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En-bloc TUR: does it really make a
clinically significant difference?
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TURBT vs ERBT

* Optimize the quality of histopathology
* Respect the oncological principles

* Provide detrusor muscle

* Reliable staging & substaging

* Minimize the risk of residual tumor

* Reliable prediction of recurrence rates

e Reduces the recurrence rates

* Reduce the complication rate
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ERBT: a hip or a ragged trend?

Retrospective and case control (hypothesis generating)
Several consensus (expert opinion, identifying gaps)
Several small RCT (Ideal design? / flaws? /generalizable?)

Systematic Reviews (quality depending on article type)

The concept of causality
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One Umbrella review (re-analyze and individual metanalyze each SRs)
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In an experimental setting (e.g. RCT), a causal relationship between a specific factor
and a particular outcome may consistently occur.
However, it may not necessarily persist outside the RCT context




Systematic Reviews of RCTs

(A) DM presence in RCTs

ERBT TURBT Risk Ratio Risk Ratio X
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI e |s ERBT feasible? YES
He 2018 47 49 31 46 17.3%  1.42[1.15,1.75] 2018 —
Gakis 2020 41 56 3 59 19.0%  1.20[0.93,1.55] 2020 o
Hashem 2020 49 50 31 50 16.8%  1.58[1.27,1.97] 2020 — . .
Fan 2021 104 116 87 117 46.9%  121[1.07,1.36] 2021 &+ e Current quallty of evidence
Total (95% Cl) 272 100.0%  1.31[1.19, 1.43) E doe not allow for solid
Total events : .
Heterogeneity: Chi2 = 5.56f df = 3 (P = 0.14); I = ¥6% 0*5 0*7 3 1*5 2 conclusions
Test for overall effect: Z = §70 (P < 0.00001) Févours fURBT Favour§ ERBT
aa ali f LIre ([ ry [ V4 RVA) ° ° L]
C. Detrusor muscle present * Isitsuperiorto conventional
En-bloc Resection Conventional Resection Odds Ratio Odds Ratio 9
udy or Subgro Event Total Events Total Weight M-H. Random % Cl Year M-H. Random, 95% CI
Zhang XR 2015 131 149 134 143  27.4% 0.49[0.21, 1.13] 2015 —& TU R BT ®
Gakis G 2020 41 56 36 59 27.8% 1.75[0.79, 3.85] 2020 T
Hashem A 2020 49 50 31 50 16.5% 30.03 [3.83, 235.77] 2020 —_—
Fan J 2021 104 116 84 117  28.3% 3.40[1.66, 7.00] 2021 —a
Total (95% Cl) 369 100.0% 2.38 [0.71, 8.06] -
Total events 325
Heterogeneity: Tau? = 1.23; Chi? = 19.92 df = 3 (P = 0.0002); I2 = 85% ’0 P 0‘ . : 1=o 500’

Testforoverall effect: Z = 1.40 (P =0.16) Conventional Resection  En-bloc Resection

(Yanagisawa T et al. J Urol, 2022; 207:754
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available at www.sclencedirect.com P
journal homepage: euoncology.europeanurology.com d

European Assaciation of Urology

En Bloc Versus Conventional Transurethral Resection of Bladder
Tumors: A Single-center Prospective Randomized Noninferiority
Trial

Andrea Gallioli™, Pietro Diana“""", Matteo Fontana®, Angelo Territo”, Oscar Rodriguez-Faba“,

Josep Maria Gaya “, Francesco Sanguedolce °, Jordi Huguet °, Asier Mercade “, Alberto Piana“,
Julia Aumateil®, Alejandra Bravo-Balado®, Ferran Algaba®, Joan Palou ™, Alberto Breda “"

available at www.sciencedirect.com
journal page: ay- ay.com

European Association of Urology

En Bloc Versus Conventional Resection of Primary Bladder Tumor
(eBLOC): A Prospective, Multicenter, Open-label, Phase 3
Randomized Controlled Trial

David D'Andrea™ , Francesco Soria", Rodolfo Hurle, Dmitry Enikeev ™", Sergey Kotov*,
Sophie Régnier’, Evanguelos Xylinas’, Lukas Lusuardi®, Axel Heidenreich", Chao Cai’,
Nicola Frego‘, Mark Taraktin”, Maxim Ryabov’, Paolo Gontero”, Eva Compérat ",
Shahrokh F. Shariat “""™", for the eBLOC Study Team'

available at www.sciencedirect.com
journal homepage: www.europeanurology.com

European Association of Urology

Transurethral En Bloc Resection Versus Standard Resection
of Bladder Tumour: A Randomised, Multicentre, Phase 3 Trial

Jeremy Yuen-Chun Teoh "‘“", Cheung-Hing Cheng ““, Chiu-Fung Tsang “/, Joseph Kai-Man Li“*,
Bryan Kwun-Chung Cheng®™", Wilson Hoi-Chak Chan*", Wayne Kwun-Wai Chan",

Trevor Churk-Fai Li*, Yi Chiu', Man-Chung Law ™, Clarence Lok-Hei Leung", Brian Sze-Ho Ho“/,
Chris Yue-Kit Lee ", Ronald Cheong-Kin Chan", Eddie Shu-Yin Chan“, Marco Tsz-Yeung Chan “’,
James Hok-Leung Tsu“/, Ho-Man Tam“", Kin-Man Lam*", Hing-Shing So*", Chak-Lam Cho*",
Chi-Man Ng*, Chun-Ki Chan', Pak-Ling Liu", Ringo Wing-Hong Chu', Ada Tsui-Lin Ng*/,
Sau-Kwan Chu““, Chi-Hang Yee “", Ming-Kwong Yiu“’, Ka-Lun Lo“", Wing-Hang Au",

Wai-Kit Ma', Peter Ka-Fung Chiu ™", Hilda Sze-Wan Kwok **, Siu-Ying Yip®, Chi-Ho Leung",
Chi-Fai Ng“”, on behalf of the EB-StaR Study Group

Trial Desigh and Endpoints

Primary endpoint: DM presence in the pathological specimen
Secondary endpoints: staging of BC, AJCC-TNM-WHO, the feasibility of T1
subclassification (T1a/b/c),rate of artifacts in specimen, operative variables, post op
complications (Clavien-Dindo) and early oncological outcomes

Primary endpoint: quality of the pathologic specimen (DM
specimen)
Secondary endpoints: bladder perforation, persistent disease at second-look TURB

+ lateral and deep resection margins, operation time, obturator reflex, conversion to
cTURB, RFS at 3 mo.

Primary outcome: 1-yr recurrence rate
Secondary outcomes: DM in specimen, obturator reflex, operative time,
LoS, 30-d complications, residual disease or upstaging at second-look TURB

and 1-yr progression rate

Random E‘I:::I

Power calculation
based on different
asumptions

[

Only Hong- Kong
trial double-
blinded




Inclusion

Exclusion
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Patient selection

Tumorsupto3cm
Maximun 3 tumors
Primary & recurrent

Primary Tumors 1-3 cm
Maximum 3 tumor
Expected NMIBT

Tumor base< 3cm
No limit in number
Primary & recurrent

Preoperative evidence of
MIBC

Evidence of UTUC
Ureteral involvement
Suspicion of N+
Metastatic extension

Previous/ Synchronous
history of UTUC

Life expectancy of <1y
Pregnancy

Cross sectional imaging
no mandatory

Detected during BCG
Other than NMIBC
Non Urothelial cancer
Previous UTUC

ECOG 3

ASA =l

Bleeding disorder
Pregnancy

Active malignancy
Life expectancy <1 yr




Patients Flow diagram (CONSORT)

Spanish trial
(248 patients)

= International trial
| 914 participants were assessed for eligibility | (357 t' t 452 t )
patients,, umors .
T Hong Kong trial
L (276 patients)
s 300 underwent randomization .
-.é l/ t "___\ | (91 8 patients screened)
< ’ 120 were assigned to the cTURBT group l l 180 were assigned to the ERBT group I
C 384 participants Ra ndomized) Eorolled (I —
rg)| [ — 16 excluded [Rendomsettn 2550 |
% T - * 13 withdrew l
3 W 2 tumor fulguration
£ I . 1 non-diagnostic +  1died before surgery l
:E | ' CTURBT patients analyzed (n = 108) I l ERBT patients analyzed (n = 140) | ( 178 e-TURB ) ( 179 ¢-TURB )
i I oD o
(219tumors)  (Z233 tumors) - -
* Inclusion of 25% of screened patients i o
. . . the modified inteq!ion- the modified inteqﬁon-
* Two of the trials did not include planned sample i i

 Subgroup analysis not sufficiently powered in any of the trials
 Type of RCT only described in one trial
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Patients characteristics at baseline

* Atbaseline, no differences between groups in any trial
 Variablesreported at baseline varied among trials
* Age was slightly different in the 3 trials

Spanish trial International trial Hong Kong trial
Low grade ERBT 50% ERBT 63% ERBT 64%
| cTURB 52% cTURB 54% cTURB 70%
High grade ERBT 39% ERBT 33% ERBT 31%
cTURB 38% cTURB 43% cTURB 28%
“Risk groups Not reported
e lLow ERBT 8% /cTURB 11% ERBT 31% / cTURB 34%
 Intermediate ERBT 51% / cTURB 39% ERBT 45% / cTURB 56%
* High ERBT 33% / cTURB 44% ERBT 23% / cTURB 18%

Variations in tumor size, number of tumors,
primary/recurrent rates/ Grade and risk groups
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Clinical Relevant Outomes

ERBT TURBT ERBT TURBT ERBT TURBT
Succesful ERBT 95%, - 96% - 88% -
Complications 21% 24% 15% 13% - -
* Blader perforation 20% 17% 5.6% 12% - -
* Obturator reflex 11% 6.5% 8.4% 16% 26% 19%
* Median operating time 30 min 30 min 26 min 25 min 28min  22min*
* Median irrigation time 0.5d 0.5d - - - -
* Median bladder catheter 2d 2d - - - -
* Median LoS 2d 2d - - 2days 2days

*Statistically significant

No differences in complications between ERBT and cTURBT

¢ UROLOGISTS
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Clinical Relevant Pathology

Spanish trial International trial Hong Kong trial

EBRT cTURBT | EBRT cTURBT EBRT cTURBT

* *Deep resection margin evaluable in 69 % and 52.4% of ERBT and
cTURB respectively

« ** | ateralresection margin evaluable in 64% and 38.2% of ERBT
and cTURB respectively

« Second look was not systematically performed in all R1 patients
(disease found in 20% to 50% of patients)
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A glimpse in the margins evaluation

,/THE JOURNAL
"UROLOGY

www.auajournals.orgfjournaljuro

Clinical Significance of Horizontal and Vertical Margin of En
Bloc Resection for Nonmuscle Invasive Bladder Cancer

Takafumi Yanagisawa @ ,* Jun Miki, Keigo Sakanaka, Wataru Fukuokaya, Kosuke Iwatani,
Shun Sato, Koki Obayashi, Shinichi Hirooka, Takahiro Kimura, Hiroyuki Takahashi and Shin Egawa

From the Department of Urology (TY, JM, KS, WF, Ki, KO, TK, SE), The Jikei University School of Medicine, Minato-ku, Tokyo, Japan, Department of Pathology (SS, SH,
HT), The Jikei University School of Medicine, Minato-ku, Tokyo, Japan

0 E l)l/ln\l MINERVA MEDICA Minerva Urologica e Nefrologica 2020 December;72(6):763-9
()u]mc ver at hitp://www.minervamedica.it DOI: 10.23736/50393-2249.20.03551-1

ORIGINAL ARTICLE

En-bloc resection of bladder tumors for pathological
staging: the value of lateral margins analysis

Ahmed EISSA -2, Ahmed ZOEIR ! 2, Silvia CIARLARIELLO !, Luca SARCHI 1,
Maria C. SIGHINOLFI !, Ahmed GHAITH 2, Stefano PULIATTI !, Raffaele INZILLO 1,
Luca REGGIANI BONETTI 3, Mino RIZZO !, Bernardo ROCCO !, Salvatore MICALI ! *

'Department of Urology, University of Modena and Reggio Emilia, Modena, Italy: ?Department of Urology, Faculty
l\l dicine, Tanta University, Tanta, Egypt: 3Section ¢ of Patholo gy, Department of Diagnostic Medicine and Public
ealth, University of Modena and Reggio Emilia, Modena, Italy

*Corresponding author: Salvatore Micali l)) artment of Urology, University of Modena and Reggio Emilia, Via del Pozzo 71, 41124
Modena, Italy. E-mail: salvatore.micali@unimore.it
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Detrusor presentin ®90% of patients

Diagnostic horizontal margin diagnosis in possible in 63%-
86% of patients

* Tumor at horizontal margin found in up to 45% of cases
* Dysplasiafoundin 1/3 of cases

Diagnosis vertical marging possible in 99%
* Rarely positve for tumor

No different recurrence between + or - mucosal margins




Variants on the presence of MM

Absentln 44% : k .
S S e T %z“ SATCY S S el BNl comage

MM identified in 70% of EBRT vs 27% in cTURBT
Tumor size is a relevant factor in the preservation of “en bloc” architecture
Size between 1-2 cm = higher rate of preserved architecture in EBRT

(Struck J P et al. Adv Ther, 2021: 38/ Ling H etal. WJ Urol, 2019: 37 )




Oncological outcomes

Spanish trial International trial Hong Kong trial
(median follow up 15 mo) (median follow up 24 mo)) (at12 mo)
—~—+ T o Recurrence EBRT 19.2% vs cTURB 18.7% 051 Recurrence EBRT 29% vs cTURB 38%
— > % —
- ; 2 =0.007
% | e | (p )

0 % 3 12-mo RFS 24-mo RFS “%
‘_; ..? 50% (95% Cl) (95% CI) P
% § — eTURB 96% (92-99)  88% (82-95) 8 0.31
§ : g 25% cTURB 99% (97-100)  90% (85-96) §
g § 0% , i i i . . S5 027 Treatment
s Recurrence EBRT ~15% vs cTURB 20% o 0 6 12 18 24 30 36 3 — SR
& Months after TURB @ ool e

- Number at risk .

CTURB 154 144 126 102 80 39 22 0.0-
eTURB 159 154 142 120 86 58 25 T T z z =
I » Cumulative number of events Months
° Number at risk cTURB 0 2 6 7 13 20 24 1
é’ 9% 86 57 39 24 24 1 5 eTURB 0 1 2 5 12 19 26 Number at risk
§ - 123 107 77 59 53 37 22 8 Fig. 1 - Kaplan-Meier estimates of free survival (RFS) for 316 participants randomized to en bloc (¢TUR) or conventional (<TUR) transurethral SR 133 121 99 89 58
- p : o > - resection of the bladder for primary bladder cancer. C1 = confidence interval. ERBT 143 137 1 18 1 1 1 76
Follow up duration (mo)
e Tumors 1-3cm
Subgroup analysis « Single tumor
Patients that benefit from ERBT « Tadisease
* |Intermediate-risk
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Conclusions

* Besides making your pathologist happy.....

 Candidates to ERBT are only patients with tumors between 1-3 cm in size and
multiplicity limited to 3 tumor s,

* Thereis moderated evidence that EBRT decreases the intraoperative undesired events,
the length of stay and the rate of residual tumor when compared with cTURBT
(subgroups analysis of RCTs not powered),

* Theislow evidence that ERBT increases the rate of DM in the pathology specimen.
* Recently, for the first time a RCT has shown superiority of ERBT vs cTURBT in decreasing

1-year recurrence in tumours of 1-3 cm in size, single, Ta and of EAU intermediate-risk
(LoE 1b),

At the present, EBRT will entail clinical relevance for those centers with a low rate of DM in the cTURB
and for those patients with a solitary tumor, of 1 to-3 cm of size and suspected to be a Ta.
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