
New options in the adjuvant setting
including ctDNA

Teresa Alonso Gordoa, MD PhD

Medical Oncology Department

Hospital Universitario Ramón y Cajal

Madrid



Dr. Alonso Gordoa financial interests: 

Personal conflicts of interest Scientific consultancy role (speaker and advisory roles) from 
Lilly, Ipsen, Bayer, Johnson & Johnson, Astellas, Eisai, Advanced Accelerator Applications, 
MSD, BMS, Pfizer. 

Research support Research grants from IPSEN, Johnson & Johnson.



Why do we need perioperative treatment in MIBC

Stein H et al. JCO 2001

Shariat S et al. J Urol 2006

888 consecutive patients with bladder TCC

3 academic centers in US





Adjuvant treatment chemotherapy-based.

Advanced Bladder Cancer (ABC) Meta-analysis Collaborators Group. Eur Urol 2021

S. Burdett, et al. European Urology 2022 (10 trials, n=1183)

Trial Accrual years N Stage Treatment Control arm

Skinner* 1980-88 102 pT3-pT4, pN+, M0 Cystectomy + 4c of CAP Cystectomy

Bono 1984-87 90 pT2-pT4a, pN0, M0 Cystectomy + 4c of Cisplatin

+ Methotrexate

Cystectomy

Studer* 1984-89 91 pT1 (grade 2)-pT4, pN1–2, M0 Cystectomy + 3c of cisplatin Cystectomy

Stockle*, Lehmann* 1987-90 49 pT3b-pT4a, pN+, M0 Cystectomy + 3c of MVEC 

or MVAC

Cystectomy

Otto 1993-99 108 pT3, N1–2, M0 Cystectomy + 3c of MVEC Cystectomy

Stadler* 1997-2006 114 pT1-pT2, pN0, M0 (all p53+) Cystectomy + 3c of MVAC Cystectomy

Freiha* 1986-93 51 pT3b-pT4, any pN, M0 Cystectomy + 4c of CMV Cystectomy + (same) CT on relapse

Cognetti* 2001-07 194 pT2 (grade 3) pT3-pT4, pN0–2, 

M0

Cystectomy + 4c GC Cystectomy + (same) CT on relapse

Sternberg* 2002-14 284 pT3-pT4 or pN1–3, M0 Cystectomy + 4c of: MVAC, 

high-dose MVAC or GC

Cystectomy + 6 cycles (same) CT on

relapse

Zhegalik 2007-13 100 pT3-pT4 and/or pN+, M0 Cystectomy + 2c of GC Cystectomy + (same) CT on relapse

CISPLATIN-BASED

*Stop early



Adjuvant treatment chemotherapy-based

Advanced Bladder Cancer (ABC) Meta-analysis Collaborators Group. Eur Urol 2021

S. Burdett, et al. European Urology 2022 (10 trials, n=1183)

Meta analysis 10 randomized clinical trials (1183 

participants)

5 year-OS 56% vs 50% (HR 0.82; 0.70 – 0.96)

The effect (Non-stratified) of adjuvant chemotherapy on overall survival
Limitation in recruitment, treatment schedules, 

treatment compliance, and in the profile of eligible 

patients to cisplatin-based therapy



Adjuvant treatment with PD-1/PD-L1 inhibitors

Nadal R and Apolo A. Curr Treat Options Oncol. 2018

DFS: Yes

DFS: Yes

DFS: No

OS: No



CHECKMATE 274

Bajorin D et al. ASCO GU 2021

43%

N+=47%

pT2=18%

pT3=58%

pT4a=16%



Galsky M, et al. J Clin Oncol. 2025 Jan;43(1):15-21.

PRIMARY ENDPOINT: DISEASE FREE SURVIVAL (3 YEAR MEDIAN FUP)

ITT PD-L1 ≥ 1%

CHECKMATE 274



SECONDARY ENDPOINT: OVERALL SURVIVAL (3 YEAR MEDIAN FUP)

ITT PD-L1 ≥ 1%

Galsky M, et al. J Clin Oncol. 2025 Jan;43(1):15-21.

CHECKMATE 274



CHECKMATE 274IMPACT OF NEOADJUVANT TREATMENT

Milowsky MI, et al. ASCO GU 2025



AMBASSADOR

Apolo A, et al. ASCO GU 2024

Second interim DFS analysis = 319

Second interim OS analysis = 257



AMBASSADOR

Apolo A, et al. ASCO GU 2024

Started enrollment Sept 2017

Closed to accrual Aug 2021



AMBASSADOR

Apolo AB, et al. N Engl J Med. 2025 Jan 2;392(1):45-55.

CO-PRIMARY ENDPOINTS: DISEASE FREE SURVIVAL (45 MONTHS MEDIAN FUP)



AMBASSADOR

Apolo AB, et al. N Engl J Med. 2025 Jan 2;392(1):45-55.

DISEASE FREE SURVIVAL ACCORDING TO PD-L1 STATUS



AMBASSADOR

Apolo AB, et al. N Engl J Med. 2025 Jan 2;392(1):45-55.

PRIMARY ENDPOINT: DISEASE FREE SURVIVAL SUBGROUPS



IMVIGOR 010

Hussain M, et al. ASCO 2020, Abstract #5000

Stratification factors

• Number of LNs resected (< 

10 vs ≥ 10)
• Tumor stage 

(≤ pT2 vs pT3/pT4)

• Prior NAC (Yes vs No)

• LN status (+ vs – )

• PD-L1 statusa

(IC0/1 vs IC2/3)

Key eligibilitya

• High-risk MIUC (bladder, renal pelvis, ureter)
• Radical cystectomy/nephroureterectomy with LN 

dissection within ≤ 14 weeks 
– ypT2-T4a or ypN+ for patients treated with NACb

– pT3-T4a or pN+ for patients not treated with NACb 

• No postsurgical radiation or AC

• If no prior NAC given, patient had to be ineligible for, or 

declined, cisplatin-based AC

• ECOG PS 0-2

• Tissue sample for PD-L1 testing

R 
1:1

Atezolizumab 
1200 mg q3w

(16 cycles or 1 year)

Observationc q3w

Disease recurrence/ 
survival follow-up

Tumor assessments: q12w 

for years 1-3,

(q24w for years 4-5

and at year 6)

No crossover allowed

• Primary endpoint: DFS (ITT population)

• Key secondary endpoint: OS (ITT population)

• Exploratory analyses: Biomarkers including PD-L1 status

• Safety

AC, adjuvant chemotherapy; DFS, disease-free survival; ITT, intention to treat; LN, lymph node; MIUC, muscle-invasive UC. a Protocol amendments broadened eligibility to “all-comers” (initially, only PD-L1–
selected patients were enrolled [IC2/3: PD-L1 expression on tumor-infiltrating immune cells (IC) ≥ 5% of tumor area [VENTANA SP142 IHC assay]) and to patients with MIUC (initially, only patients with muscle-

invasive bladder cancer were enrolled). b Upper-tract UC staging: ypT2-4 or ypN+ (with NAC) and pT3-4 or pN+ (without NAC). c Alternating clinic visits and phone calls.

Completed treatment: A 

51% vs O 50%%



Prespecified exploratory analysis of ctDNA

– Measure ctDNA status at C1D1 

and C3D1 using a personalized assay

– Evaluate potentially prognostic 

and/or predictive roles of ctDNA(+) 

and ctDNA clearance in IMvigor010

– HRs determined by univariate Cox proportional-hazards 

model, unless otherwise indicated

– P values are for descriptive purposes and only 

shown for prespecified analyses

809 patients in IMvigor010 ITT population

• Atezolizumab (n=406)

• Observation (n=403)

581 biomarker-evaluable patients

(72% of ITT population)

Observation (n=281)
ctDNA(+): 98 (35%)

ctDNA(–): 183 (65%) 

Atezolizumab (n=300)
ctDNA(+): 116 (39%)
ctDNA(–): 184 (61%) 

222 with unevaluable tumour, matched 

normal or C1D1 plasma sample

6 did not pass plasma QC

ctDNA positivity was associated with nodal status (P<0.001)
Powles T, et al. ESMO IO 2020

CONTACTO SIGNATERA IMVIGOR 010



809 patients in IMvigor010 ITT population

• Atezolizumab (n=406)

• Observation (n=403)

581 biomarker-evaluable patients

(72% of ITT population)

Observation (n=281)
ctDNA(+): 98 (35%)

ctDNA(–): 183 (65%) 

Atezolizumab (n=300)
ctDNA(+): 116 (39%)
ctDNA(–): 184 (61%) 

222 with unevaluable tumour, matched 

normal or C1D1 plasma sample

6 did not pass plasma QC

Powles T, et al. ESMO IO 2020
Powles T, et al. Eur Urol. 2024 Feb;85(2):114-122.

IMVIGOR 010



IMVIGOR 010: ANALYSIS AT BASELINE

Powles T, et al. Eur Urol. 2024 Feb;85(2):114-122.

Kaplan-Meier estimate of OS with atezolizumab 
versus observation in subgroups defined by 

baseline ctDNA status

Kaplan-Meier estimates of OS with atezolizumab 
versus observation in patients positive for ctDNA

by baseline PD-L1 status

mOS=29.8 m (A) vs 14.1 m (P); HR 
0.59 [95% CI 0.42–0.83]

HR 1.38 [95% CI 0.93– 2.05]

mOS = 18.7 m (A) vs 16.3 m 
(P); HR 0.75 [95% CI 0.49–

1.16]

mOS = 42.0 m (A) vs 13.5 m 
(P); HR 0.51 [95% CI 0.30–

0.85])

IHC 

2/3

IHC 

0/1



IMVIGOR 010: ANALYSIS DURING ADJUVANT TREATMENT

Powles T, et al. Eur Urol. 2024 Feb;85(2):114-122.

mOS = 60.0 m (95% CI 35.5–NE)

mOS = 34.3 m (95% CI 15.2–NE)

mOS = 19.9 m (95% CI 16.4–32.2)



IMVIGOR 011

Jackson-Spence F, et al. Future Oncol. 2023 Mar;19(7):509-515.



IMVIGOR 011

Powles T, et al. EAU 2024



IMVIGOR 011

Powles T, et al. EAU 2024



A032103 (MODERN) TRIAL

Clinical Trials.gov

• ≥ypT2 and/or ypN+ after cisplatin based NAC

• ≥ pT3 and or pN+ without prior NAC and cisplatin
ineligible.

Pre-registration:
ctDNA testing

Nivolumab + 
Relatlimab x 1 year

Nivolumab x 1 year

R

Cohort A
ctDNA+

Nivolumab x 1 year

Cohort B
ctDNA-

R

Nivolumab + 
Relatlimab x 1 year

Nivolumab x 1 year

Surveillance Nivolumab x 1 year

Seamless phase 2/3

Phase 3 non inferiority

Endpoint: Disease Free 

Survival

Endpoint phase 2: 

ctDNA clearance

Endpoint phase 3: 

Overall Survival

ctDNA+



Surgery (+/-NAC+/-IO)

Surgery (+/-NAC+/-IO)

Adjuvant IO or Escalation

No adjuvant or De-escalation

Standard Of Care

Adjuvant IO or Escalation

No adjuvant or De-escalation

Standard Of Care

Standard Of Care

ctDNA baseline

ctDNA baseline





ctDNA IN OTHER SOLID TUMORS



ctDNA IN CLINICAL PRACTICE



Galsky M et al. ASCO 2021

Can we orientate perioperative treatment by genomical 

features?



Adjuvant treatment: patients` preferences

King-Concialdi K, et al. Patient Preference and Adherence 2023 Sep 8:17:2237-2248.



Conclusions

• Adjuvant treatment based on PD-1 inhibitors, has demonstrated a statistical and clinically 
significant benefit in DFS with a trend to improve OS (nivolumab/Checkmate 274, limitations 
from pembrolizumab/AMBASSADOR trial). 

• Candidate for adjuvant IO treatment are those patients: 

• ypT2-T4a/N+ after cisplatin-neoadjuvant treatment

• pT3-4a/N+ (no NA or not candidate to cisplatin-based adjuvant treatment) → Waiting 
data on perioperative randomized studies directed to cis-ineligible patients. 

• PD-L1 expression

• ctDNA is a prognostic biomarker in MIBC.

• ctDNA detection and dynamics are important in this disease—currently informative but with 
many potential clinical applications in the future clinical context.



MUCHAS GRACIAS POR SU ATENCIÓN
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