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Adrenal tumours

Penile cancer
Testicular cancer



Challenges in 
Rare GU Tumors

https://dailynews.ascopubs.org/do/improving-management-rare-genitourinary-tumors-through-international-collaborations
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https://dailynews.ascopubs.org/do/improving-management-rare-genitourinary-tumors-through-international-collaborations



Global Society of Rare Genitourinary Tumors (GSRGT)

• Multidisciplinary collaboration 
• Medical Education
• Development of guidelines
• Clinical Research

Relatore
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between physicians from different�fields (oncologists, surgeons, radiation oncologists and�pathologists), translational researchers and patient advo-�cates. The GSRGT also aims to disseminate updated and�accessible information on rare GU malignancies through�various educational activities currently under devel-�opment. Furthermore, the GSRGT will help drive incidence and�prevalence studies on the geographical variations of�rare GU tumours to better appreciate potential environ-�mental, socioeconomic and demographic risk factors.and disseminate�guidelines to help community physicians worldwide�provide patients with the best evidence-based treatments�through collaborating with established medical societies�including ASCO, the AUA, the EAU, the International�Rare Cancers Initiative and the World Urologic Oncology�Federation, among others. 



A Phase 2 Study to Evaluate the Efficacy and 
Safety of Belzutifan Monotherapy in Participants 
with Advanced Pheochromocytoma/Paraganglioma
(PPGL) or Pancreatic Neuroendocrine Tumor
(pNET)

Adrenal tumors



Belzutifan

• FDA approved for VHL mutated RCC

• PPGL: Hypoxic signaling with HIF-2α as one of the major 
drivers of tumorigenesis

- Sporadic malignant pheochromocytomas:  17% VHL gene 
abnormalities

- Germline VHL mutations: 9.6% to 17.6% of PPGL in larger 
cohorts

Dannenberg, H., et al 2003; Mannelli, M., et al 2009] [Buffet, A., et al 2012; 
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Several ongoing clinical trials in first and later lines



Study design

• Primary endpoint: Objective Response (OR): CR or PR
• Secondary Endpoints: DOR, TTR, Disease control, PFS, OS, safety

Relatore
Note di presentazione
A single-arm, open-label study design is appropriate for these rare tumors in the advancedtreatment setting with no clear standard of care and a very high unmet medical need.



Inclusion criteria

• Has locally advanced or metastatic disease that is not amenable to surgery or curative 
intent treatment

• Has measurable disease per RECIST v1.1 by CT or MRI

• Participants are allowed to receive therapy in first line where a satisfactory treatment 
option does not exist and if participants are not candidates for systemic chemotherapy or 
have refused such therapy. There is no limit on number of prior systemic therapies.

• Adequately controlled blood pressure defined as blood pressure ≤150/90 mm Hg



www.adrenalmass.org



Clinical Trials 
(preferred)

Role of unilateral vs 
bilateral LND

Role of pelvic LND

Role of NACT vs 
ACT

Role of RT

• Clinical lymph node 
involvement

• Surgery, chemotherapy, 
and radiotherapy (RT)

Penile cancer

Locally-advanced
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how to integrate and sequence chemotherapy and RT to maximize therapeutic benefit in this patient population remains unclear



INPACT trial
International Penile Advanced Cancer Trial

Penile cancer



INPACT- NCT02305654

InPACT
Neoadjuvant

InPACT Pelvic

No neoadjuvant chemotherapy -> 
adjuvant CRT + PLND
Neoadjuvant chemotherapy -> 
PLND alone

No neoadjuvant chemotherapy -> 
IMRT

Bayesian
design

Stratification by disease burden (nodal 
involvement), radiological features and 
renal function

Primary endpoint: OS
Secondaty: DFS, safety, surgical 
complications 
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https://www.onclive.com/view/investigators-strive-to-refine-paradigm-for-penile-cancer-treatment400 patients with stage T, N1 to N3, M0 squamous cell carcinoma of the penis who have not received prior chemotherapy or chemoradiotherapy, will randomize patients twice to evaluate all combinations of therapy used to datePatients who have not received neoadjuvant CT will receive adjuvant CRT. PatNo neoadjuvant chemotherapy -> adjuvant CRT + PLNDNeoadjuvant chemotherapy -> PLND aloneNo neoadjuvant chemotherapy -> IMRT



Accrual fev/22

• 69/200 patients to InPACT
neoadjuvant

• 10 participants recruited
to InPACT pelvis

Journal of Clinical Oncology 40, no. 6_suppl 



Clinical Trials 
(preferred)

Combination 
strategies

New agents? 

Role of IO ?

Role of RT

• SOC: Platinum-based 
chemotherapy

• Second-line: low 
response rates

Advanced penile cancer: very poor prognosis

Metastatic disease



Bandini M et al, Nat Rev Urol. 2022; 19(4): 231–239. 

Ongoing clinical trials in PSCC



ORPHEUS
A phase 2 study of the efficacy and safety of 
INCMGA00012 (Retifanlimab) in advanced penile 
squamous cell carcinoma (PSqCC)

Penile cancer- advanced disease



ORPHEUS

• International, multicenter, 
open-label, single-arm, 
phase 2 trial

• Sample size: 18 patients

Retifanlimab

Journal of Clinical Oncology 40, no. 6_suppl



ORPHEUS

Journal of Clinical Oncology 40, no. 6_suppl



Results will be presented soon!

Clinicaltrials.org



TIGER Trial: A Randomized Trial of TIP vs TI-CE 
as Initial Salvage Chemotherapy for Patients with 
Germ Cell Tumors

Testicular cancer



Advanced germ cell tumors: salvage chemotherapy

• Approximately 20 to 30% require salvage 
chemotherapy

• Options: conventional-dose chemotherapy 
(VIP or TIP) or high-dose chemotherapy 
(HDCT)

• Important geographical variation

DOI: 10.1200/EDBK_201189 American Society of Clinical Oncology Educational Book 38 (May 23, 2018) 324-329. 



TIGER trial

• International collaboration 
among many centers in North 
America, Europe, and Australia

• Objective: determine the optimal 
initial salvage chemotherapy 
approach in patients with 
advanced GCT
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The TIGER trial (A031102, E1407) is an international collaboration among many centers in North America, Europe, and Australia with the goal of determining the optimal initial salvage chemotherapy approach in patients with advanced GCT. Patients with unequivocal disease progression after a minimum of 3 and no more than 6 cisplatin-based chemotherapy cycles, administered in the first-line setting, are randomized 1:1 to receive CDCT with TIP (control arm) or HDCT using TI-CE (experimental arm) as illustrated in Figure 1. The primary endpoint is OS, with secondary endpoints including PFS, favorable response rate, toxicity, quality of life, and biological correlates. Patients will be stratified by a modification of their IPFSG category into low-, intermediate-, and high-risk groups, with prospective evaluation of outcomes by risk group. With a target accrual of 420 patients, the study is powered to detect a 29% difference in OS between the two arms. The study is ongoing and as of 11/1/2017 has accrued 67 (16%) patients. Results are anxiously awaited and will hopefully definitively establish either HDCT or CDCT as the standard of care in the initial salvage setting.



Inclusion Criteria

• Confirmation of GCT histology (both seminoma and 
nonseminoma) 

• Evidence of progressive or recurrent GCT following one line 
of cisplatin-based chemotherapy:

- Tumor biopsy of new or growing or unresectable lesions 
- Consecutive elevated serum tumor markers (HCG or AFP) 

that are increasing. 
- Development of new or enlarging lesions in the setting of 

persistently elevated HCG or AFP, even if the HCG and AFP 
are not continuing to increase.

• Must have received 3-6 cycles of cisplatin-based 
chemotherapy as part of first-line (initial) chemotherapy

• No more than one prior line of chemotherapy for GCT 
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https://www.urotoday.com/conference-highlights/gsrgt-2020/testicular-cancer/126584-gsrgt-2020-clinical-trials-corner-tiger-trial.html



Clinical Research in Rare Tumors



Thank you!

tiagocostapadua@gmail.com

@Tiagocpadua

mailto:tiagocostapadua@gmail.com
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