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Introduc n

Detalimogene voraplasmid (EG-70)

Introduction Methods: LEGEND Phase 2 study design

Figure 2. Detalimogene voraplasmid mechanism of action

Innate immune system activation: dual RIG-I agonists

• Combination of NK cell stimulation and suppressor cell
attenuation promotes tumor killing

• Stimulates T-cell recruitment and neo-antigen
presentation

Adaptive immune system activation: secreted IL-12

• T-cell dependent cytokine response promotes tumor 
killing, immune memory

• Bladder-restricted production has potential to drive
strong therapeutic effect while reducing potential for 
systemic adverse events

Detalimogene voraplasmid is designed to 
eradicate tumors via synergistic stimulation 

of specific innate and adaptive immune 
responses localized to the bladder

Schematic created using BioRender.com
IL-12, interleukin 12; NK, natural killer;

•   Bladder-sparing therapies for high-risk non-muscle invasive bladder cancer (NMIBC) address an important unmet need
   (Figure 1).1–4

RIG-I, retinoic acid-inducible gene I

.

•   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 (Figure 3).
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 1. Bladder-sparing therapies for high-risk NMIBC address an important unmet need

Figure 3. Detalimogene voraplasmid is designed to meet the practice needs of community
urologists and high-volume urology clinics

Product profile designed for ease of use at point of care

• No isolation, urine bleaching, or contact-avoidance protocols

• Avoids infection risk commonly attributed to use of indwelling devices

Simplified preparation & administration

No specialized storage & handling requirements

Reduced patient & clinic burden

• Lyophilized powder reconstituted in sterile water, stability at room 
temperature

• Common storage in standard freezers; no –80°C requirement

• No infectious/potentially immunogenic virus/microbe in product

• No extended vial thaw; no pre-medication required

• Simple IVI administration of 50 mL volume; 60 minutes bladder 
dwell time; no detergent or bladder wash steps

• Universal biosafety precautions not required for preparation or use

Current status

participating sites

Additional sites, 
including USA, 

Canada, Europe and 
Asia, opening soon!

Summit Health-New Jersey Urology
Emory University Hospital
University of Texas Southwestern Medical Center
University of Minnesota
Urological Associates of Southern Arizona
American Institute of Research (Urology Group S. California)
Tower Urology
University of Cincinnati Cancer Center
University of Florida (UF) Jacksonville
Chesapeake Urology Associates
Carolina Urologic Research Center
USC Medical Center/Norris Comprehensive Cancer Ctr
University of North Carolina Chapel Hill
Medical College of Wisconsin
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Product profile designed for ease of use at point of care 

• No isolation, urine bleaching, or contact-avoidance protocols

• Avoids infection risk commonly attributed to use of indwelling devices

Simplified preparation & administration

No specialized storage & handling requirements

Reduced patient & clinic burden

• Lyophilized powder reconstituted in sterile water, stability at room 
temperature

• Common storage in standard freezers; no –80°C requirement

• No infectious/potentially immunogenic virus/microbe in product

• No extended vial thaw; no pre-medication required

• Simple intravesical instillation administration of 50 mL volume;
60 minutes bladder dwell time; no detergent or bladder wash steps

• Universal biosafety precautions not required for preparation or use
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Non-muscle
invasive bladder 
cancer (NMIBC)2

Bladder cancer

~10%
have carcinoma

in situ (CIS)2

Muscle-invasive
or advanced 
bladder cancer
(MIBC)2

In 2025, there
will be nearly

85,000
estimated new
bladder cancer

cases1

In 2025, there 
will be over 

17,000
estimated deaths
due to bladder

cancer1

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

80%

20%

*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

Phase 1: Completed

Phase 2: Ongoing

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
•
• ECOG Performance Status 0, 1, 2
• Ineligible for, or electing not to undergo, cystectomy
•

BCG-unresponsive NMIBC with CIS*
• Persistent/recurrent high-grade disease (Ta, T1, or TIS) within 12 months of

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

adequate dosing per Cohort 1)

LEGEND
ClinicalTrials.gov
NCT04752722
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