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“Se o Radioterapeuta fosse esperar
por bases cientificas para tratar o
primeiro paciente, a Radioterapia ndo
teria comecado”

Fowler




Fracionamento




“Doses grandes em poucos dias tém a desvantagem de
nao promover controle da lesao e desenvolver sequelas
tardias”.

James D. Cox, Cancer 55:2105-11; 1985

“FracOes maiores que 2 Gy/ dia produz sequelas tardias
indesejaveis e a despeito do conforto para o paciente
(menos tempo de tratamento) e a maior rotatividade do
aparelho, HIPOFRACIONAMENTO NAO DEVE SER
INDICADO!

Gilbert H. Fletcher, Radiother Oncol 20: 10-15; 1991
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Década de 70

*Noruega — gasto de aproximadamente USS 700.000 — toxicidade
de 130 mulheres com Cancer de mama tratadas na década de 70




Evolucao...
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Dose x Fracionamento

Modelo Linear Quadratico

a = morte em evento Unico (componente linear)
B = morte em eventos multiplos (componente quadratico)
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Desenvolvimento tecnologico
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* Dose convencional — 1.8 a 2.0 Gy/dia

* Doses por dia maiores que a convencional em um tempo
menor de tratamento

* Doses acima de 2.0 Gy/ dia
Moderado 2.4 a 4 Gy/dia— 15 a 30 fracoes
Extremo 6,5 a 10 Gy/dia—4 a 7 fracoes

Radiocirurgia/Radioterapia extereotatica
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Hipofracionamento

Tratamento paliativo




Metastases Osseas - Dor

Single Multiple RR RR
Study nH nH (95%CI Random) {95%CI Random)
Canadian 2000 101 200 95 1198 1.05[0.86,1.29)
Baone Pain Trial 1999 274 1383 237 1378 1.05[0.96,1.16]
Dutch 1999 392 1585 361 1586 1.09[1.00,1.18]
Miglzen 1995 521119 a6 f122 —u— 0.95[0.72,1.26]
Kaoswig 1995 41 152 45155 - 0.96[0.80,1.16]
Gaze 1957 105 1134 99713 = 1.07[0.94,1.21]
Cole 1959 14 116 11113 —— 1.03[0.77 ,1.39]
Price 1986 297140 34 1148 — 0.90[0.55,1.40]
Tatal(95%:Cl) 1011 71628 955 1631 b 1.05[1.00,1.11]
Test for heterogeneity chi-square=2 .44 df=7 p=0293
Test for overall effect z=2.04 p=0.04
12 1 510
Fawvours multiple Fawours single

20 x 200 cGy 5x400 cGy
10 x 300 cGy 1 x 800 cGy




Metastases Cerebrais

.20 x 200 cGy

* 15 x 250 cGy

* 10 x 300 cGy

* 5x400 cGy

Guideline Astro 2012




Sintomas Respiratorios
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Hipofracionamento - Brasil

A distancia média percorrida para realizar tratamento é de 72 km.

SR e Média de km
. ‘ / \ 3 UF percomidos para
) J v Ao P> realizar o procedimento

¥~ " AC 387,8
AN AL 47,9
ey AM 80,5
— AP 14373
4 BA 1217
. CE 75,5
N DF 6106
- ES 430
GO 1043
Peru MA 130,1
MG 6438
MS 1428
MT 3333
PA 1338
PB 82,2
PE 1044
Pl 2399
PR 54,3
RJ 27,0
RN 61,0
RO 2540
RR 1605,5
( RAS 437
J sC 20,2
( SE 250
ACT e Uriass D SP 337
. TO 5243
Legenda: O tamanho dos circulos representa a quantidade de s =3

procedimentos realizados por pacientes de outras cidades.

Fonte: Sociedade Brasileira de Radioterapia, 2018.
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Hipofracionamento em Mama

INTERESSE...

* 20-30% das mulheres nao recebem
RT apos cirurgia conservadora

- Inconveniéncia do deslocamento diario

- Custos
Auséncia do trabalho ou do lar
Acesso aos servicos de RT

* Razdo a /B baixa - beneficio no hipofracionamento
Whelan T., Semin Radiat Oncol 18:257-264, 2008




Hipofracionamento em Mama

Estudo N Periodo Esquema Publicacao
Canadense 1234 1993 -1996 42.5Gy/16f 2010
RMH/GOC 1410 1986-1998 42.9Gy/13f 2006

39Gy/13f
START A 2236 1998-2002 41.6Gy/13f 2008
39Gy/13f

START B 2215 1999-2001 40Gy/15f 2008

UK fast trial 915 2004-2007 28,5Gy/5f 2011
30Gy/5f
%;IGRESSD
\ @ h  DAsocenaoe »
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UK FAST TRIAL

Desenho do Estudo
- ldade = 50 anos

e Estadios T1-T2NO

* 3 Bracgos ¢ 5 x 6 Gy semanal

* Sem quimioterapia

5x 5.7 Gy semanal

e Recrutamento de
2004 a 2007

A.M. Brunt, ASTRO 2018 - FAST Phase Ill RCT of Radiotherapy Hypofractionation
@@ @ for Treatment of Early Breast Cancer: 10-Year Results
( D
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Pior Grau de
Complicacao na
Mama

Durante
Tratamento
RTOG
0

A WINE=

EM 2 ANOS
Nenhuma
Pequena

Moderada/Maior

@, i

50 Gy/25 fr

N =302

8 (7%)
51 (46%)
39 (35%)
12 (10%)

0

N =239
189 (79%)
46 (19%)
4 (1.7%)

30 Gy/5 fr

N =308

28 (25%)

67 (60%)

13 (11%)

3 (2.7%)
0

N = 234
160 (64%)
65 (26%)
9 (3.7%)

28.5 Gy/5 fr

N =305

42 (39%)

53 (50%)

9 (8.5%)

2 (1.9%)
0

N = 242
184 (76%)
49 (20%)

9 (37%)

A-M.Brunt,et-alRadiotherapyand-Oncology 2011 h



UK FAST TRIAL

Frecst hy pofractionatian frial

100-
-
E 75-
.H 1]
g &
£
Ei 01 3 year rates (35% CI):
$ Fi 50 Gy: 6.8% (4.3% - 10.6%)
g 30 Gy: 11.8% (B.5% - 16.3%)
'§ 28.5 Gy: 7.1% (4.6% - 11.0%)
25
E- Pairwise logrank tests
E 50 Gy vs. 30 Gy: p=0.002 — S0Gy
S 50 Gywve. 285 Gy p=0455 = |_—____ DGy
30 285Grp=0016 |
a- Gy ve Gy p=0. 285Gy
0 1 2 3 4
Years since randomisation
Number at risk {events)
50Gy 302 209 273 (4) 185 (14) 72 (4)
300Gy 308 30 281 (7) 183 (25) 63 (16)
285Gy 305 208 279 (4) 191 (15) B4 (8)

A.M. Brunt, et al Radiotherapy and Oncology 2011
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UK FAST TRIAL

Atualizacao 2018
- |ldade = 50 anos

e Estadios T1-T2NO

* 3 Bracgos ¢ 5 x 6 Gy semanal

* Sem quimioterapia

5x 5.7 Gy semanal

e Recrutamento de
2004 a 2007

A.M. Brunt, ASTRO 2018 - FAST Phase Ill RCT of Radiotherapy Hypofractionation
@@ @ for Treatment of Early Breast Cancer: 10-Year Results
( D
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Grau de
Complicacao na
Mama

EM 5 ANOS
Nenhuma
Pequena
Moderada
Maior

EM 10 ANOS
Nenhuma
Pequena
Moderada
Maior

50 Gy/25 fr

N = 254
160 (63%)
75 (29.5%)
15 (5.9%)

4 (1.6%)

N = 132
90 (68.2%)
30 (22%)
11 (8.3%)
1 (0.8%)

30 Gy/5 fr

N = 267
152 (56.9%)
67 (25%)
40 (15%)
8 (3%)

N = 130
66 (50.8%)
40 (30.8%)
18 (13.8%)
6 (4.6%)

28.5 Gy/5 fr

N = 253

155 (61.3%)

73 (28.8%)
24 (9.5%)
1 (0.4%)

N =130
72 (55%)
39 (30%)
17 (13.1%)
2 (1.5%)

A.M. Brunt, ASTRO 2018 - FAST Phase IIl RCT of Radiotherapy Hypofractionation

for Treatment of Early Breast Cancer: 10-Year Results

bp



UK FAST TRIAL

Photographic assessment of overall change in breast
appearance by 5 years

% with mild / severe change in breast appearance

Difference (95%Cl)

30 - 30 Gy (69/269; 26%)
0 . 30Gy vs +7.4% (0.3, 16.7)
50Gy p=0.03
] 28.5 Gy (52/255; 20%) ZB'SGV Vs +2'4% (_3'8’ 10'8)
50 Gy (46/256; 18%) >0Gy p=0.47
0 . . . . .
0 1 2 3 4 5
Years since randomisation Marked changes: 2%, 4%, 2%
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A.M. Brunt, ASTRO 2018 - FAST Phase IIl RCT of Radiotherapy Hypofractionation
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UK FAST TRIAL

Relapse and survival at median 10 years’ follow-up

50Gy/25# | 30Gy/5# |28.5Gy/5#| Total
N=302 N=308 N=305 N=915
Local relapse 3 4 4 11
Regional relapse 2 0 3 5
Distant relapse 17 15 15 47
Death (breast cancer) 30 (7) 33 (8) 33 (10) 96 (25)

Estimate of 10-year local relapse rate: 1.3% (95%CI 0.7, 2.3%)

ONVENTION CENTER | SAN ANTONIC

©® Q :nsTrO18

2018 ANMUAL MEETING | HENRY B. GONZALEZ C

A.M. Brunt, ASTRO 2018 - FAST Phase IIl RCT of Radiotherapy Hypofractionation
for Treatment of Early Breast Cancer: 10-Year Results
Eﬁés'%ﬂ%ﬂﬂ%‘g »




UK FAST-FOWARD TRIAL

Acute skin toxicity associated with a 1-week schedule of whole breast

radiotherapy compared with a standard 3-week regimen delivered
in the UK FAST-Forward Trial

e Cirurgia conservadora ou 15x 2.67 Gy

Mastectomia /

* 3 Bracgos

« Com ou sem qum

e Recrutamento de 2011 a 2013

5 x 5.4 Gy diario

5 x 5.2 Gy diario

A.M. Brunt et al, Radiotherapy and Oncology 2016




UK FAST-FOWARD TRIAL

3.1.2.2 Field-based planning

When outlining a CTV volume on each axial slice it can be very difficult to accurately
delineate breast tissue on X-ray CT images. and this can result in an overestimate of
the whole breast volume, especially in obese patients. An alternative strategy is to
generate a field-based structure which is not a true PTV, but is helpful for reporting
purposes. A provisional tangential field pair is selected to cover the breast fissue and
minimise dose to the normal tissues, by scrolling up and down the CT dataset. The
whole breast field based PTV is then generated according to the following criteria, as
ilustrated on the images below:

* 5mm from the skin surface

= 5mm from the lung/chest wall interface

* 5mm from the posterior beam edge (or the MLC if it is used on the main beams}
« 10 mm from the superior and infericr beam edges

The margins of the field-based PTV from the superior and inferior field borders are valid
under the assumption that the isocentre of the plan has been placed in the central
region of the target. For @ mono-isocentric technique or it divergence has been
removed from the superior edge using floor twist please contact the QA team for
guidance.

Fg. §: Field-based whole braast PTV in axial, sagittal, and coronal planes

FAST-Forward Planning Pack v, 2 -8- Juty 2012

The Chest Wall CTV encompasses the skin fiaps and includes the soft tissues down to
the deep tascia. excluding the underlying muscle and rib cage. A 10 mm margin is
added to create the Chest Wall PTV. This PTV is then cropped 5 mm inside the skin or
along the skin {depending on the centre’s practice of bolus use) and 5 mm from the
lung surface for dose reporting purposes. This structure is denoted as PTVew DVH.

The same field based PTV principle listed above can also be applied to chest wall
patients in the trial as shown in Fig. é. In case of a very thin chest wall when the field
based PTVew generated according to the procedure outlined above does not
represent the iradiated volume adequately, contact the QA team for advice

If it is the centre’s policy to use bolus for part of the freatment fractions, the bolus and
no bolus plans should be evaluated and submitted separately, and two dose
reporting structures should be created: one cropped 5 mm inside the skin for the no
bolus plan, and one including the skin for the bolus plan. Target dose constraints
should be met for both structures individually.

FAST-Forward Planning Pack v, 2 -9- Juty 2012

FAST-FORWARD PLANNING PACK VOL 2




UK FAST-FOWARD TRIAL

Itis often necessary to use the MLC to shield organs at risk in the freatment beams and
this is recommended, provided that the tumour bed is away from the shielded area.
In cases like this, when the MLC is used on the main tangential beams, the field-based
reporting structure should be contoured 5 mm inside the MLC instead of 5 mm inside

the field border. The example on Fig. 7 shows a left side patient with MLC shielding for
the heart; the same can be done to shield parts of the lung or the liver in right side

plans.

Fig. 7: Field

The achieved target and OAR dose constraints should in this case be reported for the
modified field-based PTV structure

Once created according to the criteria outiined above, the field-based PTV must not

be modified any further. It will sometimes include tissues that are not breast in the

FAST-Forward Planning Pack v, 2 -10- uly 2012 FAST-Forward Planning Pack v, 2

FAST-FORWARD PLANNING PACK VOL 2




UK FAST-FOWARD TRIAL

Fig. 18: Dose distibution in whoie breast PTV: axial, sagittal ond coronal view

On Fig. 16-b) below a projection of the dose clouds in the beam’s eye view shows that
using simple 3D compensation can minimise hotspots across the breast volume, The
image on aj illustrates that using wedged tangents optimised on the central axis with
no compensation can produce very large areas of 107% (shown in lavender dose
cloud) away from the central axis,

FAST-Forward Pianning Pack v -20- July 2012

Fig. 16: 3D compensation lechnique

4.4.2 Electrons

If a centre wishes to treat chest wall pafients with electrons, this should be discussed

with the QA team,

4.5 Tumour Bed Boost

4.5.1 Photons

Mini-tangential fields can be used for the tumour bed boost, covering the tumour bed
PTV with an appropriate penumbra margin. The whole breast field borders are

decreased so as to include the tumour bed PTV only. A mini-fangential beam
arangement for the tumour bed boost is presented on Fig. 17.

FAST-Forward Pianning Pack v, 2 -21- Juiy 2012

FAST-FORWARD PLANNING PACK VOL 2




UK FAST-FOWARD TRIAL

Acute skin toxicity associated with a 1-week schedule of whole breast

radiotherapy compared with a standard 3-week regimen delivered
in the UK FAST-Forward Trial

95 % do PTV recebendo 95% da dose prescrita

<5% do PTV recebendo >105% da dose prescrita
<2% do PTV recebendo > 107% da dose prescrita
Dmax < 110% da dose prescrita

A.M. Brunt et al, Radiotherapy and Oncology 2016




UK FAST-FOWARD TRIAL

Pior Grau de
Complica¢do na 40 Gy/15 fr 27 Gy/5 fr 26 Gy/5 fr
Mama

Durante ou Apos

Tratamento N=44 N=51 N =52
RTOG
0 0 2 (4%) 3 (6%)
1 14 (32%) 24 (47%) 32 (62%)
2 24 (55%) 20 (39%) 14 (27%)
3 6 (14%) 5 (10%) 3 (6%)
4 0 0 0

A.M. Brunt et al, Radiotherapy and Oncology 2016




UK FAST-FOWARD TRIAL

Acute skin toxicity associated with a 1-week schedule of whole breast
radiotherapy compared with a standard 3-week regimen delivered
in the UK FAST-Forward Trial

——— 40 Gy/15F: G1+ = = A0GY/15F: G2+  --+e- - 40 Gy/15F: G3+
— 27 Gy/5F: G14+ - 27 GyfSF: G2+ eeers + 27 Gy/5F: G3+
26 Gy/5F: G1+ - 26 Gy 5F: G2+ ceeee 26 GYSSF G
100
70 R
® 50 / \
=
£ 50 7
£ 40 ]
E ------ - s _
30 L =
20 S —————— === R
10 —emf====oo====-=--- - =
=
0 - : -
1 2 3 4 5 3] 7

Weeks from starting radiotherapy

Grade 3 taxicity reported at 4 weeks post-RT in 27 Gy/SF patient resolved to grade 1 one week later

Fig. 1. Acute toxicity substudy 2 - Prevalence of grade 1+, grade 2+ and grade 3+
CTCAE toxicity.

A.M. Brunt et al, Radiotherapy and Oncology 2016
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Hipofracionamento

Definitivo




Hipofracionamento em Prostata

Estudos demonstram que a razao a /P da préstata é baixa,
em tornode 1 a 3 Gy.

Total Dose (Gy)
76 70 59 44 26

o
o

~
o

N
o

Late NTD (in 2 Gy fx equivalents)

w
o

Hypofractionation —»




Hipofracionamento em prostata

Kupelian et al.

o 770 70 Gy/2.5 Gy/28 fx IMRT £0.0 Gy 77.0 Gy a5 83% 45 53
aitter et of 100  64.7Gy/2.94 Gy 22 fx 82 6 Gy 77.0 Gy 60 92%

o 100  58.1Gy/3.63 Gy/16fx IMRT/TOMO 851Gy 77.0 Gy a8 04% 107  -15
Wiscons 100  51.6Gy/4.3 Gy/12 fx 85.5 Gy 75.0 Gy 36 98%
Martin et al.
P;H'" @ a2 60 Gy/3 Gy/20 fx IMRT 772 Gy 72.0 Gy 36 85% 4 3
Leborgne et al. 52 60 Gy/3 Gy /20 fx 3D-CRT 771 Gy T72.0Gy 49 29% 55 5.6
Uruguay 37 63 Gyf3.15 Gy/20 fx B3.7 Gy T7.2 Gy 49
Tsuji et al. 3D-CRT

201 66 GyE/3.3 GyE/20 fx 905G 831G 30 97% 2 6

CHIBA VE/3.3 GyE/ Carbon ions g B
Soete et al.
italy & Bulgi 102 56 Gy/3.5 Gy/16 fx 3D-CRT £0.0 Gy 77.0 Gy as 85% 45 53
zilli et al. 82 56 Gy/4 Gy /15 fx IMRT 88.0 G 78.4 G 48 82% 39 5.8
Geneva /4 Gy My & kY L |
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CHHIP Trial

Conventional versus hypofractionated high-dose
intensity-modulated radiotherapy for prostate cancer:
5-year outcomes of the randomised, non-inferiority, phase 3
CHHiP trial

e Multicéntrico Randomizado 37 x2 Gy
Fase 3, nao inferioridade
: 20 x 3 Gy

* 3 Bracgos

3216 pacientes

* T1b-T3aNO

*PSA < =l

. . 0 19 x 3 Gy
*Risco linfonodal < 30%
° T3 + Gleason 8> excluidos

@
St Dearnaley, D et al. Lancet 2016 |Spg
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CHHIP Trial

Conventional versus hypofractionated high-dose
intensity-modulated radiotherapy for prostate cancer:

5-year outcomes of the randomised, non-inferiority, phase 3
CHHiP trial
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1recehwed mone tham panned dose 3 compietedose information 1 recehved less than planned diose
(& Gy In 38 fractions) uraralizbie In 3 Gy fractions (510§ In
1§ recefved lessthan planned dose B eeceived treatment in 2 Oy fractions 17 fractions)
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1 eenehvesd s Han planned dee
In T fractions (54 Oy
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1zompiete doar information
wraraliiie
T recewed 60 Oy In 20 fractons
T oomplete dose Informationwnanalabie
13 bt o foilow-up 115t o foliow-1p 11iost tn fodow- up
0% died T3 died &7 died
Ewithamw consent Ewithdrew consent Bwithares consent
4 unrapmywith trial treatment or |l TunFappywithinal treatment o T uniappywith trial beatment or
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Dearnaley, D et al. Lancet 2016




Radiotherapy Quality Assurance for the CHHIP Trial: Conventional
Versus Hypofractionated High-Dose Intensity-Modulated
Radiotherapy in Prostate Cancer

70.3 Gy
>95%

Prostate: 74 Gy

PTV3 = Prostate + 5mm, except to
rectum where Omm:
> 95% (70.3 Gy")

PTV2 = Prostate + 10mm, except to
rectum where S5Smm:
>91% (67.3 Gy")

PTV1 = Prostate + seminal vesicles
+ 10mm:
> 76% (56.2Gy")

Seminal Vesicles

Rectum

[

* =« 2Gy equivalent doses

Fig 1. Planning target volume (PTV) margins and doses for the CHHiP
trial. In patients with a low risk [4]| of seminal vesicle involvement,
the base of the seminal vesicles (proximal 2 cm) was included; those
with a moderate or high risk of involvement had all of the seminal
vesicles included.

Naismith, O et al. Clinical Oncology 2019
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Radiotherapy Quality Assurance for the CHHIP Trial: Conventional
Versus Hypofractionated High-Dose Intensity-Modulated
Radiotherapy in Prostate Cancer

* 41 centros

*Implementacao Técnica

Forward planning TC com cortes 0.5 cm
Inverse planning

Recomendado IGRT

..'iz?.(;‘s%%ﬁéﬁﬂm Naismith, O et al. Clinical Oncology 2019
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Radiotherapy Quality Assurance for the CHHIP Trial: Conventional
Versus Hypofractionated High-Dose Intensity-Modulated
Radiotherapy in Prostate Cancer

Table A1l: Normal tissue dose constraints for the CHHiP trial.

Organ Prescribed Dose (Gy) Dose (%) Maximum volume

74 Gy/37 fractions 60 Gy/20 fractions 57 Gy/19 fractions Optimal Mandatory
Rectum 30 243 23.1 41% 80% -

40 324 30.8 54% 70% -

50 40.5 38.5 68% — 60%

60 48.6 46.2 81% — 50%

65 52.7 50.1 88% — 30%

70 56.8 53.9 95% - 15%

74 60 57 100% — 3%
Bladder 50 40.5 38.5 68% 50%

60 48.6 46.2 81% 25%

74 60 57 100% 5%
Bowel 50 40.5 38.5 68% 17cc
Penile bulb 50 40.5 38.5 68% 50%

60 48.6 46.2 81% 10%
Femoral heads 50 40.5 38.5 68% — 50%

Naismith, O et al. Clinical Oncology 2019 »



CHHip Trial

Sobrevida

Livre
de
Falha
Bioquimica

0/ Gy vs 74 Oy HE 0-234 (00% 01058103}, log- rank p=0-16
5 Oy vs 74 Gy HE 1.20 (D0 1 0-93-1-45], log-rank p=0-11

I:I 1 1 1 1 1
3 ' T 3 H 5 B

o

Mumber at fisk

Ty I065(4) 10D7[M) 99139 GIE(4) TS(I) AUSQ I1M4( MFOr)
Sody 1074(4) 1042(15) U3} 9E5(8) BIE[E) SIA(W) Wo(0) T[0T
Ty 1007(5) 104430 1004(35) G443} TOEQY &R 262 ESL(ET)

Mumbesr o nscred
74Oy i 4 I 28 1y 280 200 014
&0 Oy i o4 15 I3 131 265 143 o4
By i o4 1o 5 15 s 111 ga

Dearnaley, D et al. Lancet 2016

CONGRESSD

DA SOCIEDADE
BRASILEIRA DE
RADIOTERAPIA




CHHip Trial

A p value
Hazard ratio  (test for
Events/patients (90% ) heterogeneity)
60Gy 740Gy
Nl patients, unstratified 1181074  136/1065 N 0-84 (0-68-1.03)
Nl patients, stratified® 1181074  136/1065 . 084 (0-68-1.04)
Lo risk 97164  BfS7 107 (0:48-2:39)
Intermediate risk Qo784 111779 —— 078 (062-0-98) 045
High risk 19/126 17129 117 (067-202)
Age <69 years 74/511 64521 —_———— 111(0-84-1.48) S0l
Age >60 years 44543 7544 —— 059 (0-43-0-81)
Gleason <6 26387 34P7 —h 072 (0-47-1-10) 048
Gleason =7 92/687  102/694 B 089 (0.70-112)
T 00422 337356 . T 072 (0-48-1.09)
T2 74561 90623 —a— 091(071-118) 059
b = LE] 14/90  1/85 110 (057-209)
Sobrevida Mhcomgel e 40 R onpssan
. PSA 10-20 ng/mlL 61/476 7477 —— 073 (055-097) 053
Livre PSA 220 ngimL. 675 1267 113(060-212)
0!2 04 0!5 o8B 10 1-'2 ll4 ‘l-lﬁ 1‘8 2—‘0 2!] 2—‘4
d e .« —
Favours 60 Gy Favours 74 Gy
Falha s
B Hazardratio  (test for
. y . Events/patients (90% Q) heterogeneity)
Bioquimica 5o no
All patients, unstratified 16341077 136/1065 N 120 (0:99-1.46)
All patients, stratified”  163/1077  136/1065 —— 120 (100-146)
Low risk 181161 8/157 b 227(113-458)
Intermediate risk 19784 11U77Y —i— 108 (087-134) 017
High risk 6130 17129 > 155(093-259)
Adge <69 years BS540 64521 4 126096165
Age >68 years 78528 72544 R 116 (089-152)
Gleason <6 38364 34070 ] 14(078169)
Gleason =7 125713 102/694 -— R 121(097-151)
T 43392 33356 = 119 (081-174)
T2 0582 90/622 R 113 (089-145) 040
L] 7102 1/85 > 189(107-334)
PSA <10 gfml 66/539  46/510 ™ 1.49 (108-2.04)
PSA 1020 ng/ml. 78462 771477 + 098(075-177) 023
PSA =20 ng/dmi. 18/66 12167 { » 153 (083-282)
I T T 1 L T T T T L] 1
02 o4 o6 o8 10 1.2 14 16 18 20 22 24
+«— —
Favours 57 Gy Favours 74 Gy

D Figure 3: Univariable subgroup analyses of biochemical or clinical failure comparing 60 Gy (A) and 57 Gy (B) with conventional radiotherapy

CONGRESSD

DA SOCIEDADE
BRASILEIRA DE
RADIOTERAPIA

(&)

*Stratified by risk group,; all other analyses are unstratified.
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Figure 5: Late bowel and bladder toxicity by timepoint, assessment, and randomised treatment group
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Vantagens do hipofracionamento

®* Diminui custos

* Maior conveniéncia
- Diminui viagem dos pacientes, alojamento
- Maior adesao e aceitacao do tratamento

* Maior efeito em lesOes radioresistentes
- Melanoma
- Sarcomas

- Hipernefromas

* Maior efeito em tecidos com o a /B baixo com baixa toxicidade

- Préstata
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