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Backeground:

 TAPUR is a phase Il basket study that evaluates the antitumor activity of
commercially available targeted agents in patients (pts) with advanced
cancers with specific genomic alterations.

* Results of a cohort of pts with colorectal cancer (CRC) with BRCA1/2
mutations (mut) treated with talazoparib (tala) are reported.

Methods:

Study Design:

* Eligible pts: Advanced CRC, ECOG performance status (PS) 0-2, adequate
organ function, measurable disease, and no standard treatment options
available. Treatment was assigned according to pre-specified matching rules
based on genomic tests performed in CLIA-certified, CAP-accredited labs
selected by sites.

* Ptsreceived 1 mg of tala orally once daily until disease progression,
unacceptable toxicity or pt or physician choice to discontinue.

* Primary endpoint: Disease control (DC) defined by investigator assessment of
objective response (OR) or stable disease (SD) of at least 16+ weeks (wks)
duration per RECIST v1.1. Radiographic confirmation of response was not
required.

* Secondary endpoints: OR, progression-free survival (PFS), overall survival
(0OS), and toxicity per CTCAE v 4.0 are reported. For toxicity, grade 3-5 adverse
events (AEs) or serious adverse events (SAEs) at least possibly related to tala
are reported.

Statistical Methods:

* Simon’s optimal two-stage design was used to test null hypothesis of 15% DC
rate. Power of 85% and 1-sided a of 10% are based on alternative DC rate of
35%.

e If 22 of 10 pts in stage 1 have DC, 18 more pts are enrolled; otherwise, the
cohort is closed. At least 7 of 28 pts at end of stage 2 must achieve DC to
reject the null hypothesis and consider treatment worthy of further study.

Results:

e 10 pts were enrolled to stage 1 between February 2020 to June 2021. Pt
demographics and clinical characteristics are outlined in Table 1.

 Alterations: 3 pts (30%) had BRCA1 mut, 5 pt (50%) had BRCA2 mut, and 2
pts (20%) had both BRCA1/2. For most pts, the genomic test performed did
not distinguish between germline and somatic muts.

* Outcomes: All pts were evaluable for efficacy. No pts experienced
OR or SD16+, yielding a DC rate of 0% (p=1.00); the null hypothesis was not
rejected.

Conclusion: Talazoparib did not

demonstrate sufficient clinical activity in

heavily pre-treated patients with CRC
with BRCA1/2 mutations for continued
evaluation in this patient population.

Future Direction: Other treatments should be considered for

these patients, including treatments offered in clinical trials.

e Safety: 2 pts (20%) had >1 grade 3 AE at least possibly related

to treatment, including anemia and fatigue.

Table 1. Clinical Characteristics (N=10)

Characteristic

Age (Years) Median (range) 59 (51-85)
Sex Female 5 (50)
Race White 10 (100)
Ethnicity Not Hispanic or 10 (100)
Latino
ECOG PS 0 4 (40)
1 4 (40)
2 2 (20)
Prior Systemic 2 2 (20)
Regimens >3 8 (80)
Tumor Sidedness _eft 2 (20)
Right 2 (20)
Rectal 3 (30)
Undetermined 3 (30)
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Table 2: Efficacy Outcomes (N=10)

DC rate, % (1-sided 90% ClI) (p-value) 0 (0, 100) (p=1.00)
OR rate, % (95% Cl) 0 (0, 31)
Median PFS, wks (95% ClI) 8 (6, 8)
Median OS, wks (95% Cl) 24 (7, 43)

Figure 1: Best Percent Change from Baseline in Target Lesion Size (N=10)
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Waterfall plot shows response in 10 evaluable pts.
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| *For1 pt with clinical progression but no post-treatment tumor measurements, a 20% increase was assigned.
# For 1 pt who died within 30 days of last dose due to disease but with no post-treatment tumor measurements,
a 20% increase was assigned.
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1A Shrinking target lesions, but new lesions present at same evaluation.
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> Stable target lesions, but progression in non—target lesions at same evaluation.
-100 -

Figure 2: Percent Change of Tumor Burden During Treatment (N=10)
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