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Background:
BC-819 is an intravesical gene therapy consisting of a
recombinant DNA construct which delivers a lethal
cellular toxin, engineered from diphtheria, specifically
to malignant cells in the bladder. In this study we
tested the feasibility of administering BC-819 in
combination with BCG with the goal of improving
outcomes for patients with NMIBC.
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Results:
38 Caucasian patients were included in the intent-totreat population; 16 in A, 6 in S, and 16 in TW
cohorts. The median follow-up is 18-mo. The mean
age was 69 years (±11.3), 92% were males. 29% had
prior BCG. 16% of patients had CIS lesions, and 47%
had multiple recurrences prior to participation. In 86%
the resected tumor size ≥1.0cm. The overall median
time to recurrence (mTTR) was not reached. The 24months rates of recurrence and progression were
46% and 24%, respectively. The longest median time
to recurrence among the three schedules was in the
alternating group, but due to the small numbers of
patients in each group the best schedule could not be
determined. Therapy was associated with 5 AEs (in 5
patients; 13%) related to BC-819 (2 UTIs – 1 mild/1
moderate, 2 hematurias – both mild, 1 dysuria - mild)
and 29 related to BCG. 3 SAEs were reported, none
related to BC-819.
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Methods:
This phase II multi-center trial assessed 3 intravesical
combination induction schedules of BC-819 and BCG;
alternating (A), sequential (S), and twice weekly (TW)
for 6-12 weeks. The population included adult patients
for whom BCG was indicated. All patients underwent
transurethral resection of the bladder tumor (TURBT)
prior to study entry. The primary endpoint was safety;
recurrence was assessed as a secondary endpoint.
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Conclusions:
- These data demonstrate that administration of BC819 in combination with BCG is feasible and exhibits
clinically meaningful activity in all three induction
schedules.
- The safety profile suggests that BC-819 is well
tolerated and does not add substantial toxicity to
intravesical therapy.
- A phase 3 randomized trial of BC-819 and BCG in
patients with NMIBC is planned.

