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Objetivos de aprendizaje

 Conocer la evidencia que apoya el uso de adyuvancia en cancer
de recto localmente avanzado

* Comprender los beneficios y la evidencia detras de las nuevas
tendencias en adyuvancia en cancer de recto localmente
avanzado
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Cancer de Recto en Chile
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—S necesario hacer tratamientos
adyuvantes
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-S mejor la neocadyuvancia gue la
adyuvancia

ORIGINAL ARTICLE A
g [ Preogerative 13%
12- chemoradiotherapy —_————
. 1 = Postoperative )
pl‘eopel‘atl ve versus pO StOpE ra thE 10 chemoradiotherapy '_"
Chemoradiotherapy for Rectal Cancer =

Rolf Sauer, M.D., Heinz Becker, M.D., Werner Hohenberger, M.D.,
Claus Rédel, M.D., Christian Wittekind, M.D., Rainer Fietkau, M.D.,
Peter Martus, Ph.D., Jorg Tschmelitsch, M.D., Eva Hager, M.D.,
Clermens F. Hess, M.D., Johann-H. Karstens, M.D., Torsten Liersch, M.D
Heinz Schmidberger, M.D., and Rudclf Raab, M.D.
for the German Rectal Cancer Study Group®

Cumulative Incidence of Local
Recurrence (%)

No. at Risk

RTQT por 5-6 Semanas Pﬂ::gie:}:z:;hemo- 397 368 312 250 190 133 7

Postoperative chemo- 334 351 299 240 134 135 &
radiotherapy

Sauer, NEJM 2004 oommom



Otro tipo de neoadyuvancia efectiva

All Patients
The New England Journal of Medicine 1 0_
IMPROVED SURVIVAL WITH PREOPERATIVE RADIOTHERAPY IN RESECTABLE
RECTAL CANCER 0.8- Surgery alone
Sweowsk Fecra Cancer TRL> & eeeeees Radiotherapy plus surgery
0.6 -

RT corta (1 semana)
sin QT

Pahlman, NEJM 1997 -

Probability of Local Recurrence




. Cual neoadyuvancia es mejor?

Rendomized clinical tria
Long-term results of a randomized trial comparing preoperative e
short-course radiotherapy with precperative conventionally ‘
fractionated chemoradiation for rectal cancer a %r )
& 3 -
K. Bujko', M, P. Nowacki?, A. Nasicrowska-Gurtmejer®, W, Michalski?, M. Bdbenek® and M. Knyf® = 00 .
for the Peolish Colorectal Study Group E B B TR
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. Cual neoadyuvancia es mejor?

100 =~
-3 A
Oy ML RN X MLVAMRAKR Y DU é_ \
oA on G fueeos e ¥ 0N 5
.E kx\_—‘ -~
- - =
w  60- - .2
. L . . ) ® = 3
Rancomized Trial of Short-Course Radiotherapy Versus Y — SC = sc
Long-Course Chemorad:ation Comparing Rates of Local '3,: a0 - LC 2 .0l LC
Recunrence in Patients With T3 Rectal Cancer @ . . — i P ’ "
o i, , HR (LC:SC) = LIG; P = .47 © HHLLSQ =112 P - 52
Trans-Tasman Radiation Onenlogy Group Tria’ 01.04 § S vea
N, P dome i, Twr e ). P, " = St
el L e e A rrve Vel g eeshy it P ~ 20—~ %aos i 7 1 S 204 xds i s s
Caste Dot Avwe Vaiamien, 19 Cru chorcpean, Jobm Zakeowry, and fohm Madcry 8 HR 95% cl ln !)% CI
o=

0 1 2 3

1 2 3 4 5 6 7 8

.
o
=]
-
(]
o

Ngan, JCO 2012 60 sisivors




. COmMo se explica esto?

Radiobiologia

Tumar ¢/ correccion
det

Igjico Sano aff=3

25 Gy en 5 fx es un poco
mas dosis en tumor que
50 Gy en 25 fx

EQD2 (aB) = (d+ap) [ (2+cf)

Time correction: EQD2 (afl) = ( OTT-delay) D
Repair rate= D, ~=0,6Gy/day

Proliferation delay: 7 days

proif

wcvenberzer ¢ al. Radinr Oneal 2007467

Diapositiva Dra. Verodnica Lopez

Instituto Nacional del Cancer - Chile oo TR



25 Gy en 5 tx tiene 4 veces mas pCR

Patients randomized in the
Stockho'm 11 trial

S =840
P S Contents Ists evailable st ScerscaDirect
DIRG
b “-.i.-’i&i Racintherapy ard Oncolagy
S
151 urngl homesege: www thegiesrjcurnal.com
(vguairice . SRT SRT-delay LRT-delay
Tamour regression after radiotherapy fer rectal cancer — Results from ) n=357 n=355 n=128
the randomisec Stockholm I trial = -
Johan Erlandsson ', Ester Lérine ™~ Madelene Ahberg” | Davic Pettarsson ' Torkjorn Halm ™, 3 y |
Bengt Glimelius™*, Ansa Mertling ' SRT SRT.delay LRT delay P value
o g it gy Sk (i Sl By s of M Saui o o Sy el Sentonee s D & S Pl e o pCR 1(03%) I 29 { ]0.4%) 2 (2.2%) <o.oom|

" Drpgew vrewe of Invwmrwivgy, Gevewes aond Pafodngy Exgey ivevwal wol Chusd Ovevigr. Upgosds Gntersky Svevew

Erlandsson, Radiother Oncol 2019




DCR se asocido a mejor sobrevida

AO
In conclusion, 5 x 5 Gy in one week with a delay of surgery 5
between 4 and 8 weeks induces pCR in about 10 per cent of the T
patients and is in this respect superior to 2 Gy x 25 in five weeks. 59
A very good RT response in the tumour, TRG 4 using the Dworak g
system, or a|pCR, is associated with superior OS and TTR. | g
g

0 2 4 6 8 10

At risk Time fram rar

Erlandsson, Radiother Oncol 2019 A




Por Radiobiologia y pCR:

25 Gy en 5 fx es mejor que 50 Gy en 25 fx

- Q) #AsTrO19



25 Gy en 5 fx: ;Cirugia inmediata o delay?

Optimal fractionation of preoperative radiotherapy and timing b
to surgery for rectal cancer (Stockholm Ill): a multicentre,
randomised, non-blinded, phase 3, non-inferiority trial

Johan Erfundsson, Tovbiam Halm, David Aettersson, Ake 8orgiund 8iom Cederrnurk, Calin Rugy, Hemming johansson, Mikoed Mochadt, Fredrik Mo,
Olof Hal'bek, Ingwar Syk Bengt Glmefis, Anna Martling

Ovorall sunvival (%)
a
o
1

p-061
Oﬁ T T ¥
Summary 0 2 4 6 3 10
Background Radiotherapy reduces the risk of local recurrence in rectal cancer. However, the oplimal radiotherapy lime sace randomisetion [years)
12§ (%) 112(0) 92[12) 41(51) 19 [55) 12 (0]
455 assigned totwo-arm 128 [0) 174(n) 82(14) ¢3(327) 37 (68 18(77)
L. 128 (0) N 89015) 41053 43052 10/4)
randomisation
C
¥ 0N
£ E0 - R\‘-’\ )
é &- _\hhﬁh,
5 40 ——{pg— —
] -
‘ 228 allocated to SRT ‘ ‘ 227 allocated to SRT-delay ‘ - P
K 0 T 14 1
0 2 H ; 8 10
Number atrisk Time since rancom sation (years)
{censored)
SRT 125 (0) 101 (2) 82 (5) 16(44) 13 [36) 12 [50)
seT-delay 12E (0) 101 (1) 77 (11) 36(45) 3139) 17 (57)
LAT-delay 12E (V) 9/Q) 74019 14(47) 2U[5%) 4§ (E3)

Erlandsson, Lancet Oncol 2017

O O #asTrO19




25 Gy en 5 fx: ;Cirugia inmediata o delay?

SRT (n=357) SRT-delay (n=355) p value

Complications
Any postoperative complication 188 (53%) 144 (41%) -

OR (95% CI) 1-00 (ref) 0.61 (0-45-0-83) 0.001t
Any surgical complication 128 (36%) 100 (28%)

OR (95%Cl) 1-00 (ref) 070 (0-51-0-96) 0-03f
Reoperation 43 (15%) 37 (14%) "

OR (95% CI) 1-00 (ref) 0-88 (0-55-1-41) 0.59+

Erlandsson, Lancet Oncol 2017 oomm,g



25 Gy en 5 fx con delay para cirugia tiene
menos complicaciones

- Q) #AsTrO19



;Y gque hacemos durante el delay?

surgery. Thus, short-course radiotherapy with delay presents
the|opportunity to give neoadjuvant chemotherapy|during the
interval between radiotherapy and surgery.

Erlandsson, Lancet Oncol 2017 oow,,o,g



; Debemos mejorar lo gue hacemos??

YIOLUMCD 3D NUMDCR 10 - JUNE 1 2012 B
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Preoperative Versus Postoperative Chemoradiotherapy for 2 e
Lacally Advanced Recral Cancer: Results of the German o9
CAQ/ARO/AIO-94 Randomized Phase [l Trial After a ss 0.2 nad
Median Follow-Up of 11 Years @ © il
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1

o )
30% de_recurfenmaa —
distancia Time (months)

<

No. st risk
Preop. CRT 393 255 262 241 158 50 5
Postep. CRT 398 310 267 246 162 63 a

Sauer, JCO 2012 S0




; COmMo mejorar lo que hacemos”

7-10% de 30% de recurrencia
recurrencia local a distancia

& 0.4
0.20 Fraoperative reatment aifih, 7.1% I
—— = Pogloperalive Lreatment Sm, o=
O = P= 048 @~
T g8 03
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g o @
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g a g b ' Preoperative treatment arnll 28.8%
o oo * = Posteperative treatment arflh, 29.6%
I P= 90
- \l T T T T T T T T I
0 60 0 120 160 10 0 30 60 90 120 150 180
o Time (months) Time {months)
o, 8lrs .
Preop. CRT 393 327 280 251 186 €8 ‘ No. o risk ) X
Postap. CRT 396 341 2965 263 170 67 6 Preop. CRT 392 285 262 241 158 60 5
Postap. CRT 398 310 267 246 162 63 é

Sauer, \JCO 2012 O O #asTrO19




Nuestros esfuerzos deben ir en disminuir la
recurrencla a distancia

5 semanas 1Z zemanas 4 seratas Tola: 27 semanss

Inicio RTQT|--e Cirugial - 1QT sistémica

iiid> mesesl!!!
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ChamadR T 1. ND 3P Meucusaris
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., Como dar QT efectiva antes en el curso de
la enfermedad sin perder el control local?

Tratamiento Neoadyuvante Total

- Q) #AsTrO19



. Como dar QT efectiva antes en el curso de
la enfermedad sin perder el control local”

Standard Chemoradiation (CRT)
Recovery
~8C Cy | 25 - 2€ fx + chemcsensitizer

2
Short-Course Radiation Total Neoadjuvant Therapy (SC-TNT)

Dx ‘::;“' Chemotherapy Recovery Surgery Recovery

~2SGy.'5fx |

0 1 x 4 , 6 4
Manthe from Diagnesis

1. NOCN Rectal Cancer Sui3elines Version *.2018
2 Nyessor ot al., Int J Ragwalon Oncol Biod, 2014

Slides are property of the suthor. Peravsiior requived ko revse. R .




¢, Estudios randomizados?

- Q) #AsTrO19



Resultados iniclales del estudio STELLAR

The initial results for a phase Il study of short- Trial Design et

: - Cant ol g Pollr RT 4550 3 (/5 B2 GGy {I000 marn2, e4d, al-1d,
term versus long-term chemoradiotherapy in e oGt 5 i s
locally advanced rectal cancer (STELLAR trial) e long-term | /3| | CAPOX
Y.Tang', J Jin', 5. Li', NLLi", Y. Zhoé, 5<%, Lo?, WAL, Wang®, J. Wang®, X. Wang®. G-F. Li‘, M. Shi¥, L. rectal adenocarcinomas CRT m 6#, 21
Fan, K. g, H. Ren', Y-X. L', H. Fang’, W-H. Wang?, Y-W. Sang’, Y-P. Liv', $-L. Wang', V. Tang', T3-14 and/or N+ diagnosed by
Corresponding Author: Jing Jin* MRI

ECOG PS 0-1
No previous anti-cancer
“Roclatken Creclegy, Zne ang =ravinckr Cancer kosgital, Hengzhou, Chra treatments

‘Raclatien Creclegy, Sancer Hosptal ond Irathtute, Chirese Academy of Madkeal Sderces [CAME) ard Poudng Lnler Medical Colkkge
(FUNC! Ber . Chi'a

l Randomize 1:1

CAPOX 2 CAPOX

SCRT 44, q21 m 24, q21

PfAcRE: XSG =0y

vt Craglogy, <0 Provicial Cancer Foegilal, Sharged wn, China
“Raciation Creclegy, Sulzhou “rovincl Caxe: Hosphal, Guyang, China

MR o Croalogy, Habe Prouingal Dae o Soepod, S achusng, Chia
“Roaclstion Creclegy, West Salna Hosphal Slchuan Urivershy, Chergeu, Chra
R adcdon Croelogy, 3agig Hospial, 340y, China

“Rocistion Creclegy, X ing Hosphal, Xi'an, Chira

W A cdion Croelegy, Schusa Prodncial Canoan Hospilal, Dheogyla, Ching
TRadetor Oncology, Cinghai Red Cross losprd, Xining, China

- '.,":: s A ’ ) ; 9‘3,. : \-W- : _4.;_.:40. i
e 20 ENHANCIN-GVMUE N B
R IMPROWING OUTCOMES :

= Primary Endpoint
y-DFS
* Secondary Endpoints

e - / ‘ .'-*::. . -
20 ENHANCING LUE & e
~ IMPROWING OQUTCOMES
Ry S N

* Stratified by status of mesorectal fascia (MRF) : (MRF- vs. MRF+)
*  Non inferiority comparison

Tang, ASTRO 2016 © O #asTRO19




Resultados Iniclales del estudio STELLAR

Operative Anterior resection 15 40.5% 16 42.1%

model Abdominoperineal resection 21 56.7% 22 57.9%
Hartmann's 1 2 8% 0 0

RO resection Yes 34 91.9% 34 89.5%

No 3 8.1% 4 10.5%

pCR rate 9 25.7% 3 7.9%

Treatment after neoadjuvant
radiotherapy or chemotherapy ““““
Radical surgery 37 61.7% 65.5%
Wating for surgery 13 21.6% 10 17.2%
Wait and watch due to CCR of tumor 7 11.7% 0 0

Tang, ASTRO 2016 oommmg



Actualizacion STELLAR

496P Short-term radiotherapy plus chemotherapy versus long-term
chemoradiotherapy in locally advanced rectal cancer (STELLAR): A

planned interim analysis 26.2% vs 5.3% of

JJin', Y. Tang', S. Liu”, Y. Zhu®, W. Wang”, G. Li*, X. Wang®, J. Wang’, ). Yang®, S. Li', .
N Li', W.Liu", Y. Li', Y. Chi®, A Zhou'®, J. Huang®, X. Wang'", L. Jiang'2, J. Jiang '3 them achieved

S. 7ou'?
ypToNo (p = 0.011).

Conclusions: ‘The interim analysis revealed the acute toxicity and surgical complication
were acceptable and comparable in both groups, however, the people in experimental
group showed better treatment completion.

Clinical trial identification: NCT02533271.

Jin, ESMO 2018 oommom



;, Por qué es importante lograr CR?

Long-'tferm outcomes of clinical complete: responders af.ter Total number of
neoadjuvant treatment for rectal cancer in the International patients (N=830)
Watch & Wait Database (IWWD): an international
multicentre registry study

tAcxaime |\ wan der Valk, Cenise E Hi'ing, Esther Bastimannet, E'va M ezrsfoek-Klein Kraranbe g, Geerord L Bezts, Nunc L Figuaireso 451 (51%)
Angelitalode-Gamao, Bednca O Perez. Avdrew G Reaehan, Comels |11 van deVede, ard the I'VWVD Congotium

30(3%)
Summary
Background The strategy of watch and walt (W&W) in patients with recal cancer wha achieve a complete clinical
response (¢CR) after neoadjuvant therapy is new and offers an opportunity for patients to aveid major resection 271 (31%)
surgery. However, evidence is based on smalkto-moderate sized senies from speaalist centres. The International
Watch & Wait Datalase (IWWD) aims o describe the oulcome of twe WEW strategy in a large-scale registey of pooled 167 (19%)

irwlividual patient data, We report the results of a descriptive analysis after indusion af more than 1000 patients in

the registry.

Mediana de seguimiento 3,3 anos

van der Valk, Lancet 2018 S0 o




;, Por qué es importante lograr CR?

B
100 4 100
= 3
EE 757 £ -
£ 3
g <
g‘g‘ 50 25,2 (o] .};\_‘)’ 50 93,8 /0
c ™ o
s & a
S £ g
&z - 2 )
g5 25 g 25
0 I 1 ' T ] 0 - T l ' '
’ ! ’ > 4 2 0 1 2 3 4 5
Follow-up since WEW dedision (years) Follow-up since diagnosis (years)
Number at risk 880 594 417 308 224 152 Number at risk 880 785 609 445 322 234
(number censored)  (0) (150) (125) (97) (76) (70) (number censored) (D) (95) (176) (153) (116) (81)

van der Valk, Lancet 2018 S0 o




Estudio Polaco |

Long-course oxaliplatin-based preoperative
chemoradiation versus 5 x 5 Gy and consolidation
chemotherapy for cT4 or fixed cT3 rectal cancer: results
of a randomized phase lll study

K. Bujo™, L. Wyrwicz%, A. Rutkowski<, M. Mzalinowska?, L. Pletza<’, J. Kryrskié, W, Michalski*,

541 patients randomly assigned

’ ;

271 allocated to 5x5 Gy + chemotherapy 270 allocated to long-course chemaradiation

RT 1 semana + QT RTQT 5 semanas

BUJkO, Aﬂn OﬂCOl 2016 00£ASTR019



Table 1. Patients’ characteristics.

5+5 Gy + chemotherapy Long-course chemoradiation
N=261 N=234
Gender
emale 78 (30) 85(33)
Male 183 (70) 169 (67)
Age n years. median (1QR) 60 (54 - 66) 60 (56 - 65)
Pelviec MRI
Yes 172 (66) 164 (65)
No 88 (34) 89 (35)
S . No data 1 1
-studio

Primary hixed ¢'13 |[diagnosed on MRI| 38 (34) |57 (33)] 83(33)[59(36)]

Primary ¢T4 [diagnosed on MRI) 165 (63) [112(65)] 163 (64) [101 (62)]

- O | a C O | | Recurrent [diagnosed on MRI) 83 [3(2)] 8 (3) [4 (2)]

Who performance score

0 129 (49) 126 (50)
l 120 (46) 115 (45)
2 114) 13(5)
3 1(0.5) 0

Distance between tumour and anal verge in cm
0-5 148 (57) 138 (35)
>5-10 106 (41) 99 (39)
>10-15 7(3) 16 (6)
No data 1

yumbers i the table denote number ol patuents (% ) unless otherwise stated,

BUJkO, Aﬂn OﬂCOl 2016 O O #asTrO19




Figure 2 Sobrevida global

1.0 1

0,6+

> 0,67
-
. |
'
Estudio Polaco |l :

o 04-

0,2

0,.0=

| T | T 1 L
0 1 2 3 3 5

Follow=-up (years)

Number at risk
Sx5 Cy+chemotherapy 251 218 154 103
93 46 23

Bujko, Ann Oncol 2016 ™ Oomm,g



Actualizacion estudio Polaco |

'3“ . 5x5 Gy+chemotherapy
Long=course preoperative chemoradiation vs. 5 x 5 Gy and consoelidation chemotherapy for g "t
clinical T4 and fixed clinical T3 rectal cancer: Long-term results of the randomized Polish Il = 24
study g 0.67 - RTINS
B. Cisal’, L. Pistrzak?, W. Michalski®. L. Wyrwicz?, A. Rutkowski®. E. Kosakowska®, A Cencelewicz?, 3 g T
M. Spatek?, W. Polkowski’. M. Jankewicz'S R, Slylinsk’, M. Bebanek® B. Kaplurkiawicz", : Chemaoradiation "™
AMacisjezyk®, J. Sadowszki'®, J. Zyguska'l, W. Zegarsk?, M. Jarkowsk ', M. Las-Jankowska'®, Z i 0.4+ Yo
Taoczka™; U. Zelazowska-Omiotek'®, L. Kepka'®, J. Socha'®'", E. Wasiewska-Tesluk!*'2, wW. §
Markiewicz®, J. Kiadny*', A. Majewski=. W. Kapuécriski®. R. Suwinski** and K. Bujke? for the Polish &
Colorectal Study Croup
0.2+
p=038
0.0 T I I I 1 I 1 I 1
0 1 2 3 4 S 6 7 8 9
Number at risk Follow-up (years)
SxSGy+chemotherapy 261 209 168 106 45 15
Chemoradiation 254 193 146 100 38 14

Cisel, Ann Oncol 2019 S 0 iisiions




Actualizacion estudio Polaco |

The calculation of the sample size showed that to detect at least a 10% benefit in radical surgery rate, 540 patients were needed.
Twenty-six patients were excluded, leaving 515 patients for analysis.

The corresponding values for radical resection rate were 77% vs. 71%, P = 0.07 and for pCR (ypTONO) 16% vs. 12%, P = NS.
Oxaliplatin was given to 70% of patients.

Median OS was 89 months vs. 81 months in the short-course/CCT group vs. the chemoradiation group, respectively; for 8 months difference, 95%

Cl was —23 to 38 months. P = NS.

Median follow-up for living patients was 7.0 years.

Acute toxicity of preoperative treatment was lower in the short-course/CCT group than in the chemoradiation group, P = 0.006.

CISG', Aﬂn OﬂCOl 2019 O O #astro19




; COMO se explica esto”

Radiobiologia

Tumor aBS ;t;l;l(ll ¢/ correccion Tejido Sano af=3
535 Gy ’ accy 25 Gy en 5 fx es un poco

R it A R menos dosis en tejido
sano que 50 Gy en 25 fx

EQD2 («B) = (d+af) [ (2+af)

Time correction: EQD2 (af}) = ( OTT-delay) D
Repair rate= D, =0,6Gy/day

Proliferation delay: 7 days

proif

wcvenberzer ¢ al. Radinr Oneal 2007467

Diapositiva Dra. Veronica Lopez

Instituto Nacional del Cancer - Chile oo TR



Datos de Clinica IRAM, Santiago, Chile

Revision
retrospectiva de 58
pacientes operados L
luego de RT 25 Gy N positivo no clasificagi
en 5 fx y 4 ciclos de

FOLFOX (2 meses)

45 pacientes T3-4
(77,5%)

Gabler, Datos No Publicados ommmg



Datos de Clinica IRAM, Santiago, Chile

22,4 % de respuesta
patoldégica completa

pT 4

pT no evaluado

Gabler, Datos No Publicados gomm



Datos de Clinica IRAM, Santiago, Chile

65,5 % de downstage
(de etapa Ill a menor)

Gabler, Datos No Publicados Oommg



IRAM vs Sauer

Takle 3. Postoperative Pathological Tumor Stage, Type of Surgery, and Completennce of Resection, According te
Actual Ti iven.”
— Precperative Postoperative _m S a u e r
Chemoradictherapy  Chemoradiotherapy

Variable (Nw415) |Nw3s4) P value

Histopathological Rnding (%) <0001
Cemplete response 3 I 0 D
ownstage
| } . S 655% 15%
! 2 Il a menor

| n 25 40 |

Sauer, NEJM 2004 Gabler, Datos No Publicados
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Otras estrategias de TNT

Radioterapia corta (1 semana) y luego Oxaliplatino es una
mejor estrategia de TNT:

FOLEOX/ ]

capecitebing
CAPOX chemoradiation . . P
(1618 weeks) 285 1.8 Gy 1. Alargar el tratamiento local en 4 semanas no mejorara
los resultados oncolégicos
2. Comenzar con RT evita la probabilidad de que el tumor
= progrese durante QT
capecitabne FOLFOX/
chemoraciation GAPOX
28% 1.8 Gy (16-18 weeks)

3. Comenzar con RT produce rapido alivio de los sintomas

4, Evita retraso en entrega de QT efectiva lo que podria
reducir la progresién sistémica

- Q) #AsTrO19



s Las guias clinicas apoyan el uso de RT

corta + FOLFOX?
GO0 SCIENCE Annals of Oncology 28 (Supplement 4); iv22-
BETTIR MEDINE doi:10.1093/annonc/mdx224
MsTmACTE

CLINICAL PRACTICE GUIDELINES

Annals of Oncology

Table 6. Recommended cholce of treatment options within TNM risk category of primary rectal cancer without distant metastases

Advanced (Ugly) ¢T3 with any MRF involved, any Preoperative CRT followed by surgery (TME Alternatively, 5 x5 Gy alore with a

cT4a/b, lateral node+ and more extenced surgery if needed due delay to surgery in fragile/elderly or
' in patients with severe comorbicity
who carnot tolerate CRT

. L 1) L[] elfeiian elmeiien

SCPRT (5x5Gy) plus FOLFOX and delay to
surgery
- Q) #AsTrO19




s Las guias clinicas apoyan el uso de RT
corta + FOLFOX?

PERIO0 Dy SRESAS T AN JULR O 7ITF20719 302 08 MM FOfF DAFSONS Ul anly, NOTAREROVIC OF DISnDeton. LORYryrt © 2017 NIBCNE Comprondnsng Canoer Newo'x, NC, Al MO Mesenva

National . . . ~ i
comprenensive NCCN Guidelines Version 2.2019 NECH Gudalines Iodex
A Cancer Rectal Cancer " Diacussion
Networkn JSCuSzl()ﬂ
CLINICAL NEOADJUVANT THERAPY PRIMARY TREATMENT ADJUYANT TREATMENTCR.4
STAGE (6 MO PERIOPERATIVE TREATMENT PREFERRED)
<T3. NO FOLFOX [preferrad) or
|IChemo/RT betore |_, CAPEO'K (preferrod) Surveillance
« Capecitabine/long-course Transabdominal /| chemoRT | [°" s'm"':’“""'" or | (See REC1)
RT9 or infusional 5-FU/ / r;:::onm":"a capecitabine
I'ongd-eou.r{co lm(c::g:;ry Consider < ¢T1-3, N1-2
and preferred for betore CAPEQX — Surveillance
or bolus 5-FUileucovorin/ |  "st3ging® chemo/R -.FOLFOX oF CAFEOX (-&LREQLHJ
long-course RT4 Resection Systemic
of . contraindizated >|therapy™
Short-course RTS (See REC-F)
or Capecilabine/
o SRy [T e T e
d e or n a o ;
'r":")‘ 12 CAPEDX [preferred) (proforred) or bolus ;’::gzdd.".m"" — *"m”"mma REC-11)
or 5.FUNcucovorin or 5-FUlleucovoriniRTC_, Restaging®
ghon-coum RT saction gl?rt:nmy"“:
Short-course RT%! contraindicated (See REC-F)
fellowed by 12-16 weeks
CAPEDX [preferred) ! Evaluation for short-course RT should be in a multidisciplinary setting, with a
or 5.FUAeucovarin or discussion of the need for downstaging and the possbility of long form toxicity.
capecitabine Short-ccurse RT is not recommendac for low-lying tumors, <5 cm from aral

verge.
YIf patien: treated with shorti-course RT, surgery shoulkd te wihin | week or o o #ASTRO19




Nuevo estandar

Invited Commentary
Total Neoadjuvant Therapy for Locally Advanced Rectal Cancer—
The New Standard of Care?

Theodore S. Hong, MD; David P. Ryan, MD

In summary, TNT can be considered standard of care for
select patients with high-risk, locally advanced disease. Fur-
ther studies are needed to help patients balance the benefits
of sphincter preservation vs toxic effects of overtreatment in
lower-risk disease.

Hong, JAMA Oncol 2018 oommg



Mensajes para la casa

« Es necesario mejorar los resultados en cancer de recto localmente
avanzado

« Para hacer esto debemos enfocarnos en disminuir el riesgo de
recurrencia a distancia (30% Sauer, JCO 2012)

« Adelantar la QT util (Oxaliplatino) a la neoadyuvancia es la mejor
forma de lograr de disminuir la recurrencia a distancia (TNT)

- Q) #AsTrO19



Mensajes para la casa

 TNT con RT corta (1 semana) y oxaliplatino acorta el tiempo total
de tratamiento, esto es IMPORTANTE para TODOS pacientes

 TNT con RT corta (1 semana) y oxaliplatino produce mayor pCR y
cCR (STELLAR), esto puede ser MUY IMPORTANTE para ALGUNOS
pacientes (tumor de recto bajo, pacientes con co-morbilidades)

« TNT con RT corta (1 semana) y oxaliplatino tiene menor toxicidad
aguda y al menos equivalente outcome oncolégico (POLACO Il), esto
es MUY IMPORTANTE para TODOS pacientes

- Q) #AsTrO19



Para mayor lectura

Rev Chil Cir. 2017:69(2):131-183

/’59)’ Q\i@-\ mRevista Chilena de #
()  cirugia
o\ v./
\\h(-“x\‘\‘,\'/‘ wrwwe.elsev er.ealrchic
ARTICULO DE REVISION
Nueva estrategia terapéutica en cancer de recto @Cmm,k

localmente avanzado

Sebastian Solé Z., Francisco Larsen E.* y Claudio Solé P.

SOlé, Rev Chil Cir 2017 oommmg
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