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Las cifras del ’ 2023
cancer en Espana

INCIDENCIA

(Estimacion para 2023)*

279.260 NUEVOS CASOS DE CANCER
HOMBRES: 158.544 @ MUJERES: 120.715

PROSTATA ! . MAMA
(29 002\ (25 NN1)
COLON COLON
Y RECTO Y RECTO
(26.357) (16.364)

(22.266) (9.016)

VEJIGA
(17.731)

*La estimacién no incluye los efectos de la pandemia de COVID-19.

Sociedad Espanola de Cancer

de Oncologia Médica =

S EO M Red Esparola
de Registros

(Ao 2021)
i,-,“«(_ TUMORES (29,3%) >L ENFERMEDADES
ey PULMON CARDIOVASCULARES
COLON (28,9%)
PROSTATA
Y7 TUMORES (20,1%)
ML ENFERMEDADES e MAMA
@ CARDIOVASCULARES PULMON
(24,2%) COLON
d @ ENFERMEDADES @ ENFERMEDADES
INFECCIOSAS (11,1%) INFECCIOSAS (9,2%)
EN LOS ULTIMOS ANOS o Prevencién

h‘ MORTALIDAD @ Diagnéstico precoz
<l SUPERVIVENCIA ‘
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EOCRC Distribution of Primary Tumor Location
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Figure 1. Trends in Colorectal Cancer Incidence (1995-2016) and Mortality (1970-2017) in the United States, According to Age and Sex.
Incidence (Panel A) and mortality (Panel B) are age-adjusted to the 2000 U.S. lation. Data are from the North American Associa- A
tion of Central Cancer Registries (2019), the National Center for Health Statistics (2019), and the American Cancer Society, Surveillance Cercek A, et al. J Natl Cancer Inst 2021; in

fesearh (020)° Sinicrope FA. NEJM, 2022. press.
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> J Natl Cancer Inst. 2023 May 4;djad068. doi: 10.1093/jnci/djad068. Online ahead of print.

Red-flag Signs and Symptoms for Earlier Diagnosis
of Early-Onset Colorectal Cancer

Cassandra D L Fritz 7, Ebunoluwa E Otegbeye 2, Xiaoyu Zong 2, Joshua Demb 4 5,

Early recognition of red-flag signs and
symptoms (abdominal pain, rectal bleeding,
diarrhea, or iron-deficiency anemia) may
improve early detection and timely diagnosis
of EOCRC.

_______________________________________________________________

19.3% of cases had their first sign/symptom occur
between 3 months to 2 years before diagnosis.

49.3% had the first sign/symptom within 3
months of diagnosis.
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EUROPEAN MEDICINES AGENCY 30 April 2020
SCIENCE MEDICINES HEALTH EMA/229267/2020

EMA recommendations on DPD testing prior to treatment
with fluorouracil, capecitabine, tegafur and flucytosine

agencia espafiola de
ﬁi e |l mmedicamentos y ) .
productos sanitarios Fecha de publicacién: 11 de mayo de 2020

E INNOVACION TERAPEUTICA Consideraciones Previas

@.

Clinical and Translational Oncology
https://doi.org/10.1007/512094-021-02708-4

SPECIAL ARTICLE

P. Garcia-Alfonso’ © - M. Saiz-Rodriguez®

Received: 27 July 2021/ Accepted: 11 September 2021

+R.Mondéjar’ - J. Salazar® - D. Paez® - A. M. Borobia®
. Garcia-Garcia® - R. Colomer® - X. Garcia-Gonzalez? - M. J. Herrero™®- L. A. Lopez-Fernandez® - F. Abad-Santos'"

Consensus of experts from the Spanish Pharmacogenetics

and Pharmacogenomics Society and the Spanish Society of Medical
Oncology for the genotyping of DPYD in cancer patients who are
candidates for treatment with fluoropyrimidines

+M. J. Safont’ -

Los pacientes tratados con dihidropirimidinas, como capecitabina, 5-fluorouracilo, tegafur, que tienen deficiencia
completa o parcial de la actividad de dihidropirimidina deshidrogenasa (DPD), tienen mayor riesgo de reacciones
adversas que pueden ser muy graves.

Se recomienda realizar pruebas de genotipo y/o fenotipo de deficiencia de DPD en pacientes candidatos al estos
tratamientos

La administracién de estos farmacos esta contraindicada en pacientes con deficiencia completa de DPD.

En pacientes con deficiencia parcial de DPD en los que no haya otra alternativa de tratamiento, se recomienda
administrar una dosis inicial reducida y monitorizar los niveles de fluorouracilo en la medida de lo posible.

Para pacientes tratados con flucitosina, dado que puede no ser factible antes de iniciar el tratamiento, se
recomienda hacer pruebas de deficiencia de DPD en caso de toxicidad o sospecha de la misma.

Table2 Characteristics of the recommended DPYD variants

Allele Level of evidence Activity score Level of evidence for  Frequency

assigned to allele* dose titration” in Europe-
ans

No function

DPYD*2A High 0 1A 1.0-1.2%

(53918290, ¢.1905+ 1G>A, IVS14+ 1G>A)

DPYD*13 Moderate 0 1A 0.1%

(1555886062, ¢.1679T>G, 1560S)

Decreased function

DPYD ¢.2846A>T High 05 1A 0.8-1.4%

(567376798, D949V)

DPYD ¢.1236G>A/HapB3 High 05 1A 4.1-4.8%

(556038477, E412E, in haplotype B3)

Table4 Dosing of according to DPD based on genotype

Phenotype

Genotype

Implications

Dosing recommendation

Normal metabolizer

(Activity score 2)

Intermediate metabo-
lizer (activity score
1-1.5)

Poor metabolizer
(Activity score 0-0.5)

Wild-type (absence of mutation)

Wild-type allele and mutated allele

(*2A 0 *13 or ¢.2846A>T or HapB3)

Two mutated alleles

(c.2846A>T or HapB3)

Two mutated alleles (*2A or *13)

One mutated allele (*2A or *13) and
one mutated allele (c.2846A>T or
HapB3)

Normal DPD activity and normal risk
for fluoropyrimidine toxicity

Decreased DPD activity (30-70%)
and increased risk for severe or even
fatal drug toxicity when treated with
fluoropyrimidines

Complete or almost complete DPD
deficiency and increased risk for
severe or even fatal drug toxicity
when treated with fluoropyrimidines

According to the data sheet

Reduce starting dose by 50% followed

by titration of dose based
or pharmacokinetics

on toxicity

Contraindicated treatment with fluo-
ropyrimidines; look for alternative

agents*

Garcia-Alfonso P, et al. Clin Trans Oncol, 2021.
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) Estadio | Estadio Estadio II|
| H 4 (T1-2 NO MO) (T3-4 NO MO) (T1-4 N+ MO)
W Cirugia
LI l l '
" ' CIRUGIA CIRUGIA CIRUGIA
A [ R
1.0 SIN CRITERIOS DE CRITERIOS DE
) 5.YSR ALTO RIESGO* ALTO RIESGO*
0.811} — 1 925% l
IIA 83.6% v v
0.6 IIB 76.3%
IC 58.8% SEGUIMIENTO QUIMIOTERAPIA ADYUVANTE
0.4 — 1IA 83.1% Fluropirimidina +/- Oxaliplatino
‘ y, TP IIB 63.8% Duracion: 3-6 meses
gl N - - === |IIC 35.2%
: — IV 10.4%
p<0.001 *Criterios de riesgo: pT4, <12 ganglios aislados, debut con perforacién/obstruccién,
0-00 50 100 150 200 : invasion linfovascular o perineural, grado3, CEA elevado.
dMMR/MSI: Buen prondstico
AJCC, 7th ed.

Vidal R. Cancer de Colon y Recto. In press
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0o 1 2 3 4 5 6 7 8 9 10 A OTSRCL 0505008 HR, 1.004; 5% I, 0.744 0 1.354
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- o 1 2 3 4 5 6 7 8 9 10
T Time Since Enrollment (years)

Time Since Enrollment (years)

OS benefit of oxaliplatin-based adjuvant chemotherapy,
increasing over time and with the disease severity, was .. ]
confirmed at 10 years Claro beneficio en Estadio Il (HR 0.8)

¢ Estadio II?

André T, et al. J Clin Oncol, 2015. André T, et al. NEJM, 2004.
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A1 Log-rank P=.248 - =.
10 - —— HOR? 1;.aane4; 95% Cl, 0.673 to 1.108 h?x%%l;f%‘gczl, 0.535 to 0.928
o8] o o 1 2 3 4 5 6 7 8 9 10 o 1 2 3 4 5 6 7 8 9 10
© i,
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23 L[] AR |
g -g 047 n Events II AR
> ~— L, F---------------------------------
=] _FOLFOX4 212 48 IIAR: T4, perforacion, . g . e epe . |
02 L e W <10gg SO I Resultados significativos en N2 y no significativos en N1.
OO o 1 ** Necesidad de identificar bien quienes se benefician, :
0 1 2 3 4 5 6 7 8 9 10 1 . .
Time Since Enrollment (years) 1 pOder evitar toxicidades. :

I Efecto detrimental no significativo en estadio Il BR.
I .. . e . .
Beneficio no significativo SG en estadio Il AR. P André T, et al. J Clin Oncol, 2015. André T, et al. NEJM, 2004.
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Fig 5. Proportion of patients treated with oxaliplatin plus fluorouracil and
leucovoerin with grade 1, 2, or 3 peripheral sensory neuropathy during treatment
and after follow-up to 4 years.

André T, et al. J Clin Oncol, 2015. André T, et al. NEJM, 2004.
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The NEW ENGLAND
JOURNAL o MEDICINE

Duration of Adjuvant Chemotherapy for Stage III Colon Cancer

A. Grothey, AF. Sobrero, AF. Shields, T. Yoshino, . Paul,J. Taieb, J. Souglakos, Q. Shi, R. Kerr, R. Labianca,
J.A. Meyerhardt, D. Vernerey, T. Yamanaka, I. Boukovinas, .P. Meyers, LA. Renfro, D. Nie nabe

6 ESTUDIOS
>12800 pctes
TOSCA
ACHIEVE
IDEA FRANCE
Stage Il SCOT
Colon Investigator’s choice HORG
Cancer FOLFOX or CAPOX CALGB/SW0OG80702
Patients

ESTUDIO NO INFERIORIDAD
HR 95%IC: LIMITE SUPERIOR NO EXCEDE 1.12

FOLFOX: 5FU/LV + Oxaliplatin CAPOX: Capecitabine + Oxaliplatin

Presented by Shi Q at ASCO Annual Meeting 2017
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The NEW ENGLAND
JOURNAL o MEDICINE

Duration of Adjuvant Chemotherapy for Stage III Colon Cancer 100—
A. Grothey, A.F. Sobrero, A.F. s, Q. Shi, R. Kerr, R. Labianca,

90
80+
70 6 Months
60 3 Months

HR 1.07 (1.00 , A3 yr DFS = -0.9%

*07 Statistical non-inferiority of 3 months of therapy

Patients without Event (%)

o was not confirmed

304

ad Debates over the clinical interpretation

1 considering the huge reduction in toxicity

0 1 1 I 1 I 1

0 1 2 3 4 5 6
Years since Randomization

No. at Risk
6 Months 6410 5530 4477 3065 1679 873 334
3 Months 6424 5446 4464 3000 1609 826 321

PERO...

Shi Q, et al. ASCO Meeting 2017. Grothey A, NEJM 2018. André T, et al. Lancet Oncol 2020.
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- ESTADIO I

100 100
a0 4 : 90 LOW RISK
= 804 o 80+
3 3 (T1-3 N1)
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£ 50 £ 50
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S - = =
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5 30 5 304
a o
20 4 20 4
Duration EventsTotal  HR (95% C) 5 year rate (95% CI) Duration Events/Total HR (95% CI 5 year rate ©5% Cl)
10 3Months 3152326 1.02 0 87-1.19) 89.1 (87 8-90.5%) 10 4 3Months 17971428 085 (069-104) 90.4 (88.9-920%)
. — SMonths 3072336  Reference  89.4 (88.1-50.7%) = BMonths 20741417 Refersnce  60.1 (86.3-898%)
T T T T T T T T T T T T
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from Randomization Years from Randomization

233 2233 2147 2022 1817 1493 1029 1417 1377 1328 1222 1101 959 635 Ad herence

100 100
90 | 90 - 3 months 89.4%
80 80
£ z 6 months 68.1%
& 70 4 5 70 4
55 60 5 60+
ig 50 § 50 4 . e >
25 o] E o Neurotoxicity G22 (1st m)
5 30 S 30 0,
0l & o 3 months 16.0%
Duration Events/Total HR(95%Ch 5 year rate (95% Cl) Duration Evemts/Total HR(95% Ch 5 year rate (95% Cl) o
10 4 » 104 £ &
e AR T O cmm: s aemne i 6 months 44.5%
T
0 i 2 3 : 5 5 0 1 2 3 ‘ 5 ;
Years from Randomization Years from Randomization
1536 1446 1330 1194 1057 873 619 1091 1038 9260 842 738 629 393

PRESENTED AT: 2020ASCO ha PRESENTED BY

ANNUAL MEETING

Shi Q, et al. ASCO Meeting 2017. Grothey A, NEJM 2018. André T, et al. Lancet Oncol 2020.
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5-year DFS in patients with stage lll colon cancer in different
88.3% prognostic categories according to treatment
100 B Surgery alone
Of- 09 1 11 s FP alone
80 38 g3 VAN wwm _’ B 14 45 W FU+Oxa3m
7.7 ENA KR ven 18
8o 89 “TF EXE 19 19 2 FU+Oxa6m
60 m e g S,
11,7 12 121 123 m ' 24
40 796 76.8 R m 25
"B R0 R esa 18] |43
xa
20 “ Qs 1.2
294 N 268
13,9
34%

TiN1a T2N1a TIN1b T2N1b T3N1a T1N2a T2N2a T3N1b TiIN2b T3N2a T4N1a T2N1b T4N1b T3N2b T4N2a T4N2b

wesenreo . 2020 ASCO

ANNUAL MEETING

Alhart Cahrarn
PRESENTED BY: Alberto F Sobrero

Sobrero A, et al. Eur J Cancer, 2020.
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ESTADIO Il

Results: DFS Comparison by Regimen
CAPOX FOLFOX

£ £ . . .
3 3 : 4 Estudios incluyen estadio Il alto riesgo*:
S S 5'7’; ;’;s SCOT
§ e Tosca
£ ¥ == HORG
: 8 ACHIEVE2
o o

Duration Events/Total Duration Events/Total

= 3Months 171/1020 = 3Months 128/619 " -
6Months  159/999 6Months  95/635 Estadio Il HR:
p) 3 p) 3 T4
1 4 4 Gr3
Years from Randomization Years from Randomization .. ..
NPts 1020 924 810 675 534 NPts 619 508 462 404 Obstruccion/perforacién
At risk At risk V1/L1/Pn1
<12gg

ERESVD™™
2019

Sobrero A, et al. ESMO 2019. Iveson TJ, et al. JCO, 2021
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| Tumor Budding |

Logrank p=0.0008

Otros factores a tener en cuenta: _
Depdsitos tumorales | To7

3y-DFS for 3M-BD1: 75.46% IC95% (69.56-81.36)
5 0.5 3y.DFs for 3m BD2/3: 62.42% IC95% (56.63-68.21)

urvival pr
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£ 8 o050 00 .
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epOSI OS Ul | |0ra es 3 - No tumor deposit 1,758 494 Natrisk
a Tumor deposit 184 67 Log-rank P=.0079 3M-TB1/ 216 195 175 183 150 131 84
3M-TB2-3| 314 259 218 196 183 164 129
T N T T T T 6M-TB1| 190 181 158 146 136 122 85
0 1 2 3 4 5 6 6M-TB2-3| 328 298 246 218 209 170 128
C DX25 Time Since Random Assignment (years)
- No. at risk = = =
£ 1,758 1,565 1,357 1,079 705 373 129 | CDXZ VY guim |Ote rapla |
@ --- 184 157 125 8 59 3 3 A Patients with Stage |l Disease
All Tumors (CDX2-Negative 'CDX2-Positive
6 7 g Chemotherapy
- CtDNAS e
£ o chemotherapy
60-
| CDX2 |
% 40-
C Di free Survival, ding to CDX2 é 0,006 27 040
1004 a e |
8 9 1 2 3 4 5 [ 1 2 3 4 5
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= ‘Chemotherapy 412 388 365 344 326 310 23 22 21 21 20 20 389 366 344 323 306 290
§ 60 No chemotherapy ~ 257 230 199 150 114 84 25 18 14 8 7 6 232 212 185 142 107 78
H
‘§ B Patients with Stage lll Disease
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2 204 P<00m ) 5 . \::::::
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1- Gan T et al, JAMA Netw Open, 2021. 2-Basile et al, Ann Oncol, 2022. 3-Cohen R, et o1z 3 4 s S W
. Years o 1 2 3 4 5 o 1 2 3 4 5
al. Ann Oncol, 2021. 4- Delattre JF, et al. J Clin Oncol, 2020. 5- Dalerba P, et al. NEJM, No.at Risk vears vears vears
. . . . e P=0.005 for interacti
2016. 6- Taieb J, et al. Clin Cancer Res, 2021. 7- Tie J, et al. NEJM, 2022. 8- Sargent et CDX2-positive 276 258 225 199 182 150 No.at Risk
) . CDX2-negative 38 23 18 17 16 15 Chemotherapy 1063 935 796 721 654 607 60 53 47 43 40 37 1003 882 749 678 614 570
al_ J Clln onCOI, 2010 9_ Cohen R’ et al_ J Clln OnCOI 2021 No chemotherapy ~ 165 128 9 83 70 55 27 13 9 8 7 7 138 115 87 75 63 48
Figure 5. Relationship between CDX2 Expression and Benefit from Adjuvant Chemotherapy.
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Otros factores a tener en cuenta:

Tumor budding?
Depdsitos tumorales®#
CDX2>

ctDNAS7

dMMR/MSI-H?32

Tratamiento Sistémico Cancer Colon Localizado

Depésitos tumorales |

Disease-Free Survival

1- Gan T et al, JAMA Netw Open, 2021. 2-Basile et al, Ann Oncol, 2022. 3-Cohen R, et
al. Ann Oncol, 2021. 4- Delattre JF, et al. J Clin Oncol, 2020. 5- Dalerba P, et al. NEJM,
2016. 6- Taieb J, et al. Clin Cancer Res, 2021. 7- Tie J, et al. NEJM, 2022. 8- Sargent et
al. J Clin Oncol, 2010. 9- Cohen R, et al. J Clin Oncol 2021.

(probability)

= === Tumor deposit

No.of No. of
Patients Events
No tumor deposit 1,758 494

Strata —— No tumor deposit

Tumor deposit 184 67 Log-rank P=.0079
T T T T T
0 1 2 3 4 5
Time Since Random Assignment (years)
No. at risk
1,758 1,565 1,357 1,079 705 373
=== 184 157 125 93 59 31
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= 804
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3
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5
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£ 40 CDX2-negative
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8 204  P<0.001
T T T T |

Years

No. at Risk
CDX2-positive 276 258 225 199 182 150
(CDX2-negative 38 23 18 17 16 15

| Tumor Budding |

Logrank p=0.0008

£ 3y-DFS for 3M-BD - 75.46% ICO5% (69.56-81.36)
5 0.5 3y-DFS for 3u BD2/3: 62.42% IC95% (56.63-68.21)
3y-DFS for M-BD1: 76.84% 1C95% (70.72-82.96)

g 0.4~ 3y.0FS for 6M-BD2/3: 66.46% ICI5% (61.22-71.7) N Event Median 95%CI
& MTBI 216 64 -
203 3M-TB2-3 314 130 85-
8o ——3MWTB1 8M-TB1 190 50 -
— 3M-TB2-3 6M-TB2-3 328 111
0.1 —— 6M-TB1
— 6M-TB2-3
00 ;
0 1 2 3 4 5 6
Time since random assignment (years)
N atrisk
3M-TB1| 216 195 175 163 150 131 84
3M-TB2-3| 314 259 218 196 183 164 129
6M-TB1| 190 181 158 146 136 122 85
6M-TB2-3| 328 298 246 218 209 170 128

[ CDX2 vy quimioterapia |

A Patients with Stage Il Disease

All Tumors. (CDX2-Negative 'CDX2-Positive

g Ch Py 100 Chemotherapy

3 30 i

£ No chemotherapy

a No che the *

s o chemotherapy

& 0

8

K 20

2 P=0.006 P=040

a T T T T T T T T T T T
1 2 3 4 5 o 1 2 3 4 5

Years Years

P=0.02 for interaction
No. at Risk
Chemotherapy 412 388 365 344 326 310 23 22 21 21 20 20

389 366 344 323 306 290
No chemotherapy 257 230 199 150 114 84 25 18 14 & 7 6

232 212 185 142 107 78

B Patients with Stage Ill Disease

All Tumors CDX2-Negative CDX2-Positive
& 100 100 100
] it
3 w0 Chemotherapy o ~,_ Chemotherapy 0 Chemotherapy
£ R SN RNy
£ e e
a 60 60
% s No chemotherapy 4o o No chemotherapy
8 No chemothera
g 20 20 S
8 P<0.001 P<0.001 P=0.002
o 1 2 3 4 5 0o 1 2 3 4 5 o 1 2 3 4 s
Years Years Years
P=0.005 for interaction
No. at Risk
Chemotherapy 1063 935 796 721 654 607 60 53 47 43 40 37 1003 882 749 678 614 570
Nochemotherapy 165 128 96 83 70 55 27 13 9 8 7 7 B8 115 87 75 63 48

Figure 5. Relationship between CDX2 Expression and Benefit from Adjuvant Chemotherapy.
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ctDNA Prognostic Value and Relation with Adjuvant Treatment
Duration of ctDNA in Stage lll Colon Cancer: a Post Hoc
Analysis of the PRODIGE-GERCOR IDEA-France Trial

B Group =+ Negative ctDNA = Positive ctDNA
c Group =+ High, ctDNA/cfDNA > 2%+ Low, ctDNA/cfDNA < =2% == Negative
075 % 075
(2]
&
[}
O 050 0.50
0.25
025 P=0.014
P=0.017
0.00
0.00 [} 1 2 3 4 5 6
Time since random assignment (years)
0 1 . 2 . 3 . 4 5 6 Number at risk (number censored)
Time since random assignment (years) _
Number a sk (number censored) High, CtDNA/CIDNA > 2% 38 (0) 26 (2) 22(2) 22(2) 20 (3) 18 (5) 14.(8)
Negative cDNA 877 (0) 863(9) 89(2) 79335  747(2)  659(H0)  482(264) : 101(0) 85(1) 69(3) 66 (3) 64(4) s7(11) 42 (26)
Negative 877 (0) 793 (15) 695 (28) 636 (42) 599 (58) 503 (143) 359 (280)
Positive CtDNA 140 (0) 135(3) 126 (5) 118 (5) 112(6) 100 (15) 73(39)

Conclusions: In this first ctDNA assessment of a large series of patients with
stage lll colon cancer enrolled in phase lll trial, postsurgery ctDNA was found

in 13.8% of them and was confirmed as an independent prognostic marker.
Taieb J, et al. Clin Cancer Res 2021.
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ctDNA-Guided Standard-

T NEW ENGLAND Group Marsgemen: Group
ctDNA JOURNAL of MEDICINE ~ et

ESTABLISHED IN 1812 JUNE 16, 2022 VOL. 386 NO. 24

Circulating Tumor DNA Analysis Guiding Adjuvant Therapy
in Stage II Colon Cancer
Jeanne Tie, M.D., Joshua D. Cohen, M.Phil., Kamel Lahouel, Ph.D., Serigne N. Lo, Ph.D.,

B Kaplan-Mei i of free Survival Positive Negative q—u{

ctDNA Analysis Clinicopathological Criteria

00 ———o .96 <tDNA Results ADNA Results
966 3.5 924 Standard management
90 92.4 1T e
501 ctDNA-guided management 2-Year Recurrence-free Survival
g 704 Absolute difference, 1.1 percentage points; 95% Cl, -4.1to0 6.2 Adiuvant Chemotherapy Received
3 Noninferiority margin, -8.5 percentage points 100
g 60 100 935 924 Relative risk, 1.82; 95% CJ, 1.25 to 2.65
8 50 2 30
i 2 80- g
g 40 € £
£ [
3 30 E v 60
2 - 60 5
20 4 &
% g w0
109 Hazard ratio for recurrence or death, 0.96 (95% CI, 0.51-1.82) g 404 g 28
| | [ 2
0 T T T t T T T v & 20 15
0 6 12 18 24 30 36 42 43 & 204
e [
: 0
No. at Risk .
Standard management 147 144 142 136 128 97 78 57 33 0 DNA-Guided dord CtDNA-Guided Standard
CtDNA-guided management 294 292 281 273 259 207 155 109 64 ctDNA-Gui Standar Management Management
Management Management
CONCLUSIONS
Fase 2, ran domizado , controlado , Among patients with stage II colon cancer, ctDNA-guided

management was noninferior to standard management
with respect to 2-year recurrence-free survival and resulted
Estadio Il CCR. in reduced use of adjuvant chemotherapy. Tie J, et al. NEJM 2022.

de no inferioridad.
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1 . e .
1 5FU solo, no beneficio (incluso : 100 oS Estadio Il
1 . 4
dMMR/MSI-H ! detrimental) P
1 . . . = a
; Oxaliplatino mejora SG y SLE en 15 8
. 1 >
I MSI estadio lll. p wn L
L e 3 60 Sl
=)
§ 50
. >
100 100 4=
“-\._,___:‘ T e e T = 40 1 msi-MMR status, Treatment Type Events/Total Time-Point KM Est (95% CI)  HR (95% CI)
zg ¥ ""----*u....--~.~.... zg % ey 8 30d —- MSI + FP-based 32/99 5Years 75.6(69.9-81.8%) 0.95 (0.65-1.37)
dMMR s ol o ol iy e 5 ——— MSI + OX-based 18/86  5Years 85.0(79.890.4%) 0.51(0.32-0.83)
=5 53 a. 204 — -Mss+Fpbased 247702 5Years 74.6(72.3769%) Reference
2 2
g5 g5 —— MSS + OX-based 234/738  5Years 76.6 (74.5-78.8%) 0.89 (0.74-1.06)
= O o ©
o a 20 o a 20 10 Stratified Likelihood-Ratio P value: .0254
Surgery alone (n = 55) HR, 2.30; 95% Cl, 0.84 to 6.24; Surgery alone (n = 24) HR, 1.01; 95% Cl, 0.41 to 2.51;
—- FU(n=47) P=.08 —-FU(n=39) =98 T T T T T T T T T T T T
° ! 2 3 4 5 0 ! 2 3 4 5 0 1 2 3 4 5 6 7 8 9 0 N 12
Time (years) Time (years) . . .
, Time From Randomization (years)
100 4wt 1004
- -‘\‘
- o 80 M“"Wuﬁm - o 80 e
58 S 58 T
2 b= ————n
PMMR  £f £« T 100
2 2 . 0
<8 <8 e,
o 1 S 404 T, »
1K 1K s MdMMR B pMMR
fa e
20 4 204 6
Surgery alone (n = 214) HR, 0.84; 95% Cl, 0.57 to 1.24; Surgery alone (n = 222) HR, 0.64; 95% Cl, 0.48 to 0.84;
== FU (n=214) P=38 ==FU(n=212) P=.001

0 1 2 3 a4 5 0 1 2 3 a4 5

Estadio || Estadio IIl | - - m II Il

Complete Marked Moderate Mild
response Regression regression regression Regressmn

% of cases
£

Dworak regression grade
Sargent et al. J Clin Oncol 2010. Cohen R, et al. J Clin Oncol, 2021. Presented by Seligmann at ASCO Meeting 2020
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NICHE-2 StUdy design dMMR/MSI-H

« Investigator-initiated, non-randomized multicenter* study

First cycle

Nivolumab 3 mg/kg +
ipilimumab 1mg/kg

Second cycle
Nivolumab 3mg/kg

Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC PBMC (follow-up)
Primary Objectives: Seguridad y factibilidad Secondary Objetives: RCp y mayor pieza Cx post-tt.
SLE 3 afios Dindamica ctDNA. Estudio traslacional

Presented by Chalabi M at ESMO 2022
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NICHE-2
Characteristic Number at risk (%) of intention to treat
population n =112

Age, median (range) 60 (20-82)
ECOG performance status
0 97 (87)
L 12 (1 3) Radiologic T stage
Female Sex 65 (58%) T2 17 (15%)
T3+ T3/4a 25 (22%)
Radiologic stage L‘: gg ggoﬂ
I 14 (13%) ‘ e
Low risk Ill 15 (13%) e e 14 (13%
(High risk I 83 (74%)) (oo
Primary tumor location [Nz 69 (62%) |
Right colon 76 (68%
I?eft colon 19 §1 7‘7: ; Re_ldiologic high-risk 54 (48%)
Transverse colon 17 (15%) with both T4 and N2
Lynch syndrome 35(31%)
~ Unknown 10 (9%)

Presented by Chalabi M at ESMO 2022
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NICHE-2

Results - Adverse Events

4% grade 3-4 i -related AE .
graae Immune-relate E:r::e(::ht;;i Adverse “ 98% Of patlents underwent

per—— , ' timely surgery, meeting the

safety primary endpoint

Patients with any AE 68 (61) ’ .
Lipase increase - 1
Grade > 3 4 (4)
. - Hepatitis 1
AEs leading to delay in 2(2)
surgery > 2 weeks Myositis 1
Most common grade 1-2 AEs were infusion reactions, dry mouth,
hyper- or hypothyroidism, fatigue and flu-like symptoms Rash 1

Five events observed in 4 (4%) patients. Amylase and lipase increases were asymptomatic
and resolved without intervention. Rash and hepatitis were treated with prednisone and
resolved completely. Myositis was treated with prednisone and mycophenolate and has
resolved completely.

: All patients underwent surgery, with 100% RO resections
: Median time from first dose (nivolumab + ipilimumab) to surgery = 5.4 weeks
1 No new safety signals

Presented by Chalabi M at ESMO 2022
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pCR

67%

Major pathologic response in 95% of patients
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Major pathologic response in 95% of patients; 67% pCR

Disease recurrence

With a median follow-up of 13.1 months (1.4 -
57.4), there have been no disease recurrences

. Pathologic tumor regression (%)

Presented by Chalabi M at ESMO 2022
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Major pathologic response in 95% of patients; 67% pCR

Disease recurrence

With a median follow-up of 13.1 months (1.4 -
60~ 57.4), there have been no disease recurrences

Pathologic tumor regression (%)
- 1
=
|

-100 Neoadjuvant immunotherapy has the potential to become
standard of care for patients with dMMR colon cancer.

Presented by Chalabi M at ESMO 2022




SIMPOSIUM . . , . , N
XV SHPOSIOM, e chneer Tratamiento Sistémico Cancer Colon Localizado

E INNOVACION TERAPEUTICA

Inmunoterapia Adyuvante

POLEM: Avelumab ATOMIC: Atezolizumab

| Subjects who have undergone surgical resection with clear margins for stage lll |

(i.e., Tany, N+, M0) colon cancer and are eligible for adjuvant chemotherapy

dMMR/MSI-H tumour (as per routine local test) | I PMMR/MSS tumour (as per routine local test) and age <50 years I

PHASE IIl ATOMIC TRIAL

| POLE exonuclease domain mutated tumour |

(as per central test following pre-screening consent) N =700
Eligibility Criteria Experimental arm:
Main trial consent « Stage Ill colon adenocarcinoma with any tumor (Tx-T4, N1- mFOLFOX6 with atezolizumab
2MO0; including N1C) originating or entirely located in colon (12 cycles) followed by
R (1:1 ratio) « Completely resected tumor atezolizumab (6 months)
=201 oy =201 + dMMR

Stratified by MMR/MSI-H  status
andtype of adjuvant chemotherapy

No residual involved lymph node or metastatic disease at

Investigational arm time of registration

Standard fluoropyrimidine-based

Control arm
Standard fluoropyrimidine-based

adjuvant chemotherapy adjuvant chemotherapy No prior chemotherapy, immunotherapy, biologic,
for 12 or 24 weeks for 12 or 24 weeks targeted therapy, or radiation therapy; 1 previous cycle of Control arm:
mFOLFOX6 permitted. .
1 . P mFOLFOX6 (12 cycles)

ECOG performance status <2

Avelumab tweament for 24 weeks | No known active autoimmune disease or hepatitis B or C

]

| AE indicates adverse event; DFS, disease-free survival; dMMR, DNA mismatch repair; mFOLFOX6, modified leucovorin calcium, fluorouracil, and

Follow-up for 7 years (from the start of adjuvant chemotherapy) oxaliplatin; S, overall survival

NCT03827044 NCT02912559 Lau et al, ESMO Open 2020; Sinicrope et al, ASCO 2019
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Recommendations for the management of rectal cancer

Diagnosis and Staging
Blood test, Chest/Abdominal CT scan, pelvic MRI, colonoscopy, EUS

¥ ¥

[ Low risk cT1-2NO ] [Intermediate risk cT3NO, cT1-3N1, CRM-, no EMVI] High risk cT4 or N2 or CRM+ or EMVI or
lateral lymph nodes

cT1! cT2 [ Neoadjuvant CRT or SCRT J 1

[ WaW J
» — Selected patients ‘
‘ [Consider adjuvant FP or FOLFOX/XELOX J

If high-risk stage Il or stage Il after surgery

o

.
p

J el @
-

—
i
m

| SEOM-GEMCAD-TTD clinical guidelines for localized rectal cancer |

2021
(2021) Capdevilla J, et al. Clin Trans Oncol, 2022.
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Recommendations for the management of rectal cancer

Diagnosis and Staging
Blood test, Chest/Abdominal CT scan, pelvic MRI, colonoscopy, EUS

¥ ¥

[ Low risk cT1-2NO ] [Intermediate risk cT3NO, cT1-3N1, CRM-, no EMVI] High risk cT4 or N2 or CRM+ or EMVI or
lateral lymph nodes

cT1! cT2 [ Neoadjuvant CRT or SCRT J 1
4
W&W
Selected patients ‘

L .
[Consider adjuvant FP or FOLFOX/XELOX J

If high-risk stage Il or stage Il after surgery

o

.
p

J el @
-

m
—
HL
m

| SEOM-GEMCAD-TTD clinical guidelines for localized rectal cancer |

2021
(2021) Capdevilla J, et al. Clin Trans Oncol, 2022.
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| ORIGINAL ARTICLE

Preoperative versus Postoperative
Chemoradiotherapy for Rectal Cancer

Preoperative Versus Postoperative Chemoradiotherapy for
Locally Advanced Rectal Cancer: Results of the German
CAO/ARO/ATIO-94 Randomized Phase III Trial After a
Median Follow-Up of 11 Years

Rolf Sauer, Torsten Liersch, Susanne Merkel, Rainer Fietkau, Werner Hohenberger, Clemens Hess,
Heinz Becker, Hans -Rudolf Raab, Marie-Therese Helmut Christian

257 Local recurrence at 5 years:

1993-1997 (14.5 % (12.9-16.2))
————— 1998-2000 (12.2 % (10.5-14.1))
20| . . .« 2001-2003 (10.4 % (8.9-12.1))

=2004-2006 (8.2 % (6.9-0.8))
— - 2007-2009 (5.0 % (4.1-6.1))

Proportion of patients with local recurrence (%)

Tim nd Claus Rodel

N
(8]
1

204

-
o
1

Proportion of patients with distant metastasis (%)

3
Time since surgery (years)

Sauer R, NEJM 2004. Sauer R, JCO 2012. Guren MG, Acta Oncol 2015

10+
Distant metastasis at 5 years:
1993-1997 (26.0 % (24.1-28.1))
sl s |- 1998-2000 (21.6 % (19.5-23.8))
2001-2003 (24.5 % (22.3-26.7))
A2 00 8 “9 200 (17 4.24 2
0. — — - 2007-2009 (20.2 % (18.5-22.1))
5 0 5

2 3
Time since surgery (years)
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Weeks (from start treatment)

1 5 10 15 20 25 2640

Short-course radiotherapy followed by chemotherapy before e I I I I I / capox (8 /
. . . « Bi ; o FOLFOX (12x)
total mesorectal excision (TME) versus preoperative PloPey PIOVEN primary adenacarcinoma of the rectum SMMV .

« Age 2 18 years

chemoradiotherapy, TME, and optional adjuvant * No distant metastases
. * MRI with high-risk features (> 1 of the following): °
chemotherapy in locally advanced rectal cancer (RAPIDO): “ Taa/b
. . * Extramural vascular invasion +
arandomised, open-label, phase 3 trial N2 Expm.m%
-

5% weeks 8 weeks +2 wks 6-8 weeks Chemotherapy

(24 weeks, optional)

* Mesorectal fascia +

', Esmée A Dijfstra”, i . Corrie AM M 1, Hein Putter, lei b CAPOX 6x / FOLFOX 9x <«~> /
Annet G H Roodvoets, s D Nagtegaal, Regina G H Beets-Tan, Lennart K Blomauist, Tone Fokstuen, Albert ) ten Tie, Jaume Capdevil, -eee
Mathijs P Hendriks, lrahim Edhemovic, Andrés Cervantes, Per Nissont#, Bengt Glimeliust#, Comelis H van de Veldet, Geke A P Hosperst,

11-18 days Chemotherapy (18 weeks) 2-4 weeks
and the RAPIDO collaborative investigators§
Lancet Oncol 2021, 22:29-42 Primary endpoint

* Disease-related Treatment Failure (DrTF)
defined as: distant metastases, locoregional failure, new primary colorectal cancer, treatment related death

« Enlarged lateral lymph nodes

Secondary endpoints: OS, RO rate />1mm), Pathological complete response (pCR) rate, Toxicity, Surgical
A complications, QoL at 3 years.
_ 1009 — Standard of care group
i ~— Experimental group
g HR 0.75 (95% C10-60-0-95); p=0-019 3359’5‘&99
N
g 754
£
]
% DRTF 3 afios: 30% Vs 24% s N
11; 50 : ° 1009 HR0-69 (95% CI 0-54-0-90); p=0-0048 1009 HR1-42 (95% C1 0-91-2:21); p=012
i : g
S g 75 g 754
£ 254 i E
: g - E .
2 £ Mts 3 afios: 27% Vs 20% ? Fallo locorregional 3a: 8.3% Vs 6%
g g 507 g 50
© =
0 £ E
Number at risk é 254 § 7
(number censored) % £
Standard of care group 450 (0) 450(2) 385(3) 334(7) 300(133) 159 (160)
Experimental group 462 (0) 462(1) 411(2) 367 (8) 339 (150) 179 (182) T T T T |
1 2 3 4 5
Numberat sk 1 7 3 q 5 Nomberat risk ‘Time since randomisation (years)
. (number censored) (number censored)
Pathological complete response Standard of are group 450 (0) 450(2) 390() M3() (Y 164(166) Standadof aregroup 450(0)  450(2)  428()  40S(8) 379016 209(199)
Yes 120/423 (28%) 57/398 (14%) <0-0001* Experimental group 462 (0) 462(1) 414(2) 372(9) 349 (156) 189 (188) Experimental group 462 (0) 462(1) 436(2) 411(8) 384(172) 204(207)
No 303/423 (72%) 341/398 (86%)

Bahadoer RR, et al. Lancet Oncol 2021
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Neoadjuvant chemotherapy with FOLFIRINOX and
preoperative chemoradiotherapy for patients with locally
advanced rectal cancer (UNICANCER-PRODIGE 23):
amulticentre, randomised, open-label, phase 3 trial

MRI staging
Randomisation: 1/1
Stratification:
* center
* cT3vscT4
* cNOvs cN+
* extramural extension
(=5 vs. <5 mm)
* tumor location
(cm from anal verge)

« Patients aged from 18 to 75 years
* WHO performance status 0 or 1

CRT arm

Radiotherapy

50.4 Gy /5wks 7 weeks mFOLFOX6, 12 cycles
+ capecitabine — | TME |3 or capecitabine*, 8 cycles (6 months)
1600 mg/m?/j

5 days/7

<TNTarm
EERAN

mFOLFIRINOX**

Radiotherapy

50.4 Gy /5 wks 7 weeks
+ capecitabine

1600 mg/m?/j

5 days/7

TME

(mN-2002> 2]

6 cycles, 3 months

**mFOLFIRINOX: At d1, Oxaliplatin 85 mg/m?, Leucovorin 400 mg/m?2, Irinotecan 180 mg/m?;

Fluorouracil continuous IV infusion 2.4 g/m? over 46 hours (no bolus Fluorouracil)

em from

+ €T3 at risk of local recurrence or T4

)
+ Adequate hematologic/blood chemistry levels

3-yrs DFS rate:

* 75.7% [95%Cl: 69.4-80.8]
for the TNT group

* 68.5% [95%Cl: 61.9-74.2]
for the CRT group

HR: 0.69; p=0.034

Primary endpoint: Disease-Free Survival (DFS)
Secondary endpoints: Toxicity, Pathological complete response
(ypTONO), Metastasis-free survival (MFS), QoL, OS.

o 2020ASCO

—— Neoadjuvant chemotherapy group
— Standard-of-care group
Stratified hazard ratio 0-69 (95% Cl 0-49-0-97); p=0-034

Thierry Conroy, Je Pierre-Luc Etienne, | Rio, Eric Frangois, Nathali Nebout, Véronique Vendrely,
Xavier Artignan, Olivier Bouché, Dany Gargot, Valérie Boige, Lamichhane, ChristopheLouvet, Clotil
Christelle de hardiére, Najib Lamfichekh, Béata Claire Jouffroy-Zeller, Eric Rullier, Frédéric Sophie Gourgou, Florence Castan,
ChrstopheBorg o behalfofth Ui i Groop deRecherch e ODIGE) Group*
Lancet Oncol 2021; 22: 702-15
A
100+
757
X
<
£
2
2
g 507
3
©
2
a
254
[
. 0
Number at risk
(number censored)
Neoadjuvant chemotherapy group ~ 231(0)
Standard-of-care group 230 (0)

Conroy T, et al. Lancet Oncol 2021. Conroy T at ASCO 2020.

o

T T T T 1

12 18 24 36 42 48 54 60
217 (7) 210(8)  194(9) 176(14) 150(30) 126(52) 104(73)  80(95)  62(113) 51(124)
201(3) 188(4) 177(7)  167(8)  146(18) 117(43)  91(66) 65(90)  55(99)  40(113)

4 cycles (3 months)
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Neoadjuvant chemotherapy with FOLFIRINOX and
preoperative chemoradiotherapy for patients with locally C
advanced rectal cancer (UNICANCER-PRODIGE 23): 1007
amulticentre, randomised, open-label, phase 3 trial
e ek bektor it Chb e el = 757
: Béata uzyna ClieJoufcy-ZeleEicRuler,Frédr Floence Castan, =
f . 3
£ 59 * 3 years Metastasis Free Survival:
s P
100- £ 79% vs 72%
—% 2 HR = 0,64 ; 95CI ; 0.44-0.93 ;
754 - B
% * 3 years Overall Survival: Stratified hazard ratio 0-64 (95% Cl 0-44-0-93); p=0-017
Ee 91% vs 88% 0 6 2 18 2% 30 36 42 48 54 60
g HR= 0.65; 95CI:0.40-1.05; p= 0.0773 Time since randomisation (months)
Number at risk
27 (number censored)
Neoadjuvant chemotherapy group 231 (0) 218(7) 212(8) 200(9) 184(14) 156(31) 131(54) 109(76) 86(98)  65(117)  52(130)
Stratified hazard ratio 0-65 (95% Cl 0-40-1-05); p=0-0773

Standard-of-caregroup  230(0)  202(3)  191(4) 178(7) 170(8)  153(18) 123(44) 96(68) 70(92)  60(102) 43 (117)
& 5 ) % 30 3% P ) % 60

Number at risk
(number censored)
Neoadjuvant chemotherapygroup  231(0) ~ 221(8)  217(9)  215(10) 205(16) 180(36) 151(61) 124(85) 99(109) 73(131)  54(150)

Standard-of-caregroup  230(0)  215(5)  212(6)  207(9)  201(1) 182(22) 151(52) 117(82) 82(112) 71(123) 51(141)

Pathological complete <0-0001 * Locoregional Failure: 4% vs 6%
response rate HR= 0.78; 95Cl: 0.34-1.79; p= 0.56
) M) * No unexpected toxicity: better tolerance of adjuvant chemotherapy in
Yes 59/212 (28%) 26/215 (12%) - experimental arm (less neurotoxicity )
No 153/212 (72%) 189/215 (88%) - * No difference in postoperative complications and guality of life_
Missing 1 3 -

Conroy T et al. Lancet Oncol, 2021
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Table 3 Table 2
Patient characteristics from RAPIDO and PRODIGE 23 trials.
e e ™ = = Efficacy data from RAPIDO and PRODIGE 23 trials.
RAPIDO PRODIGE 23
RAPIDO PRODIGE 23
No. of patients 912 461
— - Primary endpoint (DRTF) (DFS)
Median age (yrs) 62 61
Elderly patients 40% (565 yrs) 13% (370 yrs) 30.4% (vs 23.7%) 75.5% (vs 68.5%)
HR 0.75, p = 0.019 HR 0.69, p = 0.034

Males 67.1% 66.4%

PCR rate 28.4% (vs 14.3%) 27.8% (vs 12.1%)
Performance status (ECOG) (WHO) OR 2.37, p < 0.0001 p < 0.001
0 80.5% 79.1%
1 19.5% 20.9%
Distance X Locoregional failur 8.3% (vs 6.0%) NR

istance from anal verge

. 8 25.7% 36.9% (at 3 years) HR 1.42, p = 0.12
5-10 cm 39.3% 50.3%
10-15 cm 35.0% 12.8%

Distant metastases (Cumulative probability) (Metastasis-free survival)
Clinical T stage (at 3 years) 20.0% (vs 26.8%) 78.8% (vs 71.7%)
T2 3% 1.1% HR 0.69, p = 0.0048 HR 0.64, p = 0.017
T3 65.8% 82.2%
T4 31.1% 12.8%
Clinical N stage 0s 89.1% (vs 88.8%) 90.8% (vs 87.7%)
cNO 8.4% 10.4%
N1 26.1% N+: 89.6% (at3 years) HR 092, P= 0.59 HR 0.65, P= 0.07
cN2 65.5%

Abbreviations: DRTF: disease-related treatment failure; DFS: disease-free sur-

Other high-risk features vival-; pCR: pathological complete response; NR: not reported; OS: overall
EMVI + 29.9% NR survival.
MRF + 61% 27%
Lateral N+ 14.8% NR

Giunta EF, et al. Cancer Treat Rev, 2021
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Limitaciones...

Should the RAPIDO schedule represent standard of care in locally advanced rectal

cancer?

What of the future? ACO/ARO/AIO-18.1 is a phase III trial recruiting rapidly in Germany. A

RAPIDO-like schedule of SCPRT followed by 18 weeks of CAPEOX or FOLFOX

Is short-course radiotherapy and total neoadjuvant therapy the new consolidation is compared against the German LCCRT platform of

standard of care in locally advanced rectal cancer? A sensitivity analysis of Lo L p . L
the RAPIDO clinical trial fluoropyrimidine/oxaliplatin (Rodel 2015)° followed by the same duration of consolidation
P. Jimenez-Fonseca’, R. Salazar’, V. Valenti’, P. Msaouel® & A. Carmona-Bayonas®" FOLFOX/CAPEOX with a recruitment target of 702 pa‘tients' The prlmary endpoint is organ

preservation at 3 years, but secondary endpoints include 3-year cumulative incidence of local
and distant recurrences. This trial may help to demonstrate the optimal RT platform and even
validate the RAPIDO schedule, but the TNT LCCRT arm has never been tested against
standard LCCRT and postoperative chemotherapy.

Jimenez-Fonseca P, Ann Oncol 2022 NCT04246684 Glynne-Jones R, Ann Oncol 2022
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Actualizacion , Risk and location of distant metastases in patients with

locally advanced rectal cancer after total neoadjuvant
treatment or chemoradiotherapy in the RAPIDO trial
» R.R. Bahadoer et al. | European Journal of Cancer 185 (2023) 139-149

: H H mmm Experimental (n=111) Experimental Standard-care
Riesgo de mts a distancia Sv tras dco de mts 60~ "
g A B 53 —= Standard-care (n=139)
100 100 7]
— Standard-care HR 0.72 (95% C10.56 - 0.93) HR 1.39 (95% CI1.01 - 1.92) E
—— Experimental p=0011 p =004 ) 41
2z 75 _ 754 ® 40+ 36
3 E o
: :
3 Y
g: 50 2 50 & & =
g E g 21
E 3 2 20+ g
O 25 - 25 [S 12 :
— Standard-care g 10 9 7 0z
— Experimental 5 4
0 T T T T T T 07
T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5 0-
No.atRisk Years since randomisation No.atRisk Years since distant metastases Liverand Liver-  Liver& Lung- Lungand Other*
- Ik lo. at Risk:
Standard-care: 450 388 340 313 203 276 Standard-care: 139 115 % 61 13 2 other only lung only other
Experimen tal: 462 415 373 356 341 312 Experimental: 111 7 60 10 19 7 organ-site organ-site
Fig. 1. The risk of distant metastases (A) and survival after diagnosis of metastases (B). (except lung) (except liver)

Fig. 3. Firs
Other inclu

Fig. 2. First metastasised organ-site. *Other includes bone, brain,
peritoneum, distant lymph nodes, and pleura.

Bahadoer RR, et al. Eur J Cancer, 2023
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Actualizacion

Follow-up: 5.6 years

LRF y LRR mayor en EXP Vs STD
(12% vs 8%, p=0.07 and 10 vs
6%, p=0.03)

Overall survival after LRF was comparable
(HR 0.76 (95%CI 0.46-1.26); p=0.29)

Dijkstra EA, et al. Ann Surg, 2023.

Tratamiento Sistémico Cancer Recto Localizado

But...

ORIGINAL STUDY

ANNALS 'Locoregional Failure During and After Short-course
SUR(EERY Radiotherapy followed by Chemotherapy and Surgery
Compared to Long-course Chemoradiotherapy and
& Surgery - A Five-year Follow-up of the RAPIDO Trial

oot Dijkstra, Esmée A. MD’; Nilsson, Per J. MD, PhD'; Hospers, Geke A.P. MD, PhD"; Bahadoer, Renu R. MD¥;

P

£ e W Ann Surg. 2023 Jan 20. doi: 10.1097/SLA.0000000000005799. Online ahead of print.

Técnica RT:
3D-CRT 12% Vs 6% STD
IMRT/VMAT 6% Vs 5%

Ojo Cirugia... menos "extensa” en EXP
(numéricamente mas recidivas anastomosis)
* Cx debe basarse en estadificacion basal RM

* LRF: Fallo locorregional (incluye eLRF-earlyLRF: no Cx -
excepto preservacion-y R2)
* LRR: recurrencia locorregional tras Cx RO/R1
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PRESERVACION ORGANO

Investigational Arm

Tratamiento Sistémico Cancer Recto Localizado

Preliminary results of the Organ Preservation
in Rectal Adenocarcinoma (OPRA) trial

Distal

CNCT
15 CRT
2 FOLFOX/CAPEOX

No Clinical
Response *

Restaging

Rectal Cancer
Stage II-11l

DRE
Endoscopy + Biopsy

INCT
1 FOLFOX/CAPEOX
2% CRT

MRI

DFS by Treatment Group

,-J = 3-Year DFS, 95% CI
INCT 0.77 (0.659-0.86)
CNCT 0.78 (0.71-0.87)

Distant Metastasis-Free by Treatment G

INCT
CNCT

3-Year DMFS, 95% C1

Clinical
Response*

(*) Smith J et al, BMC Cancer 2015;15:767.

Results: TME-Free by Treatment Group

0.82 (0.74-0.90)
0.84 (0.77-0.91)

3-Year TFS, 95% CI
INCT 0.43 (0.35-0.54)
CNCT 0.59 (0.50-0.69)

Median follow-up 2.26 years (mins0.003, maxe5.6) | Mediaa oo

Up 2.26 years (miry

3
o Trestaact St

»
I Median follaw-up 2.26 years (min=0.003, max=5.6]

]

PRESENTED AT: 2020ASCO

ANNUAL

MEETING

PRESENTED BY.

No dif. SLE y SL mts... parece
que posib de preservacion
mayor Consolidacion
Necesario mayor seguimiento
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Principales limitaciones de |la
estrategia de preservacion de

organo Importancia de...
* Datos de registros - Seguimiento apropiado
* No hay datos de RCT o RWD - Rescate precoz

 Ausencia de datos de toxicidad tardia
* Impacto en supervivencia ¢?
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Incorporamos Biomarcadores

dMMR
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Neoadjuvant PD-1 blockade for stage Il/lll MMRd rectal cancer

N=30

Simon’s two stage minimax

NCT 04165772
o ot
S00mg IV 3 weeks (9 cycles
MMRd g IV every (9 cycles)
rectal cancer I |
Assessments  Baseline 6 weeks 3 months

Residual
Imaging disease
and
endoscopy
| Clinical
6 months complete
response

Primary Objectives:

Overall response rate (ORR) of PD-1 blockade
The clinical complete response (cCR) rate at 12 months after completion of PD-1
blockade or pathologic complete response (pCR) with or without chemoradiation

Secondary Objectives:
« Safety and tolerability

ASCO Gastrointestinal

Cancers Symposium

- PR AENTED B s | s, MO
¢ s S & P PG & Pa Bl et By M) Pesea BOSeS 4 Swns

disease Surgery
ChemoRT
followed by _—
imaging
and i
endoscopy : I
Non-operative
management
ASCO

EHOWLEDSE CONQUIERT CANCER

Presented by Lumish M at ASCO Gl 2022
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Table 2. Individual Patient Data.*

ORIGINAL ARTICLE

PD-1 Blockade in Mismatch Repair-
Deficient, Locally Advanced Rectal Cancer

A. Cercek, M. Lumish, J. Sinopoli, J. Weiss, J. Shia, M. Lamendola-Essel,

A Patient 2

Baseline

Endoscopy

Rectal MRI

FDG-PET

Cercek A, et al. NEJM, 2022.

Tumor
Patient  Stage; Germline
No. Nodal Pathogeni
(Sex, Age)  Status
1 T4; positive MSH2
(F.38y7) (c.687delA)
2 T3; positive MSH2
(F.30y1) (c.8942+3A5T)
3 TltoT2; None
(F,61yr) positive
4 T4; positive None
(F. 28y7)
5 TltoT2;
(F.53y) positive  (c.942+3A5T)
6 TltoT2;
(F. 77y positive  (c.1969delC)
7 TltoT2; None
(. 77yr) positive
8 3; positive
(F,55y1) (c.1784T-G)
9 T3; positive None
(M, 68 yr)
10 T3; negative None
(F. 78y
1n T3; positive  PMS2 (c.2500
(F.55y1) _2501delinsG)
12 T3; positive None
(M, 27y1)
13 T3; positive MLH1
(M, 26yr) (.1489dupC)
14 3; positive MSH6
(M, 43y1) (c:3476duph)
15 T3; positive NA
(M, 59yr)
Tab; positive NA

16
(M, 51yr)

Mismatch-Repair
Status,
Chromogenic
IHC Assay

MSH2 and
MSH6 absent

MSH2 and
MSH6 absent

MSH2 and
MSH6 absent

MSH2 and
MSH6 absent

MSH2 absent
MSH6 absent

MLH1 and
PMS2 absent

MSH2 absent

MSH2 and
MSH6 absent

MLH1 and
PMS2 absent

MSH2 and
MSH6 absent

PMS2 absent

MLH1 and
PMS2 absent

MSH6 absent

PMS2 absent

MSH2 absent

PD-L1
Level

+

-+

-+

++

++

NA

NA

NA

NA

TIL
Level

e

Raas

4

++

NA

NA

NA

NA

BRAF
'V600E
Mutation

No

No

No

No

No

No

No

No

No

No

No

No

No

No

NA

NA

Completld
6 mo of

CRTor

bsponse
on

Digital
Examination;

103.0

75.0

783

NA

NA

Therap]

Yes

Yes

Surgery|

No

No

No

No

No

No

No

No

No

No

No

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

No; ongoing,
12wk

No; ongoing,
12wk

No; ongoing,
5wk

No; ongoing,
3wk

No

No

No

No

Biopsy

No palpable
tumor;

negative for
tumor

No palpable
tumor;

negative for
tumor

No palpable
tumor;

negative for
‘tumor

No palpable
tumor;

negative for
tumor

No palpable
tumor;

negative for
tumor

No palpable

No palpable
tumor;

negative for
‘tumor

No palpable
tumor;

negative for
tumor

No palpable
tumor;

negative for
tumor

No palpable
tumor;

negative for
tumor

No palpable
tumor;
negative for

Response
on
Rectal
MRI

CR

CR

CR

CR

CR

CR

CR

(«3

CR

CR

Response
on
FDG-PET

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

CR

No palpable
tumor;

negative for
tumor

No palpable
tumor;

negative for
tumor

NE; NE

NE; NE

CRat 3 mo

Near-CR at
mo

NE

NE

NE

NE
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‘ ORIGINAL ARTICLE

PD-1 Blockade in Mismatch Repair-
Deficient, Locally Advanced Rectal Cancer

A. Cercek, M. Lumish, J. Sinopoli, J. Weiss, J. Shia, M. Lamendola-Essel,

A Patient 2

Endoscopy

Rectal MRI

FDG-PET

Cercek A, et al. NEJM, 2022.

Dostarlimab (antiPD1) neoadyuvante en
dMMR CRLA

Buena tolerancia

Permite evitar QTRT y Cx
Nuevo paradigma para el tto de dMMR CRLA
Seguimiento y reclutamiento ‘ongoing’
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CANCER COLORRECTAL ESTADIOS PRECOCES

A pesar de la cirugia, el riesgo de recaida no es desdefiable, por lo que el tratamiento sistémico
es fundamental.

Se antoja necesario realizar una estratificacion de riesgo mas precisa que nos permita adecuar el
tratamiento.

La incorporacién de factores clinicos, patolégicos y, sobre todo, biolégicos (biomarcadores o
ctDNA) serd clave para optimizar el manejo de nuestros pacientes.
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CANCER COLORRECTAL ESTADIOS PRECOCES

A pesar de la cirugia, el riesgo de recaida no es desdefiable, por lo que el tratamiento sistémico
es fundamental.

Se antoja necesario realizar una estratificacion de riesgo mas precisa que nos permita adecuar el
tratamiento.

La incorporacién de factores clinicos, patolégicos y, sobre todo, biolégicos (biomarcadores o
ctDNA) serd clave para optimizar el manejo de nuestros pacientes.

La INNOVACION viene de la mano de la Seleccion Molecular y la Medicina Personalizada l
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