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Los EF dependen de nuestras deci:@ mee

@ World Bladder Cancer... @ m
BHE  @WorldBladderCan

Discussing bladder preservation
@AlisonBirtle at #EAU24 sharing our
survey results on #bladdercancer patient
experience with radical cystectomy and
treatment choices.

= 145% of respondents were not counselled
on sexual side effects of RC

=174% of respondents had no other
treatment options discussed with them
other than RC

Explore our survey findings
worldbladdercancer.org/patient-and-ca...

Traducir post

A.J Birtle

EALI24

@Walison birtle y European Association of Urology
(EAU)

T @alison birtle reposteado
£\ Lydia Makaroff m
@lydiamakaroff
Prof Birtle on the treatment for young
healthy people with Muscle-Invasive
Bladder Cancer, highlighting the benefits
of radiotherapy. 75% patients currently
not being informed about alternative

treatments. A call to action for more patient
choice #EAU24

Traducir post

Fight Bladder Cancer y @alison birtle

16:10 - O7 abr 24 desde Paris, Francia - 3.544
Visualizaciones

Prostate cancer cases are expected to
double from 1.4 million per year in 2020 to
2.9 million per year by 2040, new analysis
suggests.

More from the Lancet Commission on
#ProstateCancer in-thread N

3 hubs.li/Q02r1b720
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www.nature.com/pcan Prostate Cancer and Prostatic Diseases

Table 1. Characteristics of included studies.

Author, ref., country Setting Trial phase Intervention model Arms Baseline Endpoint Median follow-
REVIEW ARTICLE sample, N (%)  sample, N (%)  up, months
Clinical Research Al-Mamgani et al. [23], Multi- Phase llI Parallel groups 1. SIB-IMRT (78Gy/39#, no 41 (100%) 7 (17%) 56
Netherlands centre IGRT)
H 2. SEQ-3D-CRT (Excluded)
Long term genitour _ — : :
Sia et al. [22], Australia Single- Prospective Single arm IMRT (74Gy/37#, No IGRT) 125 (100%) 32 (26%) 60
intensity-modulatec Centre  cohort study
Aluwini et al. [24], Multi- Phase llI Parallel groups 1. NFRT (78Gy/39#, mostly 387 (49%) 97 (25%) 62
1 1 = Netherlands centre IGRT) 395 (51%) 102 (26%)
SyStematlc review c 2. HYPO (64.4GY/19%)
Rowan David ‘-zm, Alex Buckby? Arma Catton et al. Multi- Phase lI Parallel groups 1. NFRT (78Gy/394, IGRT) 598 (50%) 396 (66%) 49
Michael E. O'Callaghan'>** [27], Canada centre 2. HYPO (60Gy/20#, 608 (50%) 398 (66%)
IGRT)?
© Crown 2022 deCrevoisier et al. Multi- Phase Il Parallel groups 1. IGRT daily (78Gy/394#) 236 (50%) 437 (93%) 66
[25], France centre 2. IGRT weekly (78Gy/39#) 234 (50%)
) Wilson et al. [26], UK Multi- Phase Il Parallel groups 1. NFRT (74Gy/374) 1065 (33%) 775 (24%) 72
BACKGROUND: Recent studies have sl centre 2. HYPO (60Gy/204#) 1074 (33%)
the 10-year incidence of genitourinary 3. HYPO (57Gy/19#) 1077 (33%)

pros:tate_cancer n_er_nains "fndear' Hef": Gy Greys, # Fractions SIB simultaneous integrated boost, SEQ Sequential boost, HYPO Hypofractionation, NFRT normofractionation, IGRT Image-guided
genitourinary toxicity relying on Radiat

(CTCAE) grade as well as the incidence ;adiotherapy, CIMRT Conventional fractionated intens_.ity—m_odul_ated radiatior_1 therapy, CIMRT conventional fractionatiorj intensity—modulat.ed radiation therapy.
studies reporting 120-month follow-ug IMRT was encouraged, although 3D-CRT was permitted in this study provided that all protocol-mandated normal tissue dose constraints were met [27].

METHODS: Articles published from January 2008 to December 2021 déscribing prospective studies were systematically searched in
MEDLINE, EMBASE and Cochrane (PROSPERO protocol CRD42019133320). Quality assessment was perfor—-- -~ ~£ b~

Cochrane Risk of Bias 2 Tool for RCTs and the Newcastle Ottowa Scale for non-RCTs. Meta-analysis was pel _ 60 meses tOXICIdad gen Itou I’I narla RTOG 17%

incidence of RTOG and CTCAE Grade =2 genitourinary toxicity, haematuria, urinary retention and urinar

RESULTS: We screened 4721 studies and six studies met our inclusion criteria. All included studies invo _ TOXICIdad grado _2 CTCAE 33%

three included a hypofractionation comparator arm and none involved nodal irradiation. The pooled 60

incidence of RTOG and CTCAE Grade 22 genitourinary toxicity were 17% (95% Cl: 5-20%, n = 678) and 3! _ Toxicidad g rado 3 inferior a| 3%

153), respectively. The pooled 60-month cumulative incidence of Haematuria was 5% (95% Cl: —4-149%,

incontinence 12% (95% Cl: 6-18%, n = 194), Urinary retention 24% (95% Cl: 9-40%, n = 10). One study _ Eval ua":) RO M% Ensay(CH H | P

analyses, one reported predictive factors, no studies reported economic analysis or 120-month toxicity.

Zeotl‘\elrgl?lirs]:ag:l:aﬁgreg;:et?:\;i:gilf—zuaIity studies reporting 60-month toxicity rates after IMRT. Conservati B N 0 Ejlfe renCIa,S a 5 anOS € ntre fraCCIO namie ntOS D
toxicity rates are high and there is need for longer follow-up and consistent toxicity reporting standard . Ha” a falta mas eStUd|OS de Iargo plazo JM

Prostate Cancer and Prostatic Diseases (2023) 26:8-15; https://doi.org/10.1038/541391-022-00520-x
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IGRT randomisation
N=293

!

No IGRT

Allocated to intervention (n=48)
* Receivedallocated intervention
(n=45)
» Did not receive allocated
intervention (n=3)
1 received IGRT due to patient choice

IGRT - Standard margins

Allocated to intervention (n=137)

* Receivedallocated intervention
{n=128)

« Did not receive allocated
intervention (n=9)

IGRT - Reduced margins
Allocated to intervention (n=108)
* Receivedallocated intervention
(n=104)
+ Did not receive allocated
intervention (n=4)
1 no RT received — withdrew consent
3 standard margins unknown reason

Analysed for primary endpoint

Analysed for primary endpoint
(n=125)

4 year toxicity data available (n=44)
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4 year toxicity data not available
(n=29)
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Patient Reported Outcomes

Patient Reported Outcomes

Patient Reported Outcomes

PRO booklet not sent (n=2)
Cenlre not participating in substudy (n=1)
Patient unwell (n=1)

PRO booklets sent (n=106)

PRO booklets not received (n=31)
Unknown reason (n=31)

PRO data available for analysis (n=75)

Fig. 1. CONSORT diagram.

Fig. 3. Acute RTOG bowel (A) and bladder (B) toxicity by timepoint and IGRT group. Distribution of grade and prevalence.

- Uso de IGRT
- Toxicidad Gl Grado 2 RTOG 3,9% vs 8,4%
- Importancia de delimitar uretra y trigono vesical
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Figure 1. CONSORT Diagram

178 Assessed for eligibility

-

[:\, 178 Randomized \/

88 Randomized to receive CT-guided SBRT
77 Received intervention
11 Did not receive intervention
5 Pursued radical prostatectomy
2 Pursued conventional fractionation

1 Pursued androgen-deprivation
therapy only

1 Pursued brachytherapy monotherapy

1 Pursued external beam radiotherapy
plus brachytherapy

1 Lost to follow-up (died
before 90-d time point)

A

90 Randomized to receive MRI-guided SBRT

79 Received intervention

11 Did not receive intervention
4 Pursued radical prostatectomy
3 Pursued conventional fractionation
2 Pursued proton beam therapy
1 Pursued brachytherapy monotherapy
1 Deferred treatment

1 Lost to follow-up (died
before 90-d time point)

\d

76 Included in primary end point analysis

78 Included in primary end point analysis

CT indicates computed tomography;
MRI, magnetic resonance imaging;

age 373

SBRT, stereotactic body radiotherapy.

significantly reduces acute grade 2 or greater genitourinary (GU) toxic effects after prostate
SBRT compared with computed tomography (CT) guidance.



Table 2. Incidence of Acute Highest-Grade Treatment-Related Toxic Effects 3 Months or Less After SBRT?

Patients, No. (%) (N = 154)

CT-guided SBRT (n = 76)

MRI-guided SBRT (n = 78)

Adverse event Grade 1 Grade 2 Grade 3 Grade 22 Grade 1 Grade 2 Grade 3 Grade 22 P value®
Genitourinary —

Any© 34 (44.7) 32(42.1) 1(1.3) 33(43.4) 39 (50.0) 19 (24.4) 0 19 (24.4) .006
Cystitis 2(2.6) 2(2.6) 0 2(2.6) 0 0 0 0 12
Hematuria 1(1.3) 1(1.3) 0 1(1.3) 2(2.6) 1(1.3) 0 1(1.3) .50
Urinary frequency 32 (42.1) 24 (31.6) 0 24 (31.6) 28(35.9) 12 (15.4) 0 12 (15.4) .01
Urinary incontinence 9(11.8) 3(3.9 0 3(3.9) 4(5.1) 2(2.6) 0 2(2.6) 34
Urinary retention 10(13.2) 20(26.3) 1(1.3) 21(27.6) 7(9.0) 9(11.5) 0 9(11.5) .006
Urinary tract infection 0 0 0 0 0 0 0 0 .50
Urinary urgency 20(26.3) 9(11.8) 0 9(11.8) 19(24.4) 5(6.4) 0 5(6.4) 14
Dysuria 9(11.8) 5(6.6) 0 5(6.6) 1(1.3) 5(6.4) 0 5(6.4) .50
Gastrointestinal

Any© 34 (44.7) 8(10.5) 0 8(10.5) 23(29.5) 0 | 0 0 .001
Colitis 1(1.3) 2(2.6) 0 2(2.6) 0 0 0 0 12
Constipation 3(3.9 0 0 0 3(3.8) 0 0 0 .50
Diarrhea 22 (28.9) 5(6.6) 0 5(6.4) 15(19.2) 0 0 0 .01
Nausea 0 0 0 0 0 0 0 0 .50
Proctitis 15(19.7) 5(6.6) 0 5(6.4) 9(11.5) 0 0 0 .01
Gl hemorrhage 4(5.3) 3(3.9 0 3(3.8) 1(1.3) 0 0 0 .06
Rectal pain 2(2.6) 2(2.6) 0 2(2.6) 1(1.3) 0 el 0 12
Sexual

Any© 2(2.6) 0 .50
Erectile dysfunction 2(2.6) 0 .50




Characteristics of incluc

Author, year, ref, AIUWI ni et al B ] - ADT
country Dearnaley et al - [ ] %)
Aluwini et al., 2015, Cotton et al B L x 66
2016 [2,6] - ——
Netherlands Lee et al 2 67
Table 2 Alcangeli et al - o 3 9
Acute and late Gastrointestinal (GI) toxicity pat Kozuka et al 3 o7
— ——
Study Arm BED (0/p = 2 9%
Mc Donald et al - = 100
Aluwini et al. HF: 64.6/19 x 86.56 Gy s 100
P 3.4 Total (fixed effects) — &> 2 0
j SF: 78/39 x 2 93.60 Gy ;
] Deamaleyetal.  HE:60/20 x 3 78006y  Total (random effects) |- - s o
— HF: 57/20 x 3 74.10 Gy 0
SF: 74/37 x 2 88.80 Gy 1 . 1 : 1 . . 1 . 1
Re  Arcangelietal.  HF:62/20 x3.1  81.22Gy -0,3 -0.,2 -0,1 0,0 0,1 0,2 x 0
SF: 80,40 x 2 96.00 Gy Risk difference 100
A' Catton et al. HF: 60/20 x 3 78.00 Gy . . . . )
SF: 78/39 x 2 93.60 Gy Fig. 4. Pooled analysis of risk of late GI toxicity after moderate HF vs SF radiotherapy. 9 100
Karklelyteetal.  HF: 63/20 x 82.84 Gy 3 625
ra 3.15
SF: 76/38 x 2 91.20 Gy
Viani et al. HF: 69/23 x 3 89.70 Gy i | = 2 80
F SF: 78/39 x 2 93.60 Gy Aluwini et al 100
. Norkus et al. HF: 63/20 x 82.84 Gy B
o Dearnaley et al - 100
a SF: 76/38 x 2 91.20 Gy B .E 93
b De Krupa et al. HF: 60/20 x 3 78.00 Gy Cotton et al
De  Tramacere HF: 62/20 x 3.1  81.22 Gy
al Lee et al = " 91
- Valeriani et al. HF: 68.5/25 x 87.66 Gy B
2.7 Alcangeli et al — | 41.9
Pervez et al. HF: 68/25/2.72  86.50 Gy
Lee et al. HF: 70/28 x 2.5  87.50 Gy Kozuka et al — = 2 523
SF: 73.8/41 x 78.08 Gy Mc D d et al 3 5
1.8 C Donala et a — L
Kozuka et al. HF: 70/28 x 2.5  87.50 Gy s 100
SF: 78/39 x 2 93.60 Gy .
Mc Donald HF: 70/28 x 2.5  87.50 Gy Total (f|xed effects) — > 100
et al.
SF: 75-77/ sss0Gy;¢  Total (random effects) |- e e 100
(1.8-2) Gy
Faria et al. HF: 60/20 x 3 78.00 Gy
Lock et al. HF: 63.2/20 x 83.17 Gy 1 . 1 . . 1 . 1 9.1
3.16
White et al. HF: 57/19 x 3 74.10 Gy '0!2 '0! 1 0,0 0: 1 0=2 2 100
A Risk difference

White et al., 2015 1+ mas 1 Cons v s, Caisgan s s o iy rons o P [P 71
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Fig.1
X
o
Marciscano et al. BMC Can ~
https://doi.org/10.1186/s’ O
2 Stratification Factors Arm 1 {n=68)
=) BaS?X"VQSEBF) :/Cs Sccsge 8;°“p ®| 55Gy in 20 fractions to fossa
i A = high bowel and urinary scores 24 (42Gy to nodes ¥ included)
_ o » B =high bowel low urinary scores | l
T C = low bowel and high urinary scores
o D = low bowel and unnary scores* 1:9 Arm 2 (n=68)
c _ .
Ra N d om 3 Pelvic nodes and ADT (yes vs. no)™ #| 32.5Gy in 5 fractions to fossa
bt (25.5Gy to nodes if included)
I @
sdlvage |l ¢
. 4 ‘ "CE) Primary Endpoint: Change scores in Gl and GU domains of the EPIC at 2 years post-RT

Ariel E. Marciscano' Trial Schema. Expanded Prostate Cancer Index Composite (EPIC), EuroQol-5D index (EQ-5D) and

Jim C. Hu3, Ana M. ) International Prostate Symptom Score (IPSS) quality of life (QoL) surveys are collected at baseline,

Scott T.Tag awass end of salvage radiotherapy, and at 3 month, 6 month, 12 month and 60 month follow up. GI,
gastrointestinal; GU, genitourinary; RT, salvage radiotherapy. *EPIC score groups defined as: high
bowel score > 96, low bowel score < 96, high urinary score > 84, low urinary score < 84. **Patients with
PSA > 0.4 ng/mL, high-risk Decipher genomic classifier scores, or pathologically node positive disease e GUARD
will receive pelvic nodal radiotherapy and androgen deprivation therapy (ADT) as per the clinician’s

discretion
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CRT (n=430)

SBRT

Age at randomisation (years)

Race
Black
East Asian
Mixed heritage
South Asian
White
Other
T-stage
Tic
T2a
T2b
T2c
NCCN risk group
Low
Intermediate
Gleason score
3+3
3+4
Prostate volume
<40 mL
40-79 mL
=80 mL
Unknown
PSA (ng/mL)*

69-7 (65-6-74-0)

43 (10%)
387 (90%)

84 (20%)
346 (80%)

156 (36%)
204 (47%)
16 (4%)
54 (13%)
8.0 (6:3-107)

Data are n (%) or median (IQR). CRT=control radiotherapy. SBRT=stereotactic
body radiotherapy. NCCN=National Comprehensive Cancer Network.
PSA=prostate specific antigen. “Four (21%) of the 19 patients on Sa-reductase
inhibitors at baseline had a PSA value of 10-20 ng/mL.

(n=414) A
1007 ——SBRT grade =3
Sl oo
;t‘ 2 go- — CRTgrade=2
E SBRT grade =1
= CRT grade =1
35 (8%) 2 E % grade
n S5 4n

The reasons for higher physician-reported genito-
urinary toxicity after SBRT than CRT are complex and
might include differing thresholds for prescribing in
response to Dborderline side-effects, as treatment
allocation was not masked. Data suggesting that the o/f3
ratio for late gastrointestinal side-effects is higher and
for genitourinary side-effects is lower (around 0-5-2 Gy)”
could also offer an explanation for these findings,
because a low o/f ratio for normal tissues diminishes
the relative therapeutic gain from hypofractionation. It
could be that, as we progressively hypofractionate, we
spare gastrointestinal toxicity but biologically dose

et e g |

21 (5%) T3 b
54 (13%)

8.0 (5-5-11-0)

T T T T T 1
9 12 15 18 21 24
Time since treatment (months)
Number at risk
(number censored)
SBRTgrade=3 414 (0) 414(0) 413(0) 411(2) 410(3) 405(6) 403(7) 400(10) 396(14)
(RTgrade=3 430(0) 429(1) 429(1) 428(2) 425(5) 422(8) 420(10) 416(13) 411(18)
SBRTgrade=2 414 (0) 414(0) 412(0) 403(2) 398(2) 388(5) 384(6) 378(9) 370(13)
CRTgrade=2 430(0) 429(1) 427(1) 421(2) 411(5) 404(8) 397(10) 391(13) 382(18)
SBRTgrade=1 414 (0) 414(0) 376(0) 335(2) 298(2) 278(4) 264(5) 253(5) 247(8)
CRTgrade=1 430(0) 429(1) 396(1) 341(2) 307(4) 284(7) 261(8) 250(10) 237(14)




