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EA8212 BRIDGE is a phase 3 randomized trial comparing BCG vs GemDoce for BCG naive
high-risk non-muscle-invasive bladder cancer. This article provides an explanation for the
rationale of the clinical trial and details the study design.

1.

Background

For more than 40 yr, transurethral resection of bladder tumor (TURBT) followed

by intravesical bacillus Calmette-Guérin (BCG) immunotherapy has been the standard
treatment for patients with newly diagnosed high-risk non-muscle-invasive bladder cancer
(NMIBC).

Although BCG may provide long-term recurrence free survival for some patients, 30-50%
will experience disease recurrence within 2 yr of receiving BCG [1]. There is no accepted
standard second-line medical therapy that is curative in the majority of patients, and thus
many will undergo radical cystectomy. In addition, while BCG is well tolerated in the
majority of patients, it is associated with both local and systemic toxicity, which can

lead to BCG intolerance and early termination of treatment. Furthermore, worldwide BCG
shortages have acutely impacted patient care and outcomes and are anticipated to lead to
subsequent progression of disease [2].

Few trials in the past 30 yr have directly challenged BCG hegemony, largely because

of its efficacy, with contemporary studies suggesting 12-mo high-grade recurrence-free
survival (RFS) rates of 81-89% [3,4]. However, because of BCG shortages, toxicities
causing intolerance, and imperfect efficacy, there is a clear need to find effective alternative
therapies.

2. GembDoce

Single-agent intravesical gemcitabine chemotherapy has been used for bladder cancer for
more than four decades. A randomized trial that evaluated gemcitabine vs one-third strength
BCG (n=120) for intermediate-risk NMIBC found no significant differences in recurrence
or progression rates [5]. Furthermore, in a prospective randomized trial for patients with
BCG-exposed NMTBC (7= 80), gemcitabine was associated with a 1-yr RFS rate of 47%,
in comparison to 13% for a second induction course of BCG [6]. Similarly, single-agent
docetaxel has been studied in several single-arm trials for BCG-exposed and unresponsive
NMIBC, with a 1-yr RFS rate of 40% reported [7].

Since 2015, when the first retrospective study of combination intravesical gemcitabine

and docetaxel (GemDoce) was published, this regimen has been increasingly used for
BCG-exposed NMIBC, with multiple studies citing its efficacy as second-line therapy [8].
During BCG shortages, many urologists have turned to GemDoce as an alternative, allowing
for the generation of preliminary data. In a retrospective single-institution study of 107
patients with BCG-naive NMIBC, the 2-yr RFS rate was 82% [9]. A phase 2 prospective
single-center study evaluating intravesical GemDoce for patients with BCG-naive NMIBC
revealed similar findings. With study accrual of all 25 patients having been completed, the
3-mo complete response (CR) rate was 100% (25/25) and the 12-mo CR rate for evaluable
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patients was 82% (14/17) [10]. Taken together, preliminary data regarding GemDoce for
BCG-naive NMIBC justify an expanded phase 3 randomized trial.

3. ECOG-ACRIN EA8212 (BRIDGE): study design

ECOG-ACRIN EA8212 is an ongoing phase 3 randomized trial evaluating intravesical BCG
versus intravesical GemDoce for high-grade BCG-naive NMIBC. Eligible patients include
adults aged >18 yr with BCG-naive high-grade NMIBC (HG Ta, carcinoma in situ [CIS], or
HG T1) without a history of urethral or upper tract urothelial cancer. Key exclusion criteria
include the presence of sarcomatoid, plasmacytoid, micropapillary, or neuroendocrine
variant histology, and prior intravesical chemotherapy other than perioperative use at the
time of TURBT.

Patients are randomized to one of two treatment arms (Fig. 1) stratified by the presence

of CIS, papillary disease, or concurrent CIS and papillary NMIBC (870 patients). Patients
randomized to arm A will receive intravesical gemcitabine (1 g/50 ml normal saline [NS])
and docetaxel (40 mg/50 ml NS) weekly for 6 wk, with monthly maintenance for 2 yr.
Patients randomized to arm B will receive intravesical BCG with a standard 6-wk induction
course followed by 3-wk maintenance courses at 3, 6, 12, 18, 24, 30, and 36 mo. Similar to
contemporary trials in this space, a mandatory biopsy for CIS patients will be performed at
month 6.

The primary objective is to assess whether event-free survival for GemDoce is noninferior
to that with standard BCG for patients with BCG-naive high-grade NMIBC. Critical to

the trial will be an understanding of the difference in patient experience between the

two agents. Thus, a key secondary objective is to compare changes in cancer-specific and
bladder cancer—specific quality of life. Other secondary objectives are to assess safety and
toxicity and determine cystectomy-free and progression-free survival. The trial is being

run through the National Clinical Trials Network and is available for all National Cancer
Institute—funded Eastern Cooperative Oncology Group members to open to enroliment. The
first patient was enrolled on February 7, 2023.
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Key Eligibi TURBT tumor stage:
1. High Grade NMIBC 1. Pure CIS
(HgTa, CIS, HGT1) 2. Pure Papillary (HgTa
2. No prior BCG —3{ orHGT1)disease
3. No history of prostatic 3. C"".E“eg.ts and
urethral or upper tract fg{’s'ﬂ_?‘ T
urothelial cancer CIS+HGT1)

Accrual = 870

Fig. 1-.

Y

o

= O

v

Arm A: GEMDOCE'

Frequency

» Intravesical GEMDOCE once a week
for six consecutive weeks during
Induction followed by monthly
GEMDOCE instillations during
Maintenance for 2 years

Dosing

+ Gemcitabine 1g in sodium chloride
0.9% 76.3 mL followed by

+ Docetaxel 40mg in sodium chloride
0.9% 54 mL
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Arm B: BCG!

Frequency

» Intravesical BCG once a week for six
consecutive weeks during Induction
followed by BCG instillations during
Maintenance once a week for 3

consecutive weeks at months 3, 6, 12,

18, 24, 30 and 36 months

Dosing

+ BCG 50 mg in sodium chioride 0.9%
50mL

Study schema. BCG = bacillus Calmette-Guérin; CIS = carcinoma in situ; HG high grade;
NMIBC = non-muscle-invasive bladder cancer; TURBT = transurethral resection of bladder

tumor.
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