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Résumé

Le carcinome urothélial de vessie est la cinquième cause de cancer chez l’homme et la septième cause de décès par cancer dans le monde occidental. Épidémiologie mondiale montre que le carcinome urothélial de vessie à une incidence qui reste stable et une mortalité qui n’évolue pas malgré les progrès de prise en charges qui ont pu être fait. Plusieurs facteurs y contribuent: diagnostic tardif des formes invasives, difficulté d’accès aux soins, recommandation parfois difficile à appliquer, persistance de l’exposition aux carcinogènes. La prise en charge du carcinome urothélial par les urologues repose essentiellement sur la résection endoscopique et la cystectomie avec dérivation urinaire. Au cours des 30 dernières années, les traitements médicaux locaux (chimiothérapie BCG thérapie) et systémique comme la chimiothérapie ont été appliqués
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Le cancer de la vessie et la cinquième cause cancer chez l’homme et la huitième cause de mortalité par cancer
Contrairement aux autres tumeurs solides qui bénéficient aujourd’hui d’un diagnostic précoce, le carcinome urothélial n’a pas vu d’amélioration de fréquence ou de mortalité sur les 20 dernières années. Ce cancer est caractérisé par un spectre large de maladie qui s’étend de la tumeur superficielle pour 80 % des cas et dont le principal problème est la récidive, et le cancer invasif qui a un risque métastatique et une mortalité globalement supérieure à 50 % à cinq ans avec des traitements médicaux et chirurgicaux dont l’efficacité est limitée et qui sont responsables d’un handicap important. Il en résulte que le carcinome urothélial pose un réel problème thérapeutique avec un impact important sur les couts et la qualité de vie.



Approximately 75–80% of bladder tumours present as non–muscle invasive disease and the remainder
present as muscle-invasive disease [47]. In NMIBC, approximately 70% present as Ta lesions, 20% as T1
lesions and 10% present as CIS or Tis lesions [6]. NMIBC represents a heterogeneous group of
tumours with completely different oncologic outcomes. Low-grade tumours, for example, have a
modest recurrence rate but are at low risk for progression. High-grade tumours, on the other hand,
are associated with significant recurrence, progression,
and mortality rates.





Bladder cancer is the 9th leading cause of cancer in the world with a higher incidence in Western Europe and North America and the 8th leading cause of cancer death [1, 2]. While most cancers have an incidence that is either increasing or decreasing, bladder cancer has a very stable epidemiology in incidence and mortality [2]. Another data that does not evolve over time is the tumor stage at the time of the diagnosis, with superficial non-muscle invasive bladder carcinoma (NMIBC) remaining the most frequent (80%) as compared to muscle invasive disease [2]. The main risk of NMIBC is tumor recurrence, which affects 40 to 60% of patients within 5 years of the primary tumor resection. On the medico-economic level, this translates into a high cost of care [3], and impairment of quality of life with a psychological impact [4].

1.	Antoni, S., et al., Bladder Cancer Incidence and Mortality: A Global Overview and Recent Trends. Eur Urol, 2017. 71(1): p. 96-108.
2.	Miller, K.D., et al., Cancer treatment and survivorship statistics, 2016. CA Cancer J Clin, 2016. 66(4): p. 271-89.
3.	Yeung, C., T. Dinh, and J. Lee, The health economics of bladder cancer: an updated review of the published literature. Pharmacoeconomics, 2014. 32(11): p. 1093-104.
4.	Heyes, S.M., et al., The relative contributions of function, perceived psychological burden and partner support to cognitive distress in bladder cancer. Psychooncology, 2016. 25(9): p. 1043-9.
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Le carcinome urothélial a effectivement de profil évolutif très différent selon que la tumeur envahit le muscle. Nous verrons pour chacun de ces profils les traitements médicaux qui sont associés pour les tumeurs non invasive à la résection est pour ce qui concerne les tumeurs invasive les traitements qui peuvent être utilisés autour de la cystectomie ou bien en alternatif à la cystectomie comme les traitements combinés radio chimiothérapie
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ondon, England (UroToday.com) In this session, a debate ensued between two guidelines for the surveillance of low risk bladder tumors. Specifically, what is the best follow-up protocol for low risk tumors that do not recur? Is it 1 year as the NICE guidelines would suggest or 5 years as the EAU guidelines would suggest? Professor Burger was tasked with defending the EAU guideline recommendations of 5 years of total follow-up.

He began by demonstrating that most patients rate cystoscopy as a relatively painless experience. Thus, there is not a moral imperative to cease surveillance at 1 year. He then argued that a 1 year follow-up strategy will miss many recurrences. In fact, approximately 20-30% of recurrences occur between 1 and 5 years. In contrast, only 8% of patient who have not had a previous recurrence will develop one after 5 years. Thus, the logical time frame to stop surveillance remains after 5 years, but not after only 1 year.

Interestingly, Professor Burger then argued that ignoring surveillance after 1 year increases the probability of future symptomatic presentations. In a non-muscle invasive bladder cancer active surveillance (AS) cohort, approximately one-third of patients discontinued AS due to bothersome hematuria. Thus, there is a very real risk of symptomatic re-presentation if surveillance is discontinued after 1 year.

Guidelines set boundaries and do not set a rigid, prescribed treatment course. The EAU guidelines recommend that patients with low risk tumors should undergo cystoscopy at 3 months. If follow-up remains negative, subsequent cystoscopy is advised 9 months later and then annually for 5 ans
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Neil Pugashetti, University of California at Davis, presented a study assessing utilization trends and recurrence rate of low grade non-muscle invasive bladder cancer (NMIBC). Prior reports suggest decreased use of guideline recommended immediate intravesical chemotherapy (i.e. Mitomycin C (MMC)) after transurethral resection of bladder tumors. However, these reports are often from single or multiple centers. The authors used a large cancer registry to assess population-based use of intravesical chemotherapy and impact on recurrence.

Using the California Cancer Registry from 2005-2012 a total of 10,031 patients with low grade Ta or T1 bladder cancer were identified. They assessed trends and performed multivariate analyses to determine predictors for use as well as calculated recurrence free-survival.

Only 5.1% patients received immediate intravesical chemotherapy which increased over the time period from 1.7% to 9.6%. The recurrence rate at 2 years was 25% and 30% among those that did and did not receive immediate intravesical chemotherapy.
Further studies in larger nationwide databases are needed to confirm these findings and methods to improve adherence to this guideline recommended treatment are needed. Perhaps with the AUA and EAU NMIBC guidelines delineating risk stratification approach to use of immediate postoperative MMC will improve this adherence.

Presented by: Neil Pugashetti, University of California at Davis
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 This is a phase III blinded study investigating the impact of immediate postoperative instillation of gemcitabine on preventing recurrence after resection of low grade non-muscle invasive bladder cancers. Gemcitabine, dosed 2g/100cc saline, was instilled immediately after TURBT and held within the bladder for 1 hour. The control patients received 100cc of saline within the bladder. A total of 406 patients were randomized. Of these, 13 had T2 disease, while 86 had high grade tumor. Randomization resulted in similar clinicopathologic characteristics between the treatment and control arms. No severe toxicity was observed in the treatment group. On the final analysis, a 34% reduction in recurrence was observed in the intention to treat group, while an even higher 47% reduction was observed in the target population with low grade, non-muscle invasive group. Subset analysis showed no difference in patients with high grade cancer. While the reduction in recurrence was similar as has been shown with immediate postoperative mitomycin instillation, gemcitabine is regarded as safer in this setting.
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For patients with primary, solitary T1 bladder cancer, the guidelines are relatively straightforward. Perioperative intravesical chemotherapy is of little utility in this population. Recommendations support induction BCG with maintenance for up to 3 years. Surveillance cystoscopy should be performed quarterly for 2 years.

Professor Witjes then discussed some nuances in treated patients with BCG. Absolute contraindications include loss of mucosal integrity and allergy or serious sensitivity reaction. Relative contraindications to its use are immunocompromised state (not fully proven) or history of prior tuberculosis. BCG local toxicity is a real phenomenon. Some success in mitigating these symptoms has been achieved with pre-instillation ofloxacin or by reducing dwell time, number of instillations per course, treatment time, or dose. BCG strain is important in an era with increasing shortages of BCG. In both mice and humans, the Connaught strain has been shown to have fewer recurrences and produce a stronger immune response relative to the Tice strain.

For patients with recurrent T1 disease and low risk of recurrence, options include BCG or intravesical chemotherapy. He also introduced device-assisted therapy such as thermotherapy in this setting. Patients who are unresponsive to any of these approaches should be recommended to move forward with cystectomy.

For patients with primary multifocal T1 with or without concomitant carcinoma in situ, cystectomy is the preferred option for treatment. An alternative would be intravesical therapy or device-assisted therapy, though these approaches are oncologically inferior.

There are many exciting new investigations ongoing in the treatment of BCG-refractory non-muscle invasive bladder cancer. They include thermochemotherapy, thermosensitive hydrogel, GEMRIS (releases gemcitabine over the course of 1 week), thermosensitive liposomes (release chemotherapy from liposomes at certain temperature levels), and checkpoint inhibitors. Trials involving these approaches are ongoing and promise to change the management landscape over the next 5-10 years.

In conclusion, Professor Witjes noted that BCG is the treatment of choice in high-risk non-muscle invasive bladder cancer. For highest risk patients, “early” cystectomy should be offered.

Speaker: J.A. Witjes, Nijmegen, NL

Written by: Benjamin T. Ristau, MD, SUO Fellow, Fox Chase Cancer Center, Philadelphia, PA.

at the #EAU17 -March 24-28, 2017- London, England 
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Contrindications au BCG
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Intravesical immunotherapy in the form of BCG is the only effective adjuvant therapy for high-risk NMIBC (non-muscle-invasive bladder cancer) that reduces progression
of disease
• Response to salvage therapies after BCG are highly dependent on pattern of tumour recurrence after BCG, especially with regards to dose, duration, and schedule of BCG
administration and timing of tumour recurrence after BCG therapy
• For a patient to be considered BCG-unresponsive, they must have received ≥1 induction course (6 weeks) and one maintenance course (3 weeks) and either have
refractory tumour (no disease-free interval) or have recurrence of high-grade tumour within 6 months of their last BCG exposure
• In true BCG-unresponsive patients, the only standard therapy is radical cystectomy
• No salvage medical or intravesical treatments have been shown to have durable efficacy in true BCG-unresponsive patients, although some show efficacy in select
subgroups of patients
• Options presented to patients who have high-grade tumour recurrence after adequate BCG therapy should factor in the risk of invasive and metastatic disease,
balanced with the potential benefit of bladder salvage
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Although maintenance therapy with BCG therapy is considered the standard for patients at high risk of recurrence, the optimal rate of instillation and the duration of maintenance therapy is still debatable. Several BCG regimens have been tested in randomized studies, including the decrease of  BCG  dose or the introduction of norfloxacin to decrease side effects [17][21], and more recently the rate of instillations and types of maintenance treatment [18, 19]. 
17.	Martinez-Pineiro, J.A., et al., Improving the safety of BCG immunotherapy by dose reduction. Cooperative Group CUETO. Eur Urol, 1995. 27 Suppl 1: p. 13-8.
18.	Jarvinen, R., et al., Long-term outcome of patients with frequently recurrent non-muscle-invasive bladder carcinoma treated with one perioperative plus four weekly instillations of mitomycin C followed by monthly bacillus Calmette-Guerin (BCG) or alternating BCG and interferon-alpha2b instillations: prospective randomised FinnBladder-4 study. Eur Urol, 2015. 68(4): p. 611-7.
19.	Marttila, T., et al., Intravesical Bacillus Calmette-Guerin Versus Combination of Epirubicin and Interferon-alpha2a in Reducing Recurrence of Non-Muscle-invasive Bladder Carcinoma: FinnBladder-6 Study. Eur Urol, 2016. 70(2): p. 341-7.
21.	Colombel, M., et al., The effect of ofloxacin on bacillus calmette-guerin induced toxicity in patients with superficial bladder cancer: results of a randomized, prospective, double-blind, placebo controlled, multicenter study. J Urol, 2006. 176(3): p. 935-9.
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Despite recommendations, it is estimated that 30% of patients will not be treated [8] [9]. The non-prescription factors of BCG are numerous; they include the reluctance of the practitioners to carry out the treatment for fear of complications, lack of confidence in the effectiveness of BCG ; financial issues given the low valorization of BCG instillations. Another non-prescription factor is the refusal of the patient to receive treatment that requires repeated weekly instillations and  exposure to serious adverse events. Previous studies have shown that non-prescription or discontinuation of treatment is a factor in recurrence with significant socio-economic consequences [10]; the cost of recurrence or progression of cancer being much higher than the cost of bladder instillations [3].
8.	Snyder, C., et al., Patterns of care for the treatment of bladder cancer. J Urol, 2003. 169(5): p. 1697-701.
9.	Witjes, J.A., et al., Current clinical practice gaps in the treatment of intermediate- and high-risk non-muscle-invasive bladder cancer (NMIBC) with emphasis on the use of bacillus Calmette-Guerin (BCG): results of an international individual patient data survey (IPDS). BJU Int, 2013. 112(6): p. 742-50.
10.	Takeda, T., et al., Discontinuance of bacille Calmette-Guerin instillation therapy for nonmuscle-invasive bladder cancer has negative effect on tumor recurrence. Urology, 2009. 73(6): p. 1318-22.
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Adverse effects of BCG therapy are also a limiting factor in adhering to treatment and patient selection. BCG systemic toxicity may be life-threatening and local toxicity may cause major loss of urinary function [14]. It is recommended that BCG therapy should not be used in case of active tuberculosis and immune deficiency. The immune-dependent response in these patients is impaired and the risk of complication can have dramatic consequences even if BCG does not proliferate. However, toxicity is not the only factor. 
Lamm, D.L., et al., Incidence and treatment of complications of bacillus Calmette-Guerin intravesical therapy in superficial bladder cancer. J Urol, 1992. 147(3): p. 596-600.

. Finally, patient's adherence to treatment may be decreased for social reasons: patients in precarious situations (which is common in urothelial carcinoma), severe disability, and old age. Regarding age, current data show that in this ? or a group over 75 years benefit from BCG therapy because the risk of cancer recurrence and progression is higher [15]. However, a correct geriatric evaluation is needed whenever patient’s frailty is observed [16].
15.	Joudi, F.N., et al., The impact of age on the response of patients with superficial bladder cancer to intravesical immunotherapy. J Urol, 2006. 175(5): p. 1634-9; discussion 1639-40.
16.	Herr, H.W., Age and outcome of superficial bladder cancer treated with bacille Calmette-Guerin therapy. Urology, 2007. 70(1): p. 65-8.
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The NIMBUS study, promoted by the UA research foundation, proposes the reduction in the number of instillations, keeping the general scheme of induction and 1 year maintenance [ 20]. The hypothesis of this study is that the suppression of instillations of weeks 3,4,5 during induction and of week 2 during maintenance does not alter the frequency of recurrence. We believe this is an important study for several reasons: a reduction in the number of instillations will improve tolerance and therefore treatment adherence; this treatment will be prescribed and followed by a greater number of patients. On the other hand, in the current context of BCG shortage a decreased number of instillations will improve our capacity to treat a larger number of patients, and finally, this European study is a good opportunity for a new cost efficacy study.

20.	Rexer, H., [A study of non-muscle-invasive bladder cancer therapy : Treatment of high-grade non-muscle-invasive urothelial carcinoma of the bladder with the standard number and dosage of intravesical BCG instillations versus a reduced number intravesical BCG instillations at the standard dosage: A European Association of Urology Research Foundation randomized phase 3 study - NIMBUS - AB 37/10 of the AUO]. Urologe A, 2016. 55(4): p. 528-31.



Fibroscopie fluorescence

e 304 pts (TVNIM) en surveillance, 17 centres
e AN 21% (vrais positifs) (Jones, AUA 2017)
e Efficient (Dansk, 2016)
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 Photocure Inc., announced that new Phase 3 study results with Blue Light Flexible Cystoscopy (BLFC™) with Hexvix®/Cysview®* were presented during a late-breaking plenary session at the American Urological Association (AUA) Annual Meeting in Boston, Massachusetts on Sunday May 14th. The study showed that BLFC with Cysview detected bladder cancer recurrence in 21.5% of the patients undergoing surveillance cystoscopy that otherwise would have been missed with white light (WL) alone, which is highly significant (p<0.0001).

Of note, the study showed that nine out of twenty-six patients (34.6%) with flat, more aggressive high grade lesions (carcinoma in situ; CIS) were diagnosed using confirmatory Blue Light Cystoscopy with Cysview alone and not WL (p<0.0001). The study also showed that there was no increase in the rate of related adverse events after repeated administration of Cysview in bladder cancer patients undergoing cystoscopy examination.

The study was a prospective, open, comparative, within-patient controlled study, included 304 patients with non-muscle invasive bladder cancer (NMIBC) enrolled at 17 academic institutions in the US. In the study BLFC with Cysview was used with the KARL STORZ D-LIGHT C PDD Flexible Videoscope System.

“This study shows that BLFC can provide a significant advantage for patients in terms of early detection of tumor recurrence which may improve treatment and therefore lead to better outcomes,” says one of the lead investigators J. Stephen Jones, MD, president of Cleveland Clinic Regional Hospitals and Family Health Centers. “92.7% of the patients said it was worthwhile to undergo BLFC and 93.8% said that they would do it again. The results of the study show that BLFC will play a significant role in outpatient management of bladder cancer.” 

 “We are very pleased with the strong results of this Phase 3 study and intend to submit the data to the US Food and Drug Administration (FDA) to seek approval of BLFC with Cysview® in the surveillance setting in the US, and an expansion of the indication to include CIS,” says Ambaw Bellete, President, Photocure Inc. “We are committed to working with the FDA to bring this important tool to the US market so that physicians and patients can benefit from potentially better and more cost-effective management of the disease.”  

Click here for a link to the late breaking abstract: http://bit.ly/BLFCC-LateBreaking.

In addition, on May 12th at the AUA annual meeting, data from the largest Bladder Cancer Registry Study in the US was presented at a Poster session “Blue Light Cystoscopy for the diagnosis of Urothelial Bladder Cancer: Results From a Prospective Multicenter Registry.” The results from 9 centers included 1325 lesions, from 517 procedures in 426 patients. The conclusion of the study was that BLC significantly increased the detection of CIS and papillary lesions over WLC alone and can result in upstaging and upgrading in about 13% of patients, which can affect patient outcomes
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DA MMC versus BCG: résultats incertains!!
DA MMC versus MMC; RR 0,65

DA MMC versus BCG entretien: HR 0,51
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We included three trials with 672 participants that described five distinct comparisons. The same principal investigator conducted all three trials. All studies used mitomycin C (MMC) as the chemotherapeutic agent for EMDA. 1. Postoperative MMC-EMDA induction versus postoperative Bacillus Calmette-Guérin (BCG) induction: based on one study with 72 participants with carcinoma in situ (CIS) and concurrent pT1 urothelial carcinoma, we are uncertain (very low QoE) about the effect of MMC-EMDA on time to recurrence (risk ratio (RR) 1.06, 95% confidence interval (CI) 0.64 to 1.76; corresponding to 30 more per 1000 participants, 95% CI 180 fewer to 380 more). There was no disease progression in either treatment arm at three months' follow-up. We are uncertain (very low QoE) about serious adverse events (RR 0.75, 95% CI 0.18 to 3.11). 2. Postoperative MMC-EMDA induction versus MMC-passive diffusion (PD) induction: based on one study with 72 participants with CIS and concurrent pT1 urothelial carcinoma, postoperative MMC-EMDA may (low QoE) reduce disease recurrence (RR 0.65, 95% CI 0.44 to 0.98; corresponding to 147 fewer per 1000 participants, 95% CI 235 fewer to 8 fewer). There was no disease progression in either treatment arm at three months' follow-up. We are uncertain (very low QoE) about the effect of MMC-EMDA on serious adverse events (RR 1.50, 95% CI 0.27 to 8.45). 3. Postoperative MMC-EMDA with sequential BCG induction and maintenance versus postoperative BCG induction and maintenance: based on one study with 212 participants with pT1 urothelial carcinoma of the bladder with or without CIS, postoperative MMC-EMDA with sequential BCG may result (low QoE) in a longer time to recurrence (hazard ratio (HR) 0.51, 95% CI 0.34 to 0.77; corresponding to 181 fewer per 1000 participants, 95% CI 256 fewer to 79 fewer) and time to progression (HR 0.36, 95% CI 0.17 to 0.75; corresponding to 63 fewer per 1000 participants, 95% CI 82 fewer to 24 fewer). We are uncertain (very low QoE) about the effect of MMC-EMDA on serious adverse events (RR 1.02, 95% CI 0.21 to 4.94). 4. Single-dose, preoperative MMC-EMDA versus single-dose, postoperative MMC-PD: based on one study with 236 participants with primary pTa and pT1 urothelial carcinoma, preoperative MMC-EMDA likely (moderate QoE) results in a longer time to recurrence (HR 0.47, 95% CI 0.32 to 0.69; corresponding to 247 fewer per 1000 participants, 95% CI 341 fewer to 130 fewer) for a median follow-up of 86 months. We are uncertain (very low QoE) about the effect of MMC-EMDA on time to progression (HR 0.81, 95% CI 0.00 to 259.93; corresponding to 34 fewer per 1000 participants, 95% CI 193 fewer to 807 more) and serious adverse events (RR 0.79, 95% CI 0.30 to 2.05). 5. Single-dose, preoperative MMC-EMDA versus TURBT alone: based on one study with 233 participants with primary pTa and pT1 urothelial carcinoma, preoperative MMC-EMDA likely (moderate QoE) results in a longer time to recurrence (HR 0.40, 
at the 2017 AUA Annual Meeting - May 12 - 16, 2017 – Boston, Massachusetts, USA 
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Purpose
The aim of this phase II study was to determine the efficacy of gemcitabine administered as an intravesical agent in patients with bacille Calmette-Guérin (BCG) –refractory transitional cell carcinoma of the bladder.
Patients and Methods
Patients with superficial bladder cancer refractory or intolerant to intravesical BCG therapy and refusing a cystectomy were considered eligible for the trial. Eligible patients received two courses of intravesical gemcitabine twice weekly at a dose of 2,000 mg/100 mL for 3 consecutive weeks, with each course separated by 1 week of rest. Patients were evaluated for response at 8 weeks, then every 3 months to 1 year.
Results
Thirty eligible patients were included on study. The median follow-up for all the patients was 19 months (range, 0 to 35 months). Of the 30 patients, 15 (50%; 95% CI, 32% to 68%) achieved a complete response (CR). Twelve patients had tumor recurrence with a median recurrence-free survival time of 3.6 months (95% CI, 2.9 to 11.0 months). Two patients maintained a CR at 23 and 29 months, respectively. The 1-year recurrence-free survival rate for patients with a CR was 21% (95% CI, 0% to 43%). Two patients progressed to a higher stage while receiving gemcitabine treatment. The median follow-up for patients who did not have a progression or a cystectomy was 19 months (range, 2 to 35 months). Eleven patients (37%) underwent a cystectomy subsequent to gemcitabine therapy.
Conclusion
Gemcitabine has activity in a high-risk patient population and remains a viable option for some patients who refuse cystectomy.



HORIZON 2020

 Therapie génique: Phase Il CGO070, oncolytic
adenovirus, for BCG-unresponsive non-
muscle-invasive bladder cancer (NMIBC)

 Thérapie ciblées: EGFR & EGF2, positif traité
par photoimmunotherapy (PIT)
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Boston, MA (UroToday.com) Despite the recent excitement with the breakthrough immunotherapy for advanced muscle-invasive bladder cancer, no new therapy has shown efficacy for non-muscle invasive disease unresponsive to BCG treatment. Kamat et al recently constructed guidelines on clinical trial design, defining BCG-unresponsive disease, as well as proposing therapeutic goals for conservative therapies in the BCG-unresponsive setting. This study is an extension of the ongoing effort to treat high risk, recurrent NMIBC while preserving the bladder. The investigators used a novel replication selective oncolytic adenovirus CG0070, which destroys bladder tumor cells through their defective retinoblastoma pathway. In this interim analysis of 36 patients, overall 6 month CR rate was 44%. The highest response rates were seen in pure CIS, while those with pure T1 disease or mixed CIS and Ta/T1 papillary disease had the worst outcomes. The therapy is relatively safe, with no grade 4/5 complications reported to date. Final results from this trial are eagerly awaited.
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Dr. Seisen and colleagues presented their findings comparing effectiveness of trimodal therapy (TMT) versus radical cystectomy (RC) for localized muscle-invasive bladder cancer (MIBC) [1] at this afternoon’s 2017 AUA Annual meeting invasive bladder cancer podium session. Trimodal therapy includes complete transurethral resection of bladder tumor, followed by concomitant radiotherapy and chemotherapy. Clearly bladder preservation is desirable; a recent study found that on propensity score matching analysis, there was no difference in survival outcomes among patients undergoing either TMT or RC for MIBC [2], however this has not been assessed at the population level.

The authors used the National Cancer Database from 2004-2011 to identify 1,257 (9.8%) and 11,586 (90.2%) patients receiving TMT and RC, respectively. IPTW-adjusted Kaplan-Meier curves showed that median OS was similar between TMT (40 months, 95%CI 34-46) and RC groups (43 months, 95%CI 41-45, p=0.29). In IPTW-adjusted Cox regression analysis with time-varying covariate, TMT was associated with a significant adverse effect on OS after 25 months of follow-up (HR.1.37, 95%CI 1.16-1.59). On exploratory analysis, the adverse treatment effect of TMT decreased significantly with age (HR 0.99, 95%CI 0.98-0.99), suggesting that TMT may be best utilized in elderly patients. There was no difference between TMT and RC when considering sex, Charlson Comorbidity Index, or cT-stage. The strengths of the study include the rigorous methodology applied to this population level data and the long-term follow-up available. Limitations include the fact that strict TMT criteria are difficult to determine in population level data, and the actual indication for TMT is not specified and may be used in sick patients unsuitable for RC.

In conclusion, TMT was associated with worse long-term OS compared to RC for MIBC, however selected subgroups may be reasonable candidates for TMT. Ultimately, in the absence of randomized controlled trials, we will rely on methodologically advanced observational studies to help guide treatment decisions.

References:
1) Seisen T, Sun M, Lipsitz SR, et al. Comparative effectiveness of trimodal therapy versus radical cystectomy for localized muscle-invasive urothelial carcinoma of the bladder. Eur Urol 2017 [Epub ahead of print].
2) Kulkarni GS, Hermanns T, Wei Y, et al. Propensity score analysis of radical cystectomy versus bladder-sparing trimodal therapy in the setting of a multidisciplinary bladder cancer clinic. J Clin Oncol 2017 [Epub ahead of print].

Speaker: Thomas Seisen, Brigham and Women’s Hospital/Harvard Medical School, Boston, MA, USA

Co-Authors: Maxine Sun, Stuart R. Lipsitz, Firas Abdollah, Jeffrey J. Leow, Mani Menon, Nicolas von Landenberg, Philipp Gild, Morgan Roupret, Mark Preston, Lauren C. Harshman, Adam S. Kibel, Paul L. Nguyen, Joaquim Bellmunt, Toni K. Choueiri, Quoc-Dien Trinh

Written By: Zachary Klaassen, MD, Urologic Oncology Fellow, University of Toronto, Princess Margaret Cancer Centre
Twitter: @zklaassen_md
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HIGH DOSE INTENSITY CT

e EORTC 30924
— HD-M-VAC versus M-VAC, 265 pts
— CR:21% vs 9%
— PR:41% vs 41%
— 5y survival 21,8 % vs 13,5

e HE 16/03
— HD-M-VAC versus HD-GC
— CR: 11% vs 10,2%
— PR::49% vs 55%
— 3y survival 27% vs 26%

(
EORTC Genito-Urinary Cancer Group. Eur J Cancer. 2006 Jan;42(1):50-4
Bamias A, Ann Oncol. 2013 Apr;24(4):1011-7
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En résumé, sur les deux protocoles utilisés en clinique aujourd’hui pour les patients métastatiques, on peu dire sans risque que le taux de réponse complète a un impact sur la survie, qu’il s’agisse du protocole HD MVAC ou HD GC comme le montre cette étude du groupe hélénique 


CARBOPLATIN FOR PATIENTS UNSUITABLE
FOR CISPLATIN BASED CT

M-VAC arm CP arm 1.0~
— o - TN -~ M-VAC (median, 8.7 mos)
Parameter No. % No. % N — GP (medfan, 5.2 mos)
» L. Log-rank, P =0.24
No. of eligible patients 41 39 g
Male 34 83 27 69 5
Median age (yrs) 64 65 a
Race, White 36 88 39 100 é
ECOG performance status
0 18 45 13 B!
1 18 45 18 47 E‘,
2 4 10 Kl 18 o
Unknown 1 1 =
Bone and or liver metastases 12 29 13 33 5
Risk factors (based on Bajorin et al.®) ;
0 14 M 11 28 =
1 23 56 23 59 E e -
2 4 10 5 13
Creatinine (median mg/dL) 1.2 (0.5-1.6) 1.0 (0.5-1.5) 0.0
L] 1 T T T T T
[1] 5 10 15 20 25 30 35
Time {Mos)
M-VAC (n = 43) CParm (n=41)
Grade Grade Grade Grade Grade Grade
Toxicity type 3(%)  4(%)  5(%) 3% 4(%)  5(%)
o s 5 - 5 - - Petrioli R, Cancer. 1996 Jan 15;77(2):344-51.
Neutropenia 4 23 — 29 — —
Febrile neutropenia 7 — 2 5 — — M N N
nl[UlI]bDL')"lDF]IJBI]iEl 19 2 — 10 — — Drelcer R’ Cancer- 2004 Apr 15’ 100(8)-1639-45-
Dyspnea 14 - — 2 — —
Mucosititis 9 — — — — —
Emesis 12 — — 2 — —
Nausea 16 — — 7 — —
Thrombosis/embolism 5 2 — — — —
Fatigue 19 5 — 10 — —
Neuropathy-sensory 2 — — 15 — —




SECOND LINE CT, CR=0; PR=10-15%

MS<12 MONTHS

Study Agent Patient No. Ps Visceral Metastases, % CR, % PR, % ORR, % MS, mo
Witte 1997 lfosfamide 56 — — 9 11 20 Not reported
Witte 1998™ Topotecan 44 — — 0 9 9 6.3

Dodd 2000* Pyrazoloacridine 14 >80%* (86%) 57 0 0 0 9

Roth 2002 Piritrexim 35 0/1' (100%) 35 0 7 7 7

Moore 2003” Oxaliplatin 18 — — 0 b b Not reported
Paz-Ares 1998” Pemetrexed 31 . X 0 29 29 9.5

Sweeney 2006™ Pemetrexed 47 0117 (95%) 43 6 21 28 9.6

Galsky 2006™ Pemetrexed 13 — 615 0 8 8 Not reported
Lorusso 19987 Gemcitabine 35 0/1% (40%) — 13 10 23 5

McCaffrey 1997% Docetaxel 30 — 32 0 13 13 9

Vaughn 2002"' Paclitaxel 31 011" (87%) (7 0 10 10 7.2

Culine 2006 Vinflunine 51 >80%* (98%) 49 0 18 18 6.6

Petrylak 2007°° Vinflunine 114} >80%* (86%) 49 0 14.9 149 8.3

Waulfing 2005 Lapatinib 59 — 4 0 3 3 45
Gomez-Abuin 2007% Bortezomib 20 — _ 0 0 0 Not reported
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From April 29, 2002, to Aug 14, 2008, 284 patients were randomly assigned (141 to immediate treatment and 143 to deferred treatment), and followed up until the data cutoff of Aug 21, 2013. After a median follow-up of 7.0 years (IQR 5.2-8.7), 66 (47%) of 141 patients in the immediate treatment group had died compared with 82 (57%) of 143 in the deferred treatment group. No significant improvement in overall survival was noted with immediate treatment when compared with deferred treatment (adjusted HR 0.78, 95% CI 0.56-1.08; p=0.13). Immediate treatment significantly prolonged progression-free survival compared with deferred treatment (HR 0.54, 95% CI 0.4-0.73, p<0.0001), with 5-year progression-free survival of 47.6% (95% CI 38.8-55.9) in the immediate treatment group and 31.8% (24.2-39.6) in the deferred treatment group. Grade 3-4 myelosuppression was reported in 33 (26%) of 128 patients who received treatment in the immediate chemotherapy group versus 24 (35%) of 68 patients who received treatment in the deferred chemotherapy group, neutropenia occurred in 49 (38%) versus 36 (53%) patients, respectively, and thrombocytopenia in 36 (28%) versus 26 (38%). Two patients died due to toxicity, one in each group.
Our data did not show a significant improvement in overall survival with immediate versus deferred chemotherapy after radical cystectomy and bilateral lymphadenectomy for patients with muscle-invasive urothelial carcinoma. However, the trial is limited in power, and it is possible that some subgroups of patients might still benefit from immediate chemotherapy. An updated individual patient data meta-analysis and biomarker research are needed to further elucidate the potential for survival benefit in subgroups of patients. Our data did not show a significant improvement in overall survival with immediate versus deferred chemotherapy after radical cystectomy and bilateral lymphadenectomy for patients with muscle-invasive urothelial carcinoma. However, the trial is limited in power, and it is possible that some subgroups of patients might still benefit from immediate chemotherapy. An updated individual patient data meta-analysis and biomarker research are needed to further elucidate the potential for survival benefit in subgroups of patients.
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Patients with pT0 in the 4 main neoadjuvant chemotherapy trials
and their subsequent meta-analyses experienced similar survival, far exceeding
that in groups that did not achieve pT0. The benefit of neoadjuvant chemotherapy
appears to be the larger number of cases than in the transurethral
resection only group that were down-staged to pT0, suggesting that variables
other than chemotherapy may have influenced outcomes. Therefore, strategies
to selectively administer neoadjuvant chemotherapy to certain patients at risk
have the potential to maintain improved bladder cancer outcomes while reducing
overtreatment and its associated toxicity.


OBIJECTIF PTO

Difficile 11

Nordic I’ Nordic II° SWO0G® MRC® Totals
No. NC/control intent to treat 151!16[] 155/154 153/154 491/485* 950/953
No. RC/total No. (%): 264/311 (85) 271/309 (88) 250/307 (81) 494/561 (88) 1,267/1,488 (85)
NC 130/151 (86) 132/155 (85) 126/153 (82) 245/284 (86) 633/743 (85)
Control 134/160 (84) 139/154 (90) 124/154 (81) 249/277 (90) 643/745 (86)
No. NC pts treated (% intent to treat|f 108 (72) 103 (66) 131 (87)% 392 (80) 734 (77)
No. pTQ/total No. (%):
NC 33/130 (25) 37/140 (26) 48/126 (38) 67/206 (33) 185/602 (31)
Control 17/134 (13) 16/139 (12) 18/124 (15) 26/211 (12) 77/605 (13)
Notes - Includes laparotomy in = Pathology data missing -

8 pts but not RC

on 68 pts overall

Neo adjuvant CT: CR: 31%
Control:CR: 13%

mes) Apsolute difference of 18%

Lavery HJ, J Urol. 2014 Apr;191(4):898-906



CHIMIOSENSIBILITE TCC

Metastatic/Advanced Disease:

CR: 11-25%
0S: 20-30% @ 2 years

Localized/Advanced :

CR: 20%
0S: >80% @ > Syears

Bladder cancer Chemosensitivity to (cysplatin) CT=20%



ICUD guidelines

CYSTECTOMIE: traitement de référence
Taux de toxicité et mortalité “acceptable”
Résultats modestes en méta analyse
Utiliser M-VAC

Bénéfice cT3, Nx

Adjuvant CT 2T3 or N1-2 C
Différenciation glandulaire ou épidermoide n’est pas un facteur de résistance

0 o 0 0 W

Eur Urol. 2013 Jan;63(1):45-57
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We present a summary of the Second International
Consultation on Bladder Cancer recommendations on
chemotherapy for the treatment of BCa. Cisplatin-based
combination chemotherapy for advanced and metastatic
BCa is an established standard, improving OS. In the
advanced setting, cisplatin-ineligible patients may benefit
from GC. Meta-analyses undertaken for neoadjuvant
cisplatin-based combination chemotherapy show a 5%
benefit in OS. Pathologic CR may be an intermediate
surrogate for survival, but requires further validation. Low
use of neoadjuvant chemotherapy is attributable to patient
and physician choice because of limited benefit, advanced
age, and comorbidities including renal and/or cardiac
dysfunction. Sufficient data to support adjuvant chemotherapy
are lacking. Recommendations are summarized in
Table 1.


SELECTION DES PATIENTS POUR
NACT?

30-40% ineligible (fonction rénale)
Stagging preop inaproprié
Réponse impredictible

Stadification moléculaire
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About 30-40% of patients with metastatic bladder cancer are ineligible for platinum-based neoadjuvant chemotherapy because of renal impairment. Stratification based on the clinical tumor stage is likely to be biased by inappropriate preoperative staging. Differences in the response to neoadjuvant chemotherapy seem not to be predictable by histological subtype of bladder cancer. Future developments in radiological imaging, molecular cancer staging and response prediction aim to identify patients who will profit from neoadjuvant chemotherapy.
SUMMARY: 
Patients considered for neoadjuvant chemotherapy should be eligible for cisplatinum-based regimens. To avoid overtreatment, preferably patients with nonorgan-confined and lymph-node disease should be treated by neoadjuvant chemotherapy. However, the possibility of staging error should be taken into account. Patients with limited metastatic disease may also profit from neoadjuvant chemotherapy followed by radical cystectomy with concomitant metastasectomy.
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Molecular Pathways of Bladder TCC
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Targeting PD-L1/PD-1 pathway
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Tumors expressing PD-L1 can render CTLs inactivated or nonfunctional through engagement of the inhibitory receptor PD-1. PD-1 is expressed on the surface of T cells upon
activation (7, 8), and binding of PD-L1 to PD-1 delivers an inhibitory signal, reducing cytokine production and proliferation of T cells (9, 10). In this fashion, PD-L1 expression
by cells can mediate protection against CTL killing and represents a regulatory mechanism that potentially develops to dampen chronic immune responses during viral
infections (11). Cancer, as a chronic and often inflammation- provoking disease, likely evolves to use this immune protective pathway during disease progression through
upregulation of PD-L1 expression as a means to evade the host immune response. 

PD-L1, the predominant ligand for PD-1, is expressed broadly in multiple tissues including T and B cells, dendritic cells, and macrophages. PD-L1 is frequently found to be
highly expressed in many human cancer types (Table 2), being upregulated in tumors by activation of key oncogenic pathways [e.g., phosphoinositide 3-kinase (PI3K) and
mitogen-activated protein kinase (MAPK) or most strongly by IFN-g produced in the tumor microenvironment by an active antitumor T-cell response; refs. 3, 4, 12]. PD-L2 (B7-DC and CD273), which similarly acts to dampen Tcell
responses via engagement of PD-1 (13, 14), shows
much more restricted expression, being primarily
expressed on dendritic cells (Fig. 1), macrophages, and
bone marrow–derived mast cells. Differences in expression
patterns suggest distinct functions in immune regulation
across distinct cell types. The restricted expression
of PD-L2, largely to antigen-presenting cells, is consistent
with a role in regulating T-cell priming or polarization,
whereas broad distribution of PD-L1 suggests a more
general role in protecting peripheral tissues from excessive inflammation. Similar to its more restricted tissue
distribution, PD-L2 expression across tumor types is far
less prevalent than PD-L1.
In addition to PD-1, PD-L1 may also mediate an immunosuppressive
function through its interaction with other
proteins, including B7.1, potentially blocking its ability to
activate T cells through binding to CD28, further dampening
the generation of an immune response (15). Recent
investigations using antibodies that selectively block the
PD-L1/B7-1 interaction or that target PD-L1 in the absence
of PD-1 show enhanced T-cell responses (16–18).


Etude IM VIGOR (ATEZOLIZUMAB)

IMvigor 210 (Cohort 2): OS Associated
With PD-L1 Expression on Immune Cells
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23% RR et RC, durable, FDA accepté en 1st-ligne pour les patients inéligibles au
cisplatine
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Immuno Application
modulateur clinique
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