Efficacy of talazoparib and avelumab as a maintenance treatment in patients with advanced/metastatic urothelial carcinoma (mUC) whose disease did not
progress after a first-line platinum-based chemotherapy (PBCT): The GETUG-TALASUR trial.
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BACKGROUND OBJECTIVES FLOW-CHART POPULATION TREATMENT ADJUSTMENT

Avelumab, an anti-PDL1 antibody, is the standard MAIN OBJECTIVE 50 patients enrolled in 13 French centres Patients characteristics at Talazoparib

maintenance treatment after a 1%t line platinum-based || * Efficacy, defined as progression-free survival from June 2021 to July 2023 inclusion Dose reduction — n (%) 25 (53.2%) 0 (0%)

chemotherapy (PBCT) IN patients with (PFS) of a maintenance treatment combining Screened population Age (y) - median (min-max) 69 (40-82) Definitive interruption n (%) 32 (6.3%) 2° (4.3%)

. . . Talazoparib and Avelumab In patients with _n (©
advanced/metastatic urothelial carcinoma (mUC). P P N=57 Sex - n (%) @ Grade 4 thrombocytopenia, grade 3 asthenia, grade 3 renal failure

locally advanced/metastatic urothelial carcinoma Male 37 (78.7%) b Grade 3 interstitial lune d
S C _ _ _ : g disease, grade 2 nausea
Talazoparib is an oral PARP inhibitor already approvec with a stable or objective response to a Female 10 (21.3%)

In BRC_:A mutated breast cancer. Based on preclinica platinum-based chemotherapy. + ccreen failure performans status - n (%)
and clinical data of the synergy between PARP anc SECONDARY OBJECTIVES 0 14 (29.8%) SAFETY

Immune checkpoint inhibitors, this single-arm phase | = Safety profile of the combination 1 33 (70.2%)

ial aimed to assess the efficacy of Talazoparib plus {] = Overall survival (OS) < PoPuiSiny 1st-line chemotherapy - n (%) Most common Talazoparib and/or Avelumab related AEs
Avelumab combination as a maintenance treatment in = Obijective response rate (ORR) N=50

. . . . Carboplatin 25 (53%)
patients with mUC who obtained obje_cnve response ANCILLARY TUMOR ANALYSIS 3 patients not treated Cisplatin 22 (47%) e 2
(OR) or stable disease (SD) after a 15t -line PBCT. = Exploration of HRD status and gene mutations " 1in1freat'|gatﬂr d_ec:iain:un Best tumoral response - n (%)
= 1 missed deadline W All grade

60%
= 1 not available reason Complete response 5 (10-9%)

STUDY DESIGN Partial response 15 (32.6%)
Assessable for efficacity Stable disease 24 (52.2%)
Multicenter, single arm phase Il trial* N=47 Not assessable 2 (4.3%) 40%

STUDY POPULATION

 Platinum-sensitive metastatic or locally advanced Statistical considerations 0
urothelial carcinoma EFFICACY 20%

. SAMPLE SIZE
» Stage IV disease We used a one arm survival desian. considering a After a median follow-up of 17.3 months (95% CI : 2-36),
* Having received platinum-based chemotherapy median PFS from start of combinged’ treatment c?f
* Stable disease (SD) or partial response (PR) or | - Disease progression (PD): 33 patients (70%) 0%
complete response (CR) to chemotherapy * 4 months as unacceptable (H, hypothesis) | Progression-Free Survival - ed
+ All comers patients - 7 months as expected (H, hypothesis) — Death: 24 patients (51.1%) oo
° 0 0
TREATMENT SCHEDUL E Alpha level of 5% and power of 80%. i 1
Patients enrolled within 8 weeks after the last dose of > 45 assessable patients required. ~ Median overall survival : 29.9 months g .
chemotherapy o | | = e Immune-related AEs Grade
Combined treatment start within 28 days after inclusion. - To anticipate 10% of non-assessable patients, Objective response rate (ORR) R e B Interstitial lung disease )
» Talazoparib dosage we planned to enroll 50 patients overall over 18 9 | .
1 mg orally once daily in a 28-day cycle. | months of inclusion. Response  n=47 : £ 3 Immune-related AEs Gro.3 Nausea 2
In case of mild renal impairment (CLcr < 30-59 mL/min) 10 (22.2%) 8 o : L were reported in 6 pts  Infusion related reaction 2
at inclusion, patients received the daily dose of 0.75 mg. 1 (2.2% £ ! .
| VG DECISION CRITERIA a . Hyperglycemia )
Dose adjustments for toxicities: S Th " hould be | N 23 (51.1%) :
1st dose reduction: 0,75 mg/day The median PFS s LB onger than 5.9 0 P | | | | | | | Hyperlipasemia 2&3
2nd dose reduction: 0,5 mg/day months to conclude to efficacity. 11 (24.4%) 0 5 10 T:;E (monztis] 25 30 35
3rd dose reduction: 0’25 mg/day *2 not assessable for response evaluation At Rick 47 - . 0 , . 1 1
Cum. Events 0 21 34 35 36 37 37 37

» Avelumab dosage Median duration of response : 9.6 months

800 mg per IV route, on D1 and D15, in a 28-day cycle.
No dose adaptation

ANCILLARY TUMOR ANALYSIS

17 avallable tumor samples :

CONCLUSIONS

Talazoparib plus Avelumab In maintenance treatment of advanced/metastatic urothelial carcinoma

Inclusion criteria
* Metastatic / locally advanced urothelial

carcinoma CR
mp | -
* At least 4 cycles of platinum chemotherapy 5D

(platinum / gemcitabin or MVAC)

- 2 tumor samples (12%) BRCA mutated
- 5 tumor samples (29%) with high HRD (nLST=15)

did not reach the 5.9 months expected PFS threshold. Results are consistent with the clinical

Until progression
Or discontinuation
For any cause

Talazoparib +

) BT

outcomes of Avelumab monotherapy reported in the JAVELIN bladder100 trial* and are not in

Avelumab

No link was observed with clinical outcomes.

favor of adding PARPI to Avelumab in this mUC population.
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