Case description

* Man, 65 years old
« Arterial hypertension
* Former smoker (40 pack years)

» Workup of painless haematuria: tumour on right bladder wall

» TURBT
* pT1 high grade; no diffuse CIS
* Muscle in specimen

* Re-TURBT
= No evidence of disease
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* BCG instillation started
« After one round of BCG (induction treatment, six weekly instillations), he has recurrent disease.
* TURBT shows pTa high grade

* He would like to keep his bladder if possibl

















































Case description: important points
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Trimodality therapy for
BCG-unresponsive NMIBC:
Give the patient a chance

Anthony Zietman MD
Shipley Professor of Radiation Oncology
Harvard Medical School
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The cystectomy is a tough gold
standard

>90% local control but........

* Morbidity and mortality
+ Overtreatment - those who could be controlled other ways

» Undertreatment - those with occult nodes






$a . ; .
« - N § - > v e
TR 82 - .. . A a3
e Pl o 2 X

4
P TN p
. e L AL

fak et al. Pooled analysis of RTOG protocols. JCO:2014

»




Zietman. Talcott. Krane et al J Urol 2003
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Comparing long-term QOL in those
treated by CMT and RC e

- 226 eligible patients
« 173 completed the questionnaire (response rate: 77%)
« 109 patients (63%) received RC
« 89 ileal conduit and 18 neobladder diversions
« 64 patients (37%) received CMT
* 6 patients {(9%) required salvage cystectomy

« Median time from diagnosis to questionnaire was 6
years for RC vs. 9 years for CMT (p=0.009)



Study conclusions

« CMT associated with modestly higher general HRQOL
and bowel function scores vs. RC
- CMT markedly better sexual scores vs. RC

+ CMT associated with better perception of informed
decision-making, and less concern about body
image/changes, life interferences, and negative impact

of cancer



High-grade NMIBC is often under-staged

Dutta et al J. Urol 2001

30% prove to be at least T2 in the cystectomy
specimen

SRR

T1 disease is often already MIBC
and when not, can be considered a “baby” T2
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~ Evidence for radiation-based techniques
in high-risk NMIBC

Obs vs RT |
BCG vs RT

NRG 37 RT + cither cisplatin
2019 or SFUMMC
{unpublished)






In other cancers we retrofit datato
earlier disease

Cancer of H&N T2-4 - chemo-radiation is SOC
also used in T1 and pTis

Cancer of the Breast - tri-modality therapy is the SOC
also used in DCIS

MIBC- tri-modality therapy is a SOC
Should also be considered in high-risk NMIBC




Radiation is a potent
immunotherapy adjuvant

Melanoma RT + nivolipi
Lung cancer RT + pembro
?Bladder cancer

- BCG is an early form of immunotherapy
- Trials of radiation with atezolizumab (anti-PDL-1)



Chemo-radiation is approved by the NCCN, EAU,
AUA, and UK treatment guidelines for MIBC

Time it was considered in HG-NMIBC:
- For those who are doomed to fail with intravesical agents
- For those unfit or too elderly for cystectomy

- To select those who truly need cystectomy



There is nothing special about
high-risk NMIBC

Itis a nasty MIBC “in disguise” and should be treated
accordingly

There is no unique molecular or biological reason that it
will be less sensitive to chemo and RT than T2

Give the patient one last chance
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Intravesical therapy (ROUND 2)
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Anthony Zietman MD
Shipley Professor of Radiation Oncology
Harvard Medical School
Massachusetts General Hospital



There is nothing special about a high-
risk T1 NMIBC

It is a nasty, proto-MIBC and should be treated accordingly

There is no unique molecular or biological reason that it
will be any less sensitive to chemo and RT than T2
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Remember that radiation has greater
reach than any intravesical therapy
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Use TMT to select those who truly
need a cystectomy

From TURBT through chemo-RT is, at most, 7 weeks
* The majority will not need cystectomy

* Those that do will have it with little delay and knowing
that they really need it

The best bladder you will ever have
is the one you were born with



