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Chemioterapia adiuvante a base di 5-FU negli stadi Il-lll
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Overall Survival (%)
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Sargent D, et al. J Clin Oncol 2009;27(6):872-7.
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Capecitabina non inferiore a 5-FU

Stage Ill colon cancer

5-year
1.0 7 Capecitabine (n = 1004) 71.4%
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Test of noninferiority P = 0.000116
Test of superiority P = 0.06

Twelves C, et al. N Engl J Med. 2005 Jun 30;352(26):2696-704.
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Chemioterapia di combinazione: studio MOSAIC

FOLFOX4

LV 200mg/m?

5-FU 400mg/mZ2bolus
600mg/m?2 5-FU infusion
oxaliplatin 85mg/m?2

g2w (12 cycles)
2246 Stage /111
Colon Cancer
LV5FU2
LV 200mg/m?

5-FU 400mg/m? bolus
600mg/m?2 5-FU infusion
g2w (12 cycles)

e Primary endpoint: DFS
» Stagell /Il ratio =40/ 60%
» 2.3 yearenrolment (10/1998->01/2001)

* Expected 3-year DFS: 79% for test arm and 73% for control arm or 25% reduction in risk of recurrence

N = 2200 for a statistical power of 90% (a=0.05)



MOSAIC: DFS a 5 anni

DFS in ITT population
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0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
No. at risk
FL + oxaliplatin 1,123 1,086 1,024 962 919 884 858 841 825 797 632 247
FL 1,123 1,068 984 907 858 820 796 771 751 724 572 206

AndréT, et a. J Clin Oncol 2009;27(19):3109-16.

Disease-Free Survival (probability)
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FL  FL + oxaliplatin Hazard ratio (95% Cl) P
Stage Il 79.9 83.7 0.84 (0.62 to 1.14) .258
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MOSAIC: OS a 8 anni

Probability of Survival

No. at risk

OS in ITT population

o

1l0 o __-‘::','-.
0.9+
0.8

= FL + oxaliplatin (245 events)
0.7 1 FL (283 events)
0.6
0.5
0.4+
0.3 1
0.2 - )

Probability of survival at 6 years (%)

FL FL + oxaliplatin Hazard ratio (95% CI) P
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Time (months)

FL + oxaliplatin 1,123 1,103 1,076 1,053 1,018 988 961 937 916 887 863 835 763 529 287 96

FL

1,123 1,100 1,071 1,033 1,003 967 940 912 889 862 829 786 723 499 283 96

AndréT, et a. J Clin Oncol 2009;27(19):3109-16.
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FL + oxaliplatin 451 448 443 437 428 421 413 406 400 388 379 367 331 231 124 43
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Chemioterapia di combinazione: studio XELOX-A

XELOX

capecitabine 1000mg/m?2 bid d1-14
oxaliplatin 130mg/m2 d1
g3w 8 cycles

1886 Stage Il

Colon Cancer

Bolus 5FU/LV

Roswell or Mayo regimen

e Primary endpoint: 3 year-DFS
» Secondary endpoints: RFS, OS, tolerability



XELOX-A: OS e DFS a 7 anni
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Time (years) Time (years)
No. at risk No. at risk
FU/FA 942 859 758 694 655 610 579 535 522 501 476 437 334 235 74 FU/FA 942 904 881 852 817 787 758 726 693 661 647 625 591 516 258
XELOX 944 865 784 722 677 647 622 599 577 557 526 481 393 268 92 XELOX 944 902 875 835 807 790 770 738 703 683 668 659 641 572 281

Schmoll HJ, et al. J Clin Oncol 2015;33(32):3733-40.



Target therapies nella terapia adiuvante

3-yr DFS
targeted agent control Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI \"A Eixed. 95% CI
BevacizumabNSABF C-08 (2011) -0.1165 0.08 1334 1338 28.0% 089[0.76,1.04) I
AVANT (2012) 0.157 0.0892 960 955 22.58% 1.17[0.98,1.39] T
QUASARZ (20186) 0.0583 0.0867 972 967 23.8% 1.06[0.89, 1.26)] -
Cetuximab NCCTGN-0147{2012) 01906 0135 954 909  9.8% 1.21[0.93, 1.58)] -
PETACC-8 (2014) 0.0488 0.1064 791 811 15.8% 1.05[0.85 1.29)] *
Total (95% CI) 5011 4980 100.0% 1.04[0.96, 1.13] ?
Heterogeneity: Chi*= 6.84, df= 4 (P=0.14); F= 42% :u. . u?? 1- 1 .

Testfor overall effect Z=1.02 (F = 0.31) Favors [targeted agent] Favors [control]

Kim BJ, et al. Oncotarget 2017;8(19):31112-31118.



Chemioterapia adiuvante nel lll stadio: sintesi delle evidenze (3-y DFS)

Surgery alone Moertel, 1990 Surveillance 52%
IMPACT, 1993  Surveillance 44%

Mono-CTx IMPACT, 1993  5-FU 62%
André, 2003 5-FU 63%
MOSAIC, 2004 5-FU 65%
INTOO89, 2005 5-FU 63%
XELOX-A, 2010 5-FU 66%

X-ACT, 2005 Capecitabine 64%

Poli-CTx MOSAIC, 2004 FOLFOX4 73%
XELOX-A, 2010 XELOX 71%




Chemioterapia adiuvante con oxaliplatino nel paziente anziano (>70 anni)

DFS 0S
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McCleary NJ, et al. J Clin Oncol 2013;31(20):2600-6.



Neuropatia da oxaliplatino: tossicita a lungo termine
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Fig 5. Proportion of patients treated with oxaliplatin plus fluorouracil and
leucovorin with grade 1, 2, or 3 peripheral sensory neuropathy during treatment
and after follow-up to 4 years.

AndréT, et a. J Clin Oncol 2009;27(19):3109-16.



Durata del trattamento: 3 vs 6 mesi
International Duration Evaluation od Adjuvant Chemotherapy (IDEA) collaboration

Study Schema

Total planned accrual 2 10,500

3 months

Stage lli

Colon Investigator’s choice
Cancer FOLFOX or CAPOX
Patients

6 months

FOLFOX: SFU/LV + Oxaliplatin CAPOX: Capecitabine + Oxaliplatin

Shi Q, Asco 2017



IDEA Trials Summary

Stage Ill Colon

Trial Regimen(s) Cancer Patients”

Enrolling Country

TOSCA CAPOX or FOLFOX4 2402 Italy

UK, Denmark, Spain, Australia,
Sweden, New Zealand

IDEA France CAPOX or mFOLFOX6 2010 France
C80702 mFOLFOX6 2440 US, Canada
HORG CAPOX or FOLFOX4 708 Greece
ACHIEVE CAPOX or mFOLFOX6 1291 Japan

*Only stage lll colon cancer patients were included in the pooled primary analysis

SCOT CAPOX or mFOLFOX6 3983

= ASCO ANNUAL MEETlNG 17 | #ASCO17  pecented by: Qian Shi, PhD on behalf of IDEA collaborators

Slides are the property of the author. Permis required for



IDEA: Risultati nella ITT population «  3mTRTbetter 6m TRT better

Superiority —— :

I
. L. One-sided Type | Error Rate
Non-inferiority I = 0.025
I

Power = 90%
Not proven Require 3390 DFS Events

Inferiority

Disease-free Survival in Overall Population
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Years since Randomization
No. at Risk
6 Months 6410 5530 4477 3065 1679 873 334
3 Months 6424 5446 4464 3000 1609 826 321

HR 1.07 (1.00 -1.15)

Non-inferiority: not proven
Grothey A,et al. N Engl J Med 2018;378(13):1177-1188.



IDEA: Risultati per schema e gruppo di rischio

Regimen
3 yr DFS rate (%) CAPOX FOLFOX CAPOX/FOLFOX combined
and HR by
regimen and 3 yr DFS, % (95% Cl) HR 3 yr DFS, % (95% Cl) HR 3 yr DFS, % (95% Cl) HR
risk group (95% Cl) 3m 6m (95% Cl) 3m 6m (95% Cl)
Low-risk
(T1-3 N1) 85.0 83.1 0.85 81.9 83.5 1.10 83.1 83.3 1.01
~60% [EE 70150 ) I 5 O -0 IR (s B ok Ml (80.2-83.6) | (81.9-85.1) | (0.96-1.26) | (81.8-84.4) | (82.1-84.6) | (0.90-1.12)
Risk |
8roup | High-risk
(T4 and / 64.1 64.0 1.02 61.5 64.7 1.20 62.7 64.4 1.12
or NZ) (61.3-67.1) | (61.2-67.0) | (0.89-1.17) MEEEEL VNN FE VA NN RELIM (60.8-64.4) | (62.6-66.4) | (1.03-1.23)
~40%
Risk P-value interaction test:
groups 75.9 74.8 0.95 73.6 76.0 1.16 Regimen: 0.0061
. (74.2-77.6) | (73.1-76.6) | (0.85-1.06) | (72.2-75.1) | (74.6-77.5) | (1.06-1.26) -
combined Risk group: 0.11

Grothey A et al. N Engl J Med 2018;378(13):1177-1188.



IDEA: Eventi avversi

Table 3. Selected Adverse Events, According to Treatment and Duration of Therapy.*

Adverse Event

Any adverse event
3 mo
6 mo

Peripheral sensory neurotoxicityf
3 mo

6 mo

FOLFOX
Grade 1 Grade 2 Grade3 or 4 P Value
number (percent)
<0.001
1008 (30.7) 1039 (31.6) 1236 (37.6)
363 (11.0) 1056 (32.1) 1874 (56.9)
<0.001
2661 (83.4) 450 (14.1) 80 (2.5)
1700 (52.2) 1036 (31.8) 519 (15.9)

Grothey A et al. N Engl J Med 2018;378(13):1177-1188.

CAPOX
Grade 1 Grade 2 Grade 3 or 4 P Value
number (percent)
<0.001
496 (35.0) 578 (40.8) 342 (24.2)
203 (14.6) 674 (48.5) 512 (36.9)
<0.001
1211 (85.8) 164 (11.6) 37 (2.6)
763 (55.0) 500 (36.0) 124 (8.9)



Chemioterapia adiuvante nello stadio Il

Overall Survival (%)

Sargent D, et al. J Clin Oncol 2009;27(6):872-7. André T, et a. J Clin Oncol 2009;27(19):3109-16.

Modesto beneficio delle fluoropirimidine
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20 8-year OS Rate (95% Cl): 72.2% (69.3% to 75.2%)
101 pP=.026
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Follow-Up Time (years)

Overall Survival
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FOLFOX4
No. at risk
Events

LV5FU2
No. at risk
Events

Nessun vantaggio dall’aggiunta di Oxali

1.0".--.------.
'..-'ll'.-.-'..--".
0.8" ---.-.--III
0.6
0.4
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FOLFOX4 451 87
0.2 == LV5FU2 448 85
Log-rank P=.981
HR, 1.004; 95% CI, 0.744 to 1.354
1 I ] 1 1 1 1 I 1 1
0 1 2 3 4 5 6 7 8 9 10
Time Since Enrollment (years)
451 445 432 418 404 390 358 282 200 183 144
0 4 17 29 38 49 58 67 74 78 82
448 439 425 416 399 392 364 271 193 174 138

0 7 16 25 38 45 59 63 70 76 78



Instabilita dei microsatelliti e 5-FU adiuvante

A . Stage Il, AMMR
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Sargent DJ, et al. J Clin Oncol 2010;28(20):3219-26.

In pz con deficit del MMR:

Nessuna differenza nello
stadio Il

Puo essere detrimentale
nello stadio Il



Alcuni stadi Il hanno prognosi sfavorevole

m Rectum
Colon

Stadio Il

Stadio I
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100 1

o o o o o

TN Category

Gunderson LL, et al. J Clin Oncol 2010;28(2):264-71.



Fattori di rischio nello stadio Il

" pT4 (inclusa perforazione)

" Inadeguato sampling linfonodale (<12)

" Alto grado di differenziazione (G3-G4)

" |nvasione linfatica/vascolare/perineurale
" Margini positivi, vicini o indeterminati

" Esordio con occlusione intestinale

" Elevati livelli preoperatori di CEA

Argilés G, et al. Ann Oncol 2020;31(10):1291-1305. Baxter NN, et al. J Clin Oncol 2022;40(8):892-910.



Oxaliplatino adiuvante nello stadio Il ad alto rischio

A Low risk stage Il B High risk stage I
1.0 prevvsmene,., 1.0 peweennn.. T4, tumor perforation,<10 lymph nodes
I-------...------" ------ e l'-.-h.--.__--.
0.8 0.8 DR =
C_>U E e ' '-- m-EEw
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S = 06+ S = 06+
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N N o
= O = O
S 2 041 © 2 044
g = n Events g.J e n Events
S FOLFOX4 235 38 S FOLFOX4 212 48
0.2 == LV5FU2 223 32 024 -- LV5FU2 222 53
Log-rank P=.515 Log-rank P=.578
HR, 1.168; 95% CI, 0.730 to 1.870 HR, 0.895; 95% ClI, 0.606 to 1.323
I 1 I I 1 I 1 I I I 1 I 1 I I I I 1 I 1
0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10
Time Since Enrollment (years) Time Since Enrollment (years)
FOLFOX4 FOLFOX4
No. at risk 235 232 226 219 215 205 188 149 101 94 68 No. at risk 212 209 203 196 186 182 168 131 98 88 75
Events 0 2 8 13 15 22 26 30 33 34 36 Events 0 3 9 16 23 27 31 36 40 44 45
LV5FU2 LV5FU2
No. at risk 223 220 216 211 203 202 190 142 104 94 77 No. at risk 222 216 206 202 193 187 171 126 87 78 59
Events 0 4 5 10 17 18 22 22 24 25 27 Events 0 4 12 16 22 28 38 41 46 51 52

André T, et al. J Clin Oncol. 2015;33(35):4176-87.




Nuovi strumenti per la stratificazione del rischio

— - - -
Multigene assays (ex. Colprint)
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100~ — Low Immunoscore
— Intermediate Immunoscore
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2 60
2
g
R
§ HR for high vs low 0-31 (95% Cl 0-23-0-41); p<0-0001
2 204 HR for intermediate vs low 0-57 (95% Cl 0-47-0-69); p<0-0001
HR for high vs intermediate 0-56 (95% Cl 0-42-0-73); p<0-0001
c-index=0-61 (95% Cl 0-55-0-67)
0
0 1 2 3 4 5 6 7 8
Number at risk
Low Immunoscore 702 566 468 411 358 321 259 194 150
Intermediate Immunoscore 1271 1069 930 839 763 675 526 406 324
High Immunoscore 708 594 535 469 417 359 273 208 172
(& Day 30RFS [c] Post-ACT RFS
1.0 1.0 CtDNA negative (after ACT)
ctDNA negative (day 30)
d — 0.8
B 08 g
£ =
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é 0.4- (HR, 7.2; 95%Cl, 2.7-19.0; P < .001) ‘5? 0.4
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@ @ (HR, 17.5; 95% Cl, 5.4-56.5; P < .001)
= 024 & 0.2
ctDNA positive (day 30)
0 i . X 0 ctDNA positive (after ACT)
0 12 24 35.5 0 1 24 355
Time Since Surgery, mo Time Since Surgery, mo
No. at risk ;
N No. at risk
Negative 84 78 13 9 Negative 51 40 11 5
Positive 10 9 1 1 Positive 7 2 0 0

Salazar R, et al. J Clin Oncol 2011;29(1):17-24. Pages F, et al. Lancet 2018;391(10135):2128-2139. Reinert T, et al. JAMA Oncol.2019;5(8):1124-1131.




Tumori del colon operati: Algoritmo di terapia adiuvante

Stadio |
Stadio Il Basso rischio / MSI

Stadio Il Basso rischio / MSS

Stadio Il Alto rischio

Stadio Il Basso rischio

Stadio Ill Alto rischio

NCCN Guidelines 2022

PATHOLOGIC STAGE™
Tis; T1, NO, MO; T2, NO, MO;
T3-4, NO, MO" (MSI-H/dMMR)

T3, NO, MO":° (MSS/pMMR and
no high-risk features)

T3, NO, MO at high risk for
systemic recurrence®P
or

T4, N0, MO (MSS/pMMR)

T1-3, N1

‘

(low-risk stage llI)¥

T4, N1-2; T Any, N2

(high-risk stage )Y

ADJUVANT TREATMENTP

-

Observation

Observation
or

Consider capecitabine (6 mo)9 or 5-FU/leucovorin (6 mo)4d —»

-

-

Capecitabine (6 mo)%' or 5-FU/leucovorin (6 mo)%.r
or

FOLFOX (6 mo)9:"S:t or CAPEOX (3 mo)9:"S:t
or
Observation

-

Preferred:

-

« CAPEOX (3 mo)9t
or
« FOLFOX (3—-6 mo)9:t

or
Other options include: Capecitabine (6 mo)9 or 5-FU (6 mo)9

Preferred:
« CAPEOX (3-6 mo)d:it

or
« FOLFOX (6 mo)9:it

or
Other options include: Capecitabine (6 mo)Y" or 5-FU (6 mo)9-"




durata del follow-up

Follow-up

11 95% delle ricadute avviene entro i 5 anni

108 120
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0.0 1

24 36 48 60 72 84 96

12

Follow-up months

Seo SI, et al. J Surg Oncol 2013;108(1):9-13.



Follow-up: ruolo del follow-up «intensivo»

Overall survival Detection of asymptomatic recurrence
A Hazard Ratio HR 95%Cl Weight B Relative risk RR 95% Cl Weight
Intensive follow-up vs. Less follow-up Intensive follow-up vs. Less follow-up
Makela (1995) 083 (0.48,1.45)  6.1% Makela (1995) — 1.28 (0.68;2.39) 19.6%
Kjeldsen (1997) — 0.90 (0.68;1.20) 22.9% Kjeldsen (1997) R S E— 3.66 (1.91;7.02) 19.0%
Schoemaker (1998) - 0.69 (0.46;1.03) 11.9% N : e e
Pietra (1998) S 0.57 (0.35,0.92) 83% Schoemaker (1998) #— 8.04 (1.89;34.25) 7.4%
Watchow (2006) * 1.20 (0.48;2.98) 2.3% Pietra (1998) * 6.93 (1.62;29.74) 7.3%
Rodriguez (2006) 0.87 (0.49; 1.54) 5.7:/6 Ting (2009) = 1.39 (0.54;3.57) 13.2%
Er?r?’l r‘fg:?% ota) * ?g(‘) Eg-gg: ]gg; 18'3{? Random effects _— 2.79 (1.35;5.75) 66.5%
Random effects - 0.81 (0.69;0.94) 77.7% Heterogeneity test: @=12.2, df=4, P=0.0158
Heterogeneity test: @=5.3, df=7, P=0.624
Intensive follow-up vs. No follow-up
Intensive follow-up vs. No follow-up Ohlsson (1995) = 3.06 (0.88;10.67) 9.2%
Ohlsson (1995) ] 0.69 (036, 1.33) 4.42"0 Secco (2002) + 2.45 (1 58, 379) 24.3%
Secco (2002) 057 (0.41:0.79) 17.9% Random effects —_— 251 (1.66;3.79) 33.5%
Random effects —— 0.59 (0.44;0.79) 22.3% ' ' POEy e .
Heterogeneity test: @=0.3, df=1, P=0.6136 Heterogeneity test: @=0.1, df=1, P=0.7413
Random ef'fects ] “' 0.75 (0.66; 0.86) 100% Random effects —_— 2.59 (1.66;4.06) 100%
Heterogeneity test: @=8.9, df=9, P=0.4461 | : ‘ — Heterogeneity test: @=12.1, df=6, P=0.0601
05 1 2 3 ' J I
Tlme to detection of recurrence 05 1 2 10
ean difierence Mean 95% ClI W (Random effects) . H
urative reoperation rate
Intensive follow-up vs. No follow-up l »g p Relative risk RR  95%Cl  Weight
Ohlsson (1995) -0.30 (-0.89; 0.29) 15.3% Intensive follow-up vs. Less follow-up
Secco (2002) —. -0.50  (-3.56; 2.56) 14.2% Makela (1995) 159 (0.43:5.84) 4.4%
Random effects 3 -0.31 (-0.88; 0.27) 29.5% Kjeldsen (1997) — % 3.16 (1.21;8.27) 8.0%
Heterogeneity test: P=0.9 Schoemaker (1998) 1.37 (0.44;4.25) 5.8%
Pietra (1998) — > 9,59 (2.34; 39.32) 3.7%
Intensive follow-up vs. Less follow-up _IF_*OC’”(QUGZ ;2006) ) A : gg (g gg g Sg; 122"?
. o ing (2009 T : 6%
Makela (1995) — —5.00 (_7‘99: —2.01) 14'30/" Prir%rose (2014) ——— 220 (1.04;4.65) 13.3%
Kjeldsen (1937) - —8.80 (-10.08;-7.52) 15.1% Random effects - 2.06 (1 42;3.00) 73.4%
Slchoemaker (1998) 0.0% Heterogeneity test: Q=7.7, df=6, P=0.2604
Pietra (1998) - -9.90 (-11.19;-8.61) 15.1%
Grossmann (2004) 0.0% Intensive follow-up vs. No follow-up
Watchow (2006) 0.0% Ohlsson (1995) 176 (0.50;6.28) 4.6%
Rodriguez (2006) — e 1.00 (—3.88; 5.88) 12.8% Secco (2002) —— 1.96 (1.10; 3.50) 22.0%
Ting (2009) — -13.00 (-17.57;-8.43) 13.1% Random effects ——— 1.92 (1.14; 3.26) 26.6%
Random effects - -7.55 (-10.24; -4.87) 70.5% Heterogeneity test: @=0, df=1, P=0.8829 ‘
Het ity test: P<0.0001 3
elerogenery fest-r'= Random effects - 1.98 (1.51;2.60) 100%
Random effects - -5.23 (-9.58;-0.88) 100% Heterogeneity test: @=7.5, df=8, P=0.4813
Heterogeneity test: P<0.0001 l ' l l l
I — I I | 0.2 05 1 2 5 10

-15-10-5 0 5 10 15 Pita-Fernandez S, et al. Ann Oncol 2015;26(4):644-656.



Follow-up: linee guida AIOM 2021

Qualita globale
delle prove

Raccomandazione clinica

Forza della
raccomandazione

Qualita globale . . . Forza della
Raccomandazione clinica .
delle prove raccomandazione
I1 dosaggio del CEA ogni 4-6 mesi per i primi 3 anni e
Moderata 0gn1l6 mesi per i due anni successivi pud essere preso in Condizionata a favore
considerazione (18)
COI: Nessun conflitto dichiarato
Qualita globale Forza della

delle prove

Raccomandazione clinica

raccomandazione

Moderata

Una prima colonscopia di controllo dovrebbe essere presa
in considerazione come prima opzione dopo 1 anno
dall’intervento, in seguito dopo 3 anni in assenza di
adenomi e quindi ogni 5 anni, qualora etd e comorbidita
non lo controindichino (15;26).

Forte a favore

Moderata

Seppure non esistano indicazioni universalmente

condivise sulla modalita ideale di follow-up, le seguenti

indicazioni dovrebbero essere prese in considerazione

come prima opzione:

- Esame Clinico ogni 4-6 mesi per i primi 3 anni; ogni
6 mesi per i due anni successivi

- TC Torace-Addome con contrasto: ogni 6-12 mesi
per i primi 3-5 anni in funzione dell’entita del

rischio.
Ecografia Addome e Rx Torace possono rappresentare

un’ opzione alternativa alla TC considerando pero la
minore sensibilita (13;18;20).

Forte a favore

COI: Nessun conflitto dichiarato

COI: Nessun conflitto dichiarato

Qualita globale
delle prove

Raccomandazione clinica

Forza della
raccomandazione

L'uso della FDG PET nei programmi di follow-up non deve

Bassa essere presa in considerazione, se non come metodica di Forte a sfavore
secondo livello in caso di dubbi (25).
COI: Nessun conflitto dichiarato
Qualita globale Forza della

delle prove

Raccomandazione clinica

raccomandazione

Bassa

Puo essere indicato consigliare ai pazienti di evitare uno
stile di vita sedentario praticare nel corso della settimana
attivita fisica di moderata intensita per almeno 150 minuti o
75 minuti di attivita fisica intensa (45-48).

Condizionata a favore

COI: Nessun conflitto dichiarato
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