , , Difference , , Difference =
- PopPK: PopPK models for zele and MMAE were developed by using plasma PK concentrations and 114 patients (BICR) by 2eleidosage ek Sl e (6 mg/m*-5 mg/m") 2mgimE Qe Smgimabl/oe (6 mg/m*-5 mg/m%) » Abstract #4566: Petrylak D, et al. Interim analysis
- Exposure-Efficacy: confirmed overall response rate (ORR), assessed by investigator and/or blinded independent . . . Confirmed ORR 32.5 30.5 -2.0 60.9 58.8 -2.1 results from Duravelo-2: zelenectide pevedotin (BT8009)
. : . e . : : » Data for exposure-safety modeling was available for 394 patients _ _ ) _
central reviewer (BICR), was modeled using logistic regression in MMAE-naive patients with la/mUC who were treated Grade =3 TRAE 40.8 445 3.7 46.6 50.4 3.8 In patients with previously treated locally advanced/
with zele, had =1 adequate post-baseline response assessment, and whose response was not non-evaluable ) D?[La werte CTotlle]f:ted gver 5;1 WZIC(er V\?OSZ rgmge/of22.5 rgg/:(;to 10 rlnglzrrgl2 given QWI'QZ'tW(,j t Grade =2 Gl disorder 153 12.7 26 20.8 17.6 33 metastatic urothelial carcinoma.
- _ . _ : : : with most data from 5 mg/m and 6 mg/m<on uravelo-2 doses were limited to
E_xposure Safety: Graqle >3 zele-related adverse event_s (TRAE_S), Grade =3 neutro_p_enlz_a, Grade =2 gastromte_stlnal 5 ma/m2 QW and 6 m /r?mz on D1/8) 9 Grade 23 neutropenia 12.3 171 47 13.9 191 51
disorders, Grade =2 peripheral neuropathy, any-grade skin reactions, and dose modifications were modeled using 9 9 Grade =2 berioheral " 06 8.0 17 278 187 0
Tati : : . - . . . ragae = eripneral neuropa . . -11. . . -19.
logistic regression analysis » Baseline characteristics in the safety analysis dataset are reported in Table 1 Perp pathy REFERENCES
: : _ : _ _ Any-grade skin reactions 18.1 18.3 0.2 32.2 32.5 0.3
» Simulations for ORR and adverse event (AE) probabilities were generated to compare dosages with a balance of relevant - Most patients had urothelial or bladder cancer (60.2%, n=237); other cancer types were L ——— 1. Rigby M, et al. Mol Cancer Ther. 2022:21(12):1747-1756.
patient characteristics and therapy types (monotherapy or combination with pembrolizumab) all from Duravelo-1 (17.5% [n=69] breast cancer, 15.7% [n=62] non-small cell lung cancer, Dose modification 739 8.4 195 870 76.5 105 2. Reig Torras O, et al. ESMO 2024. Abstract 652P.
and 6.6% [n=26] other) Bold values indicate the favored dose between the 2 options in each category. ?Predicted event rates are based on pooled data from Duravelo-1 and Duravelo-2. 3. Giannatempo P, et al. ASCO 2025. Abstract 4567.
UTILITY SCORE ANALYSIS 4. LoriotY, etal. ASCO 2024. Abstract TPS4619.
o. LoriotY, etal. ASCO 2026. Abstract 4516.
» The utility score analysis was mainly based on Grade =3 TRAEs and ORR by BICR regardless of confirmation in TABLE 2. CONFIRMED ORR IN EXPOSURE-EFFICACY ANALYSIS DATASET UTILITY SCORE ANALYSIS 6. Kaufman, et al. ESMO 2025. Abstract 628TiP.
Duravelo-2, with sensitivity analyses based on alternative safety and/or efficacy endpoints (confirmed ORR by BICR) Zele Monotherapy, Combination With » The utility score analysis favored 6 mg/m? D1/8 consistently for zele combined with pembrolizumab and remained neutral between the dosages for
n/N (ORR %) Pembrolizumab, n/N (ORR %) monotherapy (Table 5)
FIGURE 2. PMx ANALYSIS WORKFLOW Assessment 5 mg/m? QW 6 mg/m? D1/8 5 mg/m? QW 6 mg/m? D1/8 ABBREVIATIONS
Duravelo-1 Investigator 17/52 (32.7) B 13/23 (56.5) B TABLE 5. UTILITY SCORE ANALYSIS OF DURAVELO-2 2L,dsec;rc]>nd—line; SBIBkétrI;i_rd-lillwe Sr Iat(e:r; AE, a?v@erBs% eszrlw_t; (;AL(JjC area
under the curve, , DICYCIle Drug conjugate , , DlIINAe
Investigator 11/29 (37.9) 7/29 (241) 19/28° (67.9) 17/28° (60.7) Zele 5 mg/m* QW Zele 6 mg/m* D1/8 independent central reviewer; BSA, body surface area; C,,,, average
Duravelo-2 . .. . .. concentration; C average concentration to time of event;
Cohort 1 (Combination Cohort 2 Cohort 1 (Combination Cohort 2 1 ““avg,TOE 9 ’
a b . . .
BICR 8/29 (27.6) 9/29 (31.0) 16/282 (5/1) 16/28° (571) With Pembrolizumab) (Monotherapy) With Pembrolizumab) (Monotherapy) C...,, maximum concentration; D, day.; ECOG PS, East_ern.Cooperatlve
- 20ne patient who was not administered with zele and one with best overall response of NE were excluded. PTwo patients with best overall N=30 N=30 N=30 N=30 OnC(_)logy GrouD performance status; Gl, gaStro'nteSt'ngl’
Population PK Exposure-Safety response of NE were excluded from the exposure-efficacy analysis. : — _ _ ITT, intent-to-treat; la/mUC, locally advanced/metastatic
Modeling Modeling Primary approach based on objective response regardless of confirmation and Grade =3 TRAE urothelial carcinoma; MMAE, monomethyl auristatin E; NE, not
R p— Objective respansos by BICR-Yes, Grac =3 TRAE-No,1 (%) @67 023 °(@00 023 i aneacemovies bt pomaton . TRAE woatent aeted
AE probabilities at TABLE 3. TRAE RATES IN PATIENTS TREATED WITH ZELE Objective responses by BICR=Yes, Grade =3 TRAE=Yes, n (%) 7 (23.3) 8 (26.7) 10 (33.3) 7 (23.3) advérse event; QW, on’ce weel’dy; Q2W, every’ 2 wee’ks;
Individual dosing PK exposure parameters (AUC, G, C. ) different dosages Combination With Objective responses by BICR=No, Grade =3 TRAE=No, n (%) 5 (16.7) 12 (40.0) 9 (30.0) 11(367) zele, zelenectide pevedotin.
history P P ? “max’ Tavg balancing patient and Zele Monotherapy Pembrolizumab L o
study factors Objective responses by BICR=No, Grade =3 TRAE=Yes, n (%) 7 (23.3) 6 (20.0) 2 (6.7) 8 (26.7)
i o 2 2 a 2 2
Endpoints, n/N (%) 5 mg/m? QW 6 mg/mZD1/8 5 mg/m? QW 6 mg/m* D1/8 Desirability based on utility score assignment,? U 58.68 42.66 62.64 390.28 ACKNOWLEDGMENTS
] Grade =3 TRAE 62/187 (33.2) 37/84 (44.0) 30/59 (50.8) 12/30 (40.0) . - - At
PK concentration Safety Sensitivity analysis based on confirmed objective response and Grade =3 TRAE Bicycle Therapeutics would like to thank the patients and their families
data endpoints Grade =2 Gl disorder 27/187 (14.4) 12/84 (14.3) 14/99 (23.7) 4/30 (13.3) Confirmed objective responses by BICR=Yes, Grade =3 TRAE=No, n (%) 10 (33.3) 3 (10.0) 8 (26.7) 4 (13.3) for participating in this study. Without their contributions, this study
] . ; _ _ would not have been possible. Medical writing support was provided by
optimized dosage Grade =3 neutropenia 19/187 (10.2) 17/84 (20.2) 9/59 (15.3) 5/30 (16.7) Confirmed objective responses by BICR=Yes, Grade =3 TRAE=Yes, nh (%) 6 (20.0) 5 (16.7) 8 (26.7) 5 (16.7) Danielle Fanslow, PhD, CMPP, of Second City Science, and funded by
that maximizes Grade =2 peripheral neuropathy 36/187 (19.3) 2/29 (6.9) 22/59 (37.3) 5/30 (16.7) Confirmed objective responses by BICR=No, Grade =3 TRAE=No, n (%) 6 (20.0) 13 (43.3) 10 (33.3) 11(36.7) BicycleTx Ltd.
benefit-risk ratio Any-grade skin reactions 28/187 (15.0)  23/84 (27.4) 22/59 (37.3) 8/30 (26.7) Confirmed objective responses by BICR=No, Grade =3 TRAE=Yes, n (%) 8 (26.7) 9 (30.0) 4 (13.3) 10 (33.3) Fundmgf This study was Sporjsored by BicycleTx Ltd.
Dose modifications due to AEs 130/187 (695)  47/84(56.0) | 53/59(89.8)  21/30 (70.0) Desirability based on utility score assignment,” U 0330 32.02 54.72 34.00 Presenting author: Hongmet Xu, FhD
' : ' : Meet safety and efficacy criteria® Yes Vias Vo Viate Presenting autho!' COl disclqsures: employee_ of BicycleTx Ltd; stock
Bold values indicate the favored dose between the 2 options in each category. 2Due to immaturity of Part B-8 and B-9 results from Duravelo-1, and other ownership Interes_ts IN AStrazeﬂeCa,_ Bicycle T_herapeutICS,
safety data were excluded if patient was ongoing but treated for less than 18 weeks. B-8 and B-9 are excluded from assessment of Bold values indicate the favored dose between the 2 options in each category. 2Utility score assignment: 100, 80, 20, O (more weights on efficacy over safety 80 vs 20). *Criteria are as follows: probability (true grade =3 TRAE incidence and Karyopharm Therapeutics; patents, royalties, other intellectual

peripheral neuropathy. <75% | observed IA data) >80%: Cohort 1: probability (true ORR by BICR >25% | observed IA data) >80%. Cohort 2: probability (true ORR by BICR >18% | observed IA data) >80%. property in Bicycle Therapeutics.



