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Disclaimer: This is a hypothetical case for the purpose of discussions only

Views expressed are of the speaker solely. AstraZeneca is not responsible for the 
completeness and accuracy of the information being presented.

How would you 
proceed in this 
patient?

SKM, 62 Yrs, Male, K/C/o hypertension 

Clinically presented with:

• Painless haematuria for 2 months

• Increased urinary frequency and mild dysuria 
for 2 months

Physical examination was unremarkable with no 
palpable abdominal masses or suprapubic 
tenderness. P/R : Grade I prostatomegaly
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CBC: Normal

RFT: Normal (Creatinine: 0.9 mg/dl, eGFR: 75ml/min/1.73 m2)

LFT: Normal

Urine Cytology: Positive for malignant cells

USG Abdomen and pelvis

Mass lesion at the posterior wall of urinary bladder as well as dome without any back pressure changes

CT Urogram:

Thickened bladder wall in the post wall and dome

No evidence of lymphadenopathy or distant metastasis

MRI: Mass at posterior wall of UB with muscle invasion without any pelvic lymph node involvement

Cytology and Biopsy and TURBT findings:

Findings: Ulcerative lesions in the posterior wall as well as dome

Histopathology: High grade Urothelial carcinoma invading the superficial muscularis propria (ct2)

• Disclaimer: This is a hypothetical case for the purpose of discussions only

• Views expressed are of the speaker solely. AstraZeneca is not responsible for the completeness and accuracy of the information being presented.

Lab tests and Imaging studies 
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What is the stage of the tumour?
Stage II - cT2aN0M0
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Do we have to add any molecular workup at this 
stage?

Would you send samples for FGFR, PDL1, HER2?

Role of ctDNA?
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How do you usually manage MIBC?
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GC=gemcitabine-cisplatin; LN=lymph node; MIBC=muscle-invasive bladder cancer; MVAC=methotrexate, vinblastine, doxorubicin and cisplatin.
1. Fairey AS, et al. Urol Oncol. 2013;31(8):1737–1743; 2. Von der Maase H, et al. J Clin Oncol. 2000;18(17):3068–3077.

2. Images are for representation purpose only. AstraZeneca is not responsible for any copyright.

Retrospective analysis indicates neoadjuvant GC and MVAC 
have comparable efficacy, but GC is better tolerated1,2

• However, cumulative recurrence was lower with MVAC vs. GC in patients with lymph 
node-positive (LN+) disease.



  8

Would you give chemotherapy in patients 
having CrCl<50 ml/min?
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NCCN recommendation 

NCCN 5.2024 Bladder cancer guidelines. Accessed on Jan 25. Images are for representative purposes only. AstraZeneca is not responsible for 
any copyrights
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Kim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·

Images are for representation purpose only. AstraZeneca is not responsible for any copyright.

22(13):7201

Why neoadjuvant chemotherapy? Is there any 
advantage evidence?

To date, cisplatin based NAC is the SOC for MIBC, associated with 5% absolute survival benefit at 5 yrs 
and 14% relative risk
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Why perioperative treatment ?



 

Clinical Advantages: Perioperative vs Adjuvant Immunotherapy

Parameter Perioperative Immunotherapy Adjuvant Immunotherapy

Timing of Immune Activation Before surgery, higher antigen load After tumor removal, lower antigen exposure

Antigen Exposure Tumor antigens present Reduced post-surgery

T-cell Clonal Expansion Enhanced neoantigen-specific expansion Possibly suboptimal

Micrometastatic Control Early systemic effect Delayed action on micrometastases

Pathologic Response 
Assessment

Possible (pCR, MPR) Not feasible

Treatment Compliance Higher (pre-surgery) Lower (post-surgical deconditioning)

Predictive Biomarkers Enables early biomarker exploration Limited due to absence of tumor

Survival Evidence Improved EFS (e.g., CheckMate 816) Shown in select settings

Immunoediting/Memory More effective immune priming Less optimal

Drawbacks Surgical delay risk due to irAEs Generally no surgical delay



 

Summary of Landmark Trials
Tumor Type Trial Name / ID Phase Perioperative Arm Adjuvant Arm / Comparator Key Results / Findings

NSCLC CheckMate 816 III Neoadj. Nivolumab + chemo Neoadj. chemo alone ↑ pCR, ↑ EFS, better downstaging

NSCLC AEGEAN III Durvalumab + neoadj. chemo → adj. durva Chemo + placebo → placebo ↑ EFS, ↑ pCR

NSCLC IMpower030 III Atezolizumab + neoadj. chemo → adj. 
atezo

Chemo → placebo Ongoing; EFS primary

NSCLC KEYNOTE-671 III Chemo + neoadj. pembro → adj. pembro Chemo + placebo ↑ EFS, ↑ pCR

Melanoma OpACIN/OpACIN-neo II Neoadj. ipi+nivo ± adj. Adjuvant ipi+nivo ↑ T-cell response, ↓ relapse

Melanoma PRADO II Neoadj. ipi+nivo → tailored adj. Historical adjuvant 61% MPR, reduced overtreatment

Melanoma SWOG S1801 III Neoadj. + adj. pembrolizumab Adjuvant pembro only ↑ EFS (72% vs 49%)

Bladder NIAGARA III Chemo + durva → adj. durva Chemo only We are discussing

Bladder PURE-01 / ABACUS II Neoadj. atezo/pembro No adjuvant ↑ pCR, immune markers

Bladder CheckMate 274 III Adjuvant nivolumab Placebo ↑ DFS esp. in PD-L1 ≥1%

TNBC KEYNOTE-522 III Neoadj. chemo + pembro → adj. pembro Chemo + placebo ↑ pCR, ↑ 3-yr EFS

Esophageal CheckMate 577 III Adjuvant nivolumab Placebo ↑ DFS (22.4 vs 11 mo)
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1. Bajorin DF, et al. Presented at ASCO Annual Meeting; 17–19 February 2020, Virtual Congress; 2. NCT02632409. Available at: https://clinicaltrials.gov/ct2/show/NCT02632409. 

2. Images are for representation purpose only. AstraZeneca is not responsible for any copyright.

The Phase III CheckMate 274 study evaluated nivolumab vs. 
placebo for adjuvant treatment of MIBC1,2 
• Eligible patients had undergone radical surgery with or without cisplatin-based NACT 

and were at high risk

• of recurrence, irrespective of PD-L1 status1,2
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1. Bajorin DF, et al. Presented at ASCO GU Annual Meeting; 11–13 February 2021; Virtual Congress; 2. FDA. FDA approves nivolumab for adjuvant treatment of urothelial carcinoma. Available from: https://www.fda.gov/drugs/resources-information-approved-drugs/fda-
approves-nivolumab-adjuvant-treatment-urothelial-carcinoma ; 3. Bristol Myers Squibb. Bristol Myers Squibb Receives European Commission Approval for Opdivo (nivolumab) as Adjuvant Treatment for Patients with Radically Resected, High-Risk Muscle-Invasive 
Urothelial Carcinoma with Tumor Cell PD-L1 Expression ≥1%. April 2022. Available from: https://news.bms.com/news/details/2022/Bristol-Myers-Squibb-Receives-European-Commission-Approval-for-Opdivo-nivolumab-as-Adjuvant-Treatment-for-Patients-with-
Radically-Resected-High-Risk-Muscle-Invasive-Urothelial-Carcinoma-with-Tumor-Cell-PD-L1-Expression-1/default.aspx 

2. Images are for representation purpose only. AstraZeneca is not responsible for any copyright.

Patients who received adjuvant nivolumab significantly 
improved DFS vs. placebo
• DFS was similarly improved in both the ITT population and PD-L1 subgroup. AEs were 

manageable and consistent with observations from previous studies



 18 Ambassador study design

Images are for representation purpose only. AstraZeneca is not responsible for any copyright.

A031501 Ambassador study design

• Phase 2 randomised open label multicentre study of adjuvant pembrolizumab vs 
observation with patients with high risk MIBC
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Apolo et al. Ambassador  Journal of Clinical Oncology

Volume 42, Number 4_suppl

.

AMBASSADOR (ASCO-GU 2024)
• With medical f/u of 22.3 months, 

• AMBASAADOR met DFS primary endpoint, DFS HR: 0.69 (95% CI, 0.54 – 0.87); 

• But not OS primary endpoint, OS IA HR 0.98 (95% CI, 0.76 – 1.26)  

https://ascopubs.org/toc/jco/42/4_suppl
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Apolo et al. Ambassador  Journal of Clinical Oncology

Volume 42, Number 4_suppl

.

AMBASSADOR (ESMO 2024)
• With medical f/u of 44.8 months, 

• AMBASAADOR showed a consistent DFS benefit, DFS HR: 0.73 (95% CI, 0.59 – 0.90); 

DFS benefit was shown regardless of PD-L1 expression and LN status

• But did not present OS result

https://ascopubs.org/toc/jco/42/4_suppl
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NIAGARA: 
A Randomised Phase 3 Trial of Neoadjuvant 

Durvalumab Plus Chemotherapy Followed by 
Radical Cystectomy and Adjuvant 

Durvalumab in Muscle-invasive Bladder 
Cancer



 

 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

Kim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·
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NIAGARA: Study Design



 

 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

Kim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·
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NIAGARA: Baseline Characteristics (ITT)
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 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

Kim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·

NIAGARA: Event-free Survival by Blinded Independent 
Central Review (ITT)
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 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM Kim Ho et 
al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·

NIAGARA: Pathologic Complete Response (ITT)

• The planned formal analysis for pCR was not statistically significant 
(threshold for significance, p-value 0.001)

• Due to a programming error, some results of 59 evaluable samples 
were incorrectly considered non-responders rather than their true result* 

Formal analysis (Jan 2022)
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Re-analysis (Apr 2024)
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• The re-analysis showed nominal statistical significance in favour 
of the durvalumab arm

• This analysis includes the results of the 59 omitted samples     
(28 additional pCRs)*



 

 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

 Kim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·
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NIAGARA: Overall Survival (ITT)
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 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJMKim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: 
Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·

NIAGARA: EFS pCR and non pCR group
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Kim Ho et al. Perioperative Systemic Treatment for Muscle-Invasive Bladder Cancer: Current Evidence and Future Perspectives

July 2021. International Journal of Molecular Sciences·

NIAGARA: Overall survival  pCR and non pCR group
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NIAGARA: AE Summary (Safety Population)
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NIAGARA: Most Frequently Reported AEs (Overall)
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What are your thoughts on efficacy end 
points?
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Would you consider giving chemotherapy 
in patients with CrCl of 40-60 ml/min?
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What do you think about the side effect 
profile of the NIAGARA regimen? 
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How do you decide which patient should 
receive perioperative or adjuvant IO 

therapy?

Would you offer perioperative Chemo-IO in 
this patient? 
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What do you feel are the strengths and 
weakness of the NIAGARA study?



 36

 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 2024. Presidential symposia. Published on 15 Sep NEJM

Strength of NIAGARA trial

1. First Study on IO in Perioperative MIBC – Evaluates the role of immunotherapy in 
both neoadjuvant and adjuvant settings.

2. Modified Cisplatin Eligibility – Included patients with CrCl >40 ml/min, using a split-
dose regimen for CrCl 40–60 ml/min.

3. Broad Patient Inclusion – Enrolled pure UC and UC with divergent 
differentiation/histologic subtypes.

4. Practice-Changing Trial – First to demonstrate an OS benefit in the perioperative 
MIBC setting.
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 Powels T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer . Presented at ESMO 
2024. Presidential symposia. Published on 15 Sep NEJM

Limitation of NIAGARA trial

1. pCR as a Primary Endpoint – Reasonable for Phase II trials, but not yet validated as a 
surrogate for EFS/OS in neoadjuvant ICI therapy.

2. pCR vs. Survival Outcomes – Unclear if a 10% difference in pCR alone explains 
significant EFS/OS improvements.

3. Neo-Adjuvant vs. Adjuvant Impact – Study design does not distinguish the individual 
contributions of neoadjuvant vs. adjuvant therapy.

4. Need for Adjuvant Durvalumab – Should all patients, including ypT0/Tis/T1N0, receive 
adjuvant durvalumab?

5. Role of ctDNA – Could ctDNA incorporation guide treatment decisions and de-
intensification strategies?

6. Post-Progression Management – Need clarity on treatment options after progression, 
including IO rechallenge in metastatic urothelial carcinoma (mUC).
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Thank you!



 

Confidentiality Notice

This file is private and may contain confidential and proprietary information. If you have received this file in error, please 
notify us and remove it from your system and note that you must not copy, distribute or take any action in reliance on it. 
Any unauthorized use or disclosure of the contents of this file is not permitted and may be unlawful. 

AstraZeneca PLC, 1 Francis Crick Avenue, Cambridge Biomedical Campus, Cambridge, CB2 0AA, UK
+44(0)203 749 5000
www.astrazeneca.com
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