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Cycle 1 Cycle 2 Cycle 3 Cycle 4

IF CR / Non-CR

Treatment
Detalimogene voraplasmid (EG-70) 0.8 mg/mL in 50 mL solution instilled

intravesically via a catheter (retention time 60 minutes) delivered over
four 12-week cycles on Weeks 1, 2, 5 & 6 per cycle

 
 

Treatment evaluation
Response will be assessed by cystoscopy, urine cytology, biopsy:
• At end of Cycle 1, if CR, or non-CR due to persistent CIS or recurrent high grade

Ta disease, continue with Cycle 2. Discontinue if PD

• After Cycle 2, only patients with a CR will continue for up to 2 more cycles,
discontinuation will occur if there is persistent, recurrent or progressive disease 

• If CR at Cycle 4, continue to maintenance treatment

IF CR IF CR

Endpoints:
• Primary: Efficacy (CR at 48 weeks), safety
• Secondary: PFS, RFS, CR at end of each cycle and overall treatment, investigator

assessed CR (at 48 weeks), DOR, cystectomy-free survival, HRQOL
 

• Exploratory:
 
ADA, PK, biomarkers

Post-treatment:
• Duration or response

• Subsequent treatment / cystectomy

Maintenance treatment
Follow-up

• If CR at end of Cycle 4, continue with
detalimogene IVI on Weeks 1, 2 of each
12-week cycle, up to 4 additional cycles

• If CR at Cycle 8, either continue for up
to 4 additional cycles or enter follow-up

Key eligibility criteria
• Persons ≥18 years of age
• ECOG Performance Status 0, 1, 2
• Ineligible for, or electing not to undergo, cystectomy
• Adequate bladder function with ability to retain study drug for ≥60 minutes

 

BCG-unresponsive NMIBC with CIS* (n≈100) 

• Persistent/recurrent high-grade disease (Ta, T1, or TIS) within 12 months of
receiving ≥1 course of intravesical BCG (≥5 of 6 induction), and ≥2 maintenance
or re-induction doses

• PIVOTAL COHORT 

BCG-unresponsive HG Ta/T1 papillary disease without CIS (n=90)
• NMIBC HG Ta/T1 tumor(s) with persistent disease within 12 months of treatment

or a recurrence within 6 months of completion of adequate BCG therapy
(as noted for Cohort 1)  

BCG-naïve NMIBC with CIS* (n=30)
• No prior treatment with BCG or treatment with intravesical BCG >5 years prior to

enrollment, but may have previously been treated with at least 1 dose of intravesical
chemotherapy following TURBT

BCG-exposed NMIBC with CIS* (n=70)
• Incomplete BCG treatment (≥1 dose and less than the (5+2) doses required for

adequate dosing per Cohort 1)
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Introduction
● �Bladder-sparing therapies for high-risk non-muscle invasive bladder cancer (NMIBC) address an important 

unmet need (Figure 1).1–4

● �Detalimogene voraplasmid is a novel, investigational, non-integrating, non-viral, genetic medicine-based 
immunotherapy carrying a plasmid that simultaneously expresses IL-12 and regulators of RIG-I (Figure 2):

   – �Stimulates innate and adaptive immunity.
   – �Promising efficacy demonstrated in high-risk NMIBC, while minimizing the risk of systemic toxicities.
   – �Lyophilized powder easily reconstituted in clinic with sterile water—no special handling and no ultra-cold 

chain storage required.
   – �Intravesical administration via a catheter.
● �The ongoing Phase 1/2 LEGEND study (ClinicalTrials.gov: NCT04752722) continues to investigate the 

safety and efficacy of detalimogene voraplasmid in patients with high-risk NMIBC:
   – �Phase 1 is now complete; treatment with detalimogene voraplasmid resulted in a 73% complete response 

rate at any time and a promising safety and tolerability profile.5,6

   – �Here we describe the ongoing Phase 2 portion of the study.

Figure 3: LEGEND Phase 2 study design

● No Grade 3 or Grade 4 treatment-related adverse events (TRAEs)
● No patient discontinuations due to TRAEs
● Promising safety and tolerability profile
● TRAEs were reversible and largely consistent with catheterization

Figure 1: Bladder-sparing therapies for high-risk NMIBC address an important 
unmet need

Figure 2: Detalimogene voraplasmid (EG-70): non-viral activation of both innate 
and adaptive immunity
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Intravesical Bacillus Calmette-Guérin (BCG) is
the gold-standard treatment for high-risk NMIBC

Half of patients experience recurrence and/or 
progression after BCG treatment and are 

considered BCG unresponsive3

Radical cystectomy remains a standard of care after BCG failure4 
Options for patients with high-risk NMIBC remain limited especially with BCG failure or shortage
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*NMIBC with CIS with or without coexisting papillary (Ta/T1 tumors), Protocol requires re-resection of T1 tumors prior to enrollment
ADA, anti-drug antibodies; BCG, Bacillus Calmette-Guérin; CIS, carcinoma in situ; CR, complete response; DFS, disease-free survival; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HRQOL, health-related quality of life; IVI, intravesical instillation;
NMIBC, non-muscle invasive bladder cancer; PD, progressive disease; PFS, progression-free survival; PK, pharmacokinetics; RFS, recurrence-free survival; SD, stable disease; TURBT, transurethral resection of bladder tumor

Data relate to 3m and 6m efficacy-evaluable patients available as of September 13, 2024; *BCG-unresponsive with CIS
KM, Kaplan-Meier analysis; CR, complete response

LEGEND Phase 1/2 clinical study
● �Phase 1 of the pivotal LEGEND study (NCT04752722) evaluated the safety and efficacy of detalimogene 

voraplasmid in patients with high-risk NMIBC:
   – �Phase 1 patient population: BCG-unresponsive NMIBC with CIS (n=24).
   – �Detalimogene voraplasmid dosing: 2 or 4 doses over a 12-week cycle at three different dose levels.
   – �Primary endpoint: safety; secondary endpoint: efficacy at 3 months.
   – �Phase 1 is now complete; the recommended Phase 2 dose is 0.8 mg/mL via intravesical instillation, 4 

doses/12-week cycle.
● �Treatment resulted in a 73% complete response rate at any time and a promising safety and tolerability 

profile.5,6

● �This poster presents preliminary outcomes from Cohort 1 (BCG-unresponsive with CIS) of the 
Phase 2 pivotal portion of the LEGEND trial (Figure 3), which opened to enrollment in May 2023.

Figure 4: LEGEND Phase 2 Cohort 1 (BCG-unresponsive NMIBC with CIS): Preliminary efficacy results
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Table 1. LEGEND Phase 2 Cohort 1 (BCG-unresponsive NMIBC with CIS):
Patient demographics

Table 2. Phase 2 treatment-related adverse events

Baseline characteristic n=21

Sex, n (%)
Male
Female

15 (71.4)
6 (28.6)

Age, years
Mean (SD)
Median (range)

72.7 (9.4)
74 (59–92)

Age categories, n (%)
≤65
>65

6 (28.6)
15 (71.4)

Ethnicity/race, n (%)
White
Black
Non-Hispanic

20 (95)
1 (5)

21 (100)

ECOG, n (%)
0
1

19 (90.5)
2 (9.5)

BCG doses
Median
Range

11
8–33

Tumor stage, n (%)
T1 + CIS
Ta + CIS
CIS

3 (14.3)
3 (14.3)

15 (71.4)

Demographic data relate to 3m and 6m efficacy-evaluable patients available as of September 13, 2024

(N=42*) Any Grade Grade 1 Grade 2 Grade 3 Grade 4/5

Patients with ≥1 TRAE 20 (47.6%) 17 (40.5%) 9 (21.4%) 0 (0) 0 (0)

TRAE reported in >10% patients:
Bladder spasm
Dysuria
Fatigue
Pollakiuria

8 (19.0%)
9 (21.4%)
5 (11.9%)
5 (11.9%)

4 (9.5%)
8 (19.0%)
3 (7.1%)

5 (11.9%)

4 (9.5%)
1 (2.4%)
2 (4.8%)

0 (0)

0 (0)
0 (0)
0 (0)
0 (0)

0 (0)
0 (0)
0 (0)
0 (0)

TRAE, treatment-related adverse event
*Across all dosed patients in all LEGEND Phase 2 cohorts as of September 13, 2024 data cut-off
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Conclusions
● �Preliminary data from the ongoing pivotal Phase 2 portion of the LEGEND study (n=42) suggest a 

promising safety/tolerability profile, with TRAEs that were largely consistent with instrumentation/
intravesical administration.

● �71% of patients dosed with detalimogene achieved a CR at any time:
   – �67% achieving a CR at 3 months
   – �47% achieving a CR at 6 months
● �The LEGEND trial (ClinicalTrials.gov: NCT04752722) is now enrolling                                                

patients in multiple cohorts with a target accrual of ~300 patients.


