EaESMD
2024

Neoadjuvant chemotherapy
In MSS colon cancer: Who,
what and for how long?

Jenny Seligmann

Leeds, United Kingom




DECLARATION OF INTERESTS

Jenny Seligmann

Consultancy/ Advisory: Astra-Zeneca, Boehinger-Ellison, BMS, GSK, Pierre Fabre Medicament, Merck
Serono, Seagen, Servier, Takeda,

GSK, Merck Serono, Pierre Fabre Medicament, Servier, Takeda
Amgen, Pierre Fabre Medicament, Merck-Serono, GSK

Speaker Fees:
Research Funding:
Travel:

CME:

BARCELONA ongl
2024

Takeda
Gl Connect, OncLive

Jenny Seligmann

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



How should this patient be treated?

1St presentation

« Fit for surgery &
systemic therapy

* No metastatic disease




Immunotherapy works for MSI-H!

Pathologic tumaer regression (%6)

MSI status is critical in LACC

Hazard ratio for progression or death,
0.60 (95% Cl, 0.45-0.80)
P=0.0002

Pembrolizumab

Patients with Progression-free
Survival (%)
8

Chemotherapy

————T——T——T—T—T—T—T——T—T—
0 4 8 12 16 20 24 28 32 36 40 44 43
Months

No. at Risk
Pembrolizumab 153 96 77 72 64 60 55 37 20 7 5 0 0
Chemotherapy 154 100 68 43 33 22 18 11 4 31 0 0 0

yoNstatus
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2.4%
TRG1 P4 75% P =0.014
TRe 2 ] 36-0%
| 43.8%

TRG 3 I =1-2%
25.7%

— ] 7.3%
nknown =1 13.7%
o 25 50 75 100
Percentage

91% scored blind by central pathologist! [EEELELIIEL T U] straight to surgery
9% scored by local pathologists n=666 n=332

Complete Response (TRG4) I 3.5% 0%

Marked Regression (TRG3) I 4.1% 0%
Moderate Regression (TRG2) ! 2 05% PO
Little Regression (TRG1) 439% 167%
No regression (TRGO) 1 3:.9% _______;B;
TRG O FIA% 1 dMMR (n=41)
2326 = pMMR (n=226)

....Chemotherapy less helpful for MSI-H

MSS & MSI need

to be developed
separately....

Andre, NEJM, 2021; Chalabi, NEJM, 2024; Morton, JCO, 2022; Deng, JCO, 2024
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Neoadjuvant immunotherapy Neoadjuvant chemotherapy

Lymph-Node Status: 1 Negative Wl Positive.
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Neoadjuvant treatment for MSS LACC: from
evidence generation to implementation

- Why neoadjuvant chemotherapy can help make gains in the MSS
population

- Who should we prioritise?

- What do we give and for how long?

- Implementation

saceiow mongress




What is wrong with the status quo?

Stage 1l defined by post-operative TNM stage having
Surgery & adjuvant chemo by ESMO Guidance Standard

M 110 1 1000 14

MO RN IO %

Mttt ie 1810

Mttt 181010 1010 14

i Problem

( Have disease .

| recurrence despite § with
¢ current SOC

I

( Need: ant

« New treatment t

¢ Strategies beyond
- current SOC

2024 Jenny Seligmann Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



ERIFMD™™ Could neoadjuvant treatment improve outcomes?

Potential advantages & disadvantages of a neoadjuvant therapy in LACC

Positive experience in other cancers
Early treatment of micro-metastases
Downstaging for complete surgical
resection

Prime anti-tumour response when
tumour microenvironment intact and
tumour antigen heterogeneity may be
minimal

Jenny Seligmann Battaglin F,Clin Adv Hematol Oncol, 2018

. Will patients not proceed to surgical
resection?
. PD in neoadjuvant window
. Chemotherapy toxicity
. Will NAC lead to an increase in
peri-operative complications?
. Can we select appropriate patients
for neoadjuvant therapy using
radiological staging assessment?

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Neoadjuvant Chemotherapy in LACC

© Preoperative Chemotherapy for Operable 202ASCO

.~ Golon Cancer: Mature Results of an International Perioperative Chemotherapy With

E‘ Ra ndum ized chtrol Ied Tri a I mFOLFOX6 or CAPOX for Patients With
o , o Locally Advanced Colon Cancer (OPTICAL):
o Dion Morton, MD?; Mattl]ew Seymour, MD?; Laura Magill, PhDg;_KeIIy Handle.y, PhD3 lJames Glasbey, M_D_‘; Ber.lgt Gllmellus.. MD%; . = .
~ Andy Palmer’; Jenny Seligmann, MD?; Sgren Laurberg, MD®; Keigo Murakami, MD; Nick West, MD®; Philip Quirke, FMedSci®; and A Mult'center' Random'zed’ Phase 1] Tr|a|
© Richard Gray, MSc’; on behalf of the FOXTROT Collaborative Group

-

Huabin Hu, Meijin Huang, Yunfeng Li, Zigiang Wang, Xiaozhong Wang,

Ping Liu, Ruyi Zhang, Hao Zhang, Zhongcheng Huang, Haiping Pei,

Ranpomizep CONTROLLED TRIAL Yongming Zeng, Jiajun Lai, Wenbin Chen, Jiansi Chen, Zhijie Ding,
Hongbo Wei, Qingwen Xu, Jigui Chen, Jianping Wang, Yanhong Deng&

Perioperative FOLFOX 4 Versus FOLFOX 4 Plus Cetuximab Versus

Immediate Surgery for High-Risk Stage Il and Ill Colon Cancers fgﬁf‘&gg
A Phase Il Multicenter Randomized Controlled Trial (PRODIGE 22)
M. Karoui, MD, PhD,"8R A. Rullier, MD, G. Piessen, MD, PhD,} J. L. Legoux, MD,§ E. Barbier, MD, Phase lll randomized clinical trial comparing the
C. De Chaisemartin, MD, || C. Lecaille, MD,** O. Bouche, MD, PhD, 1t H. Ammarguellat, MD, {1 H H
F. Brunetti, MD,§§ M. Prudhomme, MD, PhD,%% J. M. Regimbeau, MD, PhD,|||| O. GIL('hen. MD, PhD,*** effl cacy Of neoad]uv.ant chemOth.erapy and
A. Lievre, MD, PhD, {1t G. Portier, MD, PhD, {1t J. Hartwig, MD,§§§ G. Goujon, MD, 4% standard treatment in patients with |oca||y
B. Romain, MD, PhD,|||||| C. Lepage, MD, PhD,**** and J. Taieb, MD, PhD{{{{,

advanced colon cancer

The Scandinavian NeoCol trial

G A
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Morton et al, JCO 2023; Karoui et al, Ann Surg 2020; Hu et al, JCO, 2024, Jensen, ASCO Annual Meeting 2023



ERREMI™ Delivery of NAC

Stud No of Median % pts Completed Peri-op
y patients age with rT4 NAC safety
FOXTROT 1052 65 25.5% 75.3% 90% 4
PRC_)ZE;IGE 104 63.5 11.5% 76.9% 96% v
OPTICAL 738 56 75.4% 77.2% 62% v
7
NEOCOL 250 66 26% - -

Morton et al, JCO 2023; Karoui et al, Ann Surg 2020; Hu et al, JCO, 2024, Jensen, ASCO Annual Meeting 2023



Randomized trials of neoadjuvant chemo in LACC

Downstaging

RO resection
(NAC vs 3year DFS (NAC ~ MSI/MMR data

Overall Survival '(OS) in mITT Population

100 1
o e
804
704 ———  Experimental group
g 60 ——  Standard-of-care group
g
2 50
g 401 Experimental group Standard-of-care group
& 304 (n=371) (n=373)
204 3-year OS rate, % (95%Cl) 94.9 (92.2-97.6) 88.5 (84.6-92.4)
104 Stratified HR" (95%Cl) 0.43 (0.22-0.83); Log-rank P =0.01
0 T v T v 3
0 12 24 36 48 60
Number at risk Time since randomization (months)
{mimbericensored) * Stratified factors
Experimental group 371(0) 319 (49) 233 (130) 132 (227) 71(287) 16 (340) included center, cIininl T
stage (cT3 vs cT4), clinical
Standard-of-care group 373(0) 321 (50) 251 (103) 155 (189) 80(262) 15(327) N stage (cNO vs cN1-2
93% vs 90% P=0.98

BARCELONA ongress
2024

Morton et al, JCO 2023; Karoui et al, Ann Surg 2020; Hu et al, JCO, 2024, Jensen, ASCO Annual Meeting 2023



FOXTROT Trial: Outcomes for pMMR patients

MMR status available for
914/1052 (86.8%) of patients

20.2% dMMR; 79.8% pMMR
or unknown

40%

100%
s — HdMMR B pMMR
¢ 60%
8
‘;g 40% 10%
% 3% 3% I
Complete  Marked Moderate  Mild
response Regression regression regression Regression
Dwaorak regression grade

BARCELONA ongress
2024

3 year DFS: NAC vs Upfront

surgery MSS pts (80.7% vs 75.8%)

1.007 - -t ’ '
O.GQ-X:

@
2
2
=1
w
3]
o
% 0.60
,8 p=0.01
fal i
5 040 HR=0.68 (0.51-0.92)
2
S 0.20-
a Control
o NAC
0-00 T T T T T
0 6 12 18 24 30

Months
Number at risk
Control 286 256 243 221 184
NAC 581 553 523 501 448

Morton et al, JCO, 2023

165
395

1
36

138
317



OPTICAL Trial: Outcomes for

PMMR patients

MMR status
available for 87%
of patients

Pathological response rates in
PMMR patients treated with NAC

60

50

40

30

Percentage

20

10
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Hu et al, JCO, 2024

46%

34%

4%
38%
10% 11%
9% 10%
TRGO  TRG1 TRG2  TRG3

Regression Grade

Key inclusion criteria

o Aged1875yrs

+ ECOG PS0-1

+ Biopsy-proven colon
adenocarcinoma, at least
12 cm from the anal verge

+ Radiologically staged
locally advanced (T4 orT3
with 25 mm invasion
beyond the muscularis
propria assessed by CT)

Stratified by center, clinical
T stage (T3 vs cT4), clinical
N stage (cNO vs cN1-2)

Experimental group

Neoadjuvant chemotherapy
mFOLFOXG (6 cycles) or

Standard-of-care group

CAPOX (4 cycles)

Adjuvant

Surgery [—>| chemotherapy

for 3 months

| Investigator-choice
Surgery —>! adjuvant chemotherapy
on the basis of pathological TNM stage

3 year DFS for NAC vs upfront
surgery in MSS pts = 79.99

74.0% (HR = 0.68 [

oVS

1-0.99])

NAC Group Upfront Surgery Group
Stratified HR ~ Pfor

Subgroup EventsPatients 3 Year OFS, % (85% CIl  Events/Patierts 3 Yoar BFS, % (98% CF (95%Cl) Interaction
Overall 71371 82.1(78.2-86.1) 89/373 77.5(73.3-81.9) —— 0.74(0.54-1.03)
Age, years . 136
<70 68/349 81.5(77.5-85.7) 78/344 78.6(74.3-83.2) Lo anal 0.80(0.57-1.13)

=270 3/22 90.9 (79.7-0.99) 11729 65.2 (49.8-85.2) s e— 0.42 {0.09-2.08)

Sex 040
Male 49/214 78.8 (73.4-84.6) 50/223 79.1(73.8-84.7) — 0.91(0.60-1.39)

Female 22/157 86.5 (81.3-92.0) 39/150 75.3 (68.6-82.7) . 1 0.54 (0.30-0.95)
ECOG score 363

Mismatch repair status ' il
'
Profiient 568 804(757-804)  T48e  Toh (106807  He— 068(0.47-099)
i
Deficient 33 BOE-NY) 98 8900l ——— 0.28(0.06-1.36)

GLES 56/ 290 g1.6 (77.27-86.37 B2 76.2 (7T1.2-8B1.6] ’_'; OTT{0.A9-T.02]
Clinical N stage 292
cNO 1876 81.4(73.1-90.7) 2194 78.0 (68.9-87.0) e 1.18{0.59-2.36)

cN1-2 53/295 82.3 (78.0-86.8) 68/279 77.4(72.5-82.5) —— 0.65{0.45-0.94)
Tumor differentiation 410
Well/moderate 49/288 85.2(81.2-89.4) 61/284 79.6 (74.9-84.5) —— 0.70{0.47-1.03)

Poor 21/68 68.7 (58.4-80.8) 28/86 69.9 (60.6-80.6) ¥ - 0.751(0.35-1.58)
Baseline CEA, ng/mL 0n
5 407216 83.5(78.6-83.6) 39213 83.2 (78.2-88.5) L - ol 0.97 {0.60-1.55)

>6 3111656 80.3 (74.2-86.9) 50/160 70.0 (63.2-77.8) . 0.56 (0.34-0.92)
Mismatch repair status 287
Proficient 54/268 80.4 (75.7-85.4) 74/285 75.5 (70.6-80.7) . 0.68 {0.47-0.99)
Deficient 343 93.0 (85.7-99.9) 9/48 82.9(72.7-944) —o———— 0.28 {0.06-1.36)

Favors NAC Favors Upfront
Group Surgery Group



ESREMD™ What effect is needed to change practice -

3 yr DFS?

NAC vs Upfront surgery MSS pts

(5.3%)

1.00

0.80

Probability of Disease-free Survival

0.00

Number at risk

Control 286 256 243 221 184 165 138
NAC 581 553 523 501 446 395 317

0.60

0.40+

0.20

HR=0.68 (0.51-0.92)
Control
NAC
0 6 12 18 24 30 36

Months

Addition of oxaliplatin to 5FU (5.3%)

W
0.9
0.8
0.7
0.6
0.5
0.4
0.3

024

Probability of Disease-free Survival

0.1

0.04+——rr1rrrrrrrr

_;'\..__\FL plus oxaliplatin {237 events, 21.1%)

—
e,

FL (293 events, 26.1%)

No. at Risk
FL+oxaliplatin 1123 1086 1023
FL 1123 1066 981

vvvvvvvvvvvvvvvvvvvv

959 888 663 395
903 817 619 356

Morton et al, JCO 2023, Andre, NEJM, 2004



Do some patients benefit more from NAC? Highest risk clinically

staged tumors

Subgroup analysis from OPTICAL and FOXTROT appear to benefit
MOST from NAC
Favours NAC Favours upfront surgery
Clinical T stage 621

cT3 15/81 83.9 (76.2-92.3) 22/102 81.0 (73.6-8§" b ® : { 0.90 (0.43-1.89)
cT4 56/290 81.6 (77.2-86.3) 67/271 76.2 (71.2-81. —e—i 0.71(0.49-1.02)

Clinical N stage .292
cNOo 18/76 81.4 (73.1-90.7) 21/94 78.0 (69.9—8;0;: e E(o.sg-z.w
cN1-2 53/295  82.3(78.0-86.8) 68279  77.4(72.5-82 e 65 (0.45-0.94)
radinlogical T stage: :
T3, <hinm 26M7i14.1% 13/68] 14 B% -0.88 8.16 : :
. AT 13BH.B%) s 0 (0.45.,1.18)
T3, ==5mm bE344(16.3%) 3N 7518.9%) 4.4 9.23 ¥ i0.50.1.22]
T4 ATATT(20.9%] I1{33.07 FIT AT DA
(20-9%) TIA0%) 759 {0.35,0.06)
Nx 1111{9.1%) 2/6{33.3%) -1.05 085
NG 231162(14.2%) 19/81{23.5%]) -6.01 5.89 —& 6.20 fﬂi}gggg:
N1 ST336017.0%) 28/169(16.6%}) -0.47 18.52 L] 0.98 (0 62'1‘ '
N2 STHBY19.6%) 27/98(27 .6%) -5.84 ‘4.( & GI o ]

BARCELONA ongress
2024



Do some patients benefit more from NAC?

Subgroups Analysis on DFS

Expenimental group

Events /patients  3.year DFS (95% C1)

Standard-ot-care group

Events / patients  3-year DFS (95% Cl)

Hazardratio P for
(95%Cl)  interaction

Age, yours 0069
<50 21 78.1(69.7-865) 35123 681 (585777) 056 (0.33-0.96)
50 46250 786 (727-845) 44250 805 (752:858) — 104 (069-158)
e 0049
Make am15 745 (676814) w22 778(71.7-839) — 109 (0.72-164)
Female 21156 84277 7-907) 35150 747 (67.1-823) 054 (0.31-093)
[ECOG performance status 02369
) 51265 771 (712:830) 1274 770(715625) — 091(063-133)
1 171106 817(733.90.1) 2% 750 (65.0-85.0) i 065 (0.35-123)

DFS in Subgroup of Female Patients

100 ——  Experimental group
- ——  standard-of-care group
80
z 70
™
Z 60
o
H
» 50
3
o 90
é 30 Experimental group Standard-of-care group
(n=156) (n=150)
20
3-year DFS rate, % (95%CI) 84.2(77.7-90.7) 74.7 (67.1-82.3)
10
Unstratified HR (95%Cl) 0.54 (0.31-0.93); Log-rank P = 0.02
0 T T T T
[} 12 24 36 48

Time since randomization (months)

BARCELONA ongress
2024

Pathological response post NAC by sex

[ Male

I Female
60
P=.082

50 47%

40

Percentage
8

o
2% 109 g,

TRG 0 TRG 1 TRG 2 TRG 3

Regression Grade

Same effect not seen in
FOXTROT

K-M curves for 3 year DFS in pMMR Females

1.00
£ 0.80 —
w
3
'% 0.60-
-
2
S 040
£ 020
=
< —— Control NAC
0.00 ; : - : : .
0 6 12 18 24 30 36
Months
Number at risk
Control ~ 92 81 79 73 66 61 50
NAC 201 186 176 169 157 137 108

Hu et al, JCO, 2024;



What NAC to give? / \

Key inclusion criteria

o Aged 18-75yrs

« ECOG PS0-1

+ Biopsy-proven colon
adenocarcinoma, at least
12 cm from the anal verge

« Radiologically staged
locally advanced (T4 orT3
with 25 mm invasion
beyond the muscularis
propria assessed by CT)

Stratified by center, clinical
T stage (¢T3 vs cT4), clinical
N stage (cNO vs cN1-2)

Experimental group

Neoadjuvant chemotherapy Adjuvant
mFOLFOX6 (6 cycles) or Surgery —>| chemotherapy
CAPOX (4 cycles)

e 70% received FOLFOX
e 30% received CAPOX

for 3 months

Standard-of-care group

| Investigator-choice :
Surgery (——>! adjuvant chemotherapy :
I

|
| on the basis of pathological TNM stage

Adverse Events

mFOLFOX6 (n = 238) CAPOX (n = 102)

Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4

Any adverse event

223(94) 63 (26) 16 (7) 86 (84) 17 (17) 2 (2)

Serious adverse events

G A
2024

0 12 (5) 4 (2) 0 2 (2) 2 (2)

Most common grade 3/4 Most common grade 3/4
were anemia (5%) &

hand-foot (5%)

were neutropenia (16%) &
anemia (11%)

Hu et al, JCO, 2024



What NAC to give? / \

* No results on differential efficacy

Experimental group

Adjuvant

Neoadjuvant chemotherapy

Maworaae [N it No data on diarrhea rates
________________________ « All patients were planned to have
e s | 6 months duration of treatment

|
| on the basis of pathological TNM stage

Delivering either drug reasonable, but:

» Consider baseline characteristics of patients as per adjuvant chemo
choices

» Less confidence in applicability to older patients/ co-morbidities

« Consider duration of planned treatment as per IDEA
recommendations

G A
2024

Hu et al, JCO, 2024



How much pre-operative treatment to give? ERRESMD ™

6 weeks (FOXTROT)

pCR rate of 2.3%
« 44% no response

90% completed planned
chemotherapy

- 3year DFS=81%
dgg Well tolerated

4\? Lower rates of pathological
response

Stop/ start impact

12 weeks (OPTICAL)

pCR rate of 10%
34% no response

62% completed planned chemotherapy
3 year DFS = 79.9%%

@ Higher pCR rate for those who
completed

~_ Deliver total neoadjuvant treatment
'\E Poorer compliance
Higher rate of symptomatic progression



Duration of pre-operative treatment: speculation

Well tolerated

AND signs of
response
6 weeks ﬁ .
MDT review of Clinical

diagnosis &  pmm |
staging

—) assessment
of treatment
strategy

-~

Poorly
tolerated OR no
signs of

ERRIESV ™™ response




Adjuvant chemotherapy following NAC

. Study design
« Can you de-escalate AC if good
pathological response post NAC S Rancomization  Treament L AINE oionp
»  41% of patients did not receive AC following ot
NAC _
« Elements of design limit interpretation S St R
« Aim 10% improvement with NAC
° N = 250 S Disease-free survival
- ctDNA may help this decision B
My recommendation is to R B
complete planned chemotherapy e m owm o ow omw
duration based upon IDEA Emyrma—y

recommendations Larsson, ASCO Annual Meeting, 2023



Can we do better? 4 I:W
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(B} MAC
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E K respanse 63/232
I Wil rezpanse 60/200
= Moderats response 12/24
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i - )= Hetons Podkn Ty Enidmrt
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» ; ; ; ; 1w [ -0 Ptk RSWINS)
e & u Lo v [
: i 2 s ’ % it okn, M)
- - W i . .
2 > flfirectum cdon, RESWAA, MSS)
100
= 1 3 il lerectum ckon, RASERAFIT)
e — I
x__—.\___ 2 Casereport
. S ”® (> fright coon MSS)
N R 0224 v iffight ccon, RASERFI,MS))
= o
S o — TRG 1 0216 > ifright cdon, RASERAFWI, MSI)
E TRG 2
a — TAG 3
%
Logerank
P=.019
] ' - . ' 1
] 12 24 6 48 &0

Time Since Random Assignment (months)

Morton et al, JCO, 2023; Hu et al, JCO, 2024



Strategies to improve neoadjuvant outcomes in MSS LACC

Intensify NAC to mFOLFOXIRI —

7

Targeted treatments for driver
mutations

N\

Next generation 10 +/- chemo

7

N\

HIPEC + NAC

N\

Include obstructed patients —

i A
2024



Implementation of neoadjuvant treatments

E R —
MDT review of 1 moT re\”of post- : ;
diagnosis & = Surgclhc_:al m) operative histology = l::"‘;"’::t =N

staging resecion = +/. MSUMMR status g

BARGELONA ongress
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The Accuracy of Radiological Staging in
Colon Cancer has been Well Studied

Diagnostic Accuracy of CT for
Local Staging of Colon Cancer:
A Systematic Review and
Meta-Analysis

Elias Nerad'?

Max J. Lahaye?
Monique Maas®

Patty Nelemans*
Frans C. H. Bakers®
Geerard L. Beets®®
Regina G. H. Beets-Tan%3

OBJECTIVE. The purpose of this article is (o determine the accuracy of CT in the detec-
tion of tumor invasion beyond the bowel wall and nodal involvement of colon carcinomas. A
literature search was performed to identify studies describing the accuracy of CT in the stag-
ing of eolon carcinomas. Studies ineluding rectal carcinomas that were i
carcinomas wer

inseparable from eolon

uded. Publication bias wa

xplored by usi s funnel plot asym-

metry test. A hierarchic summary ROC model was used to construet a summary ROC curve
and to calculate summary estimates of sensitivity, specificity. and diagnostic odds ratios (ORs),

COMNCLUSION. On the basis of a total of 13 siudies, pooled sensitivity, specificity, and

Hewish et al., AJR Am J Roentgenol. 2016 Nov;207(5):984-995

In summary:

T stage accuracy = GOOD

N stage accuracy = POOR

Clinical Radiology 65 (2010) 708719

Contents lists available at ScienceDirect
], L\l';'-\

Clinical Radiology

. I> ,&L‘

journal homepage: www.elsevierhealth.com/journalsfcrad

Original Paper

Diagnostic precision of CT in local staging of colon
cancers: a meta-analysis

S. Dighe *9, S. Purkayastha ™€, I. Swift 9, P.P. Tekkis ¢, A. Darzi ¢, R. A'Hern®, G. Brown *~

Dighe et al., Clin Radiol. 2010 Sep;65(9):708-19

Slide courtesy of James Platt



Comparison of radiological & pathological staging

- T stage
pop - Overall agreement = 60.0%
R + T1/2vs T3/ PPV = 94.5%
T stage / status N Stage
Agreement

T
| BT » Overall agreement = 54.1%
| T

Specificity
PPV

= NPV « PPV for NOvs N+ =57.1%
- EMVI status

i o PI N . PPV for EMVI +/-=50.7%
Kbl ﬁ “lle A%,
ENRNe At "%IF

mmgress Platt et al, ESGAR Congress, 2023



mangress
Do other factors influence performance?

MMR Proficient vs. MMR Deficient

Sensitivity . :
N status NPV 52.6 (39.0 — 66.0) 78.6 (49.2 — 95.3)
PPV 56.4 (49.0 — 63.6) 46.3 (32.6 — 60.4)

@ Higher neutrophil count associated with N1/2

‘status’ (P = 0.0077)?
Platt et al, ESGAR Congress, 2023



Can we identify the high risk patient on CT?

Radiological Feature

T stage ©

Depth of extramural
extension

Maximum tumour thickness

Node 210mm

EMVI

T3
T4

Continuous

<7

>7
Continuous
<25

>25

No

Yes
Absent

Present

o0
Hazard ratio (95% CI) P value®
For any recurrence
1.0
1.57 (1.19-2.07) 0.001
1.03 (1.02-1.04) 0.00001
1.0
1.67 (1.29-2.18) 0.0001
1.16 (1.06-1.27) 0.001
1.0
1.59 (1.21-2.09) 0.001
1.0
1.40 (1.07-1.83) 0.01
1.0
1.41 (1.07-1.86) 0.02

Platt et al, ESMO Congress, 2024



Beyond T stage

. . ) Baseline Imaging Risk Factors: Tumour Thickness
Baseline Imaging Risk Factors: T stage sle

U
g "c%,

b,

Slide courtesy of Dr James Platt



Patient selection — how to move forward

« Engagement with radiology

 Prioritise training in planned
studies

« Transition toward
radiological phenotyping —
don’t limit to information
collected by TNM

» Future likely to involve
artificial intelligence
algorithms & multi-modal risk
stratification

BARCELONA ongress
2024
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“The harder | practice,
the luckier | get.”

- —Gary Player



Decision points in the Treatment pathway

Pathway coordination

MDT review of Assessment N
operative hista of post-rx ) Follow up
MSI/MMR stat response

Upfront _ |
MMR/MSI gy , \. Ability to
¥ ( G QPR | review &

S treat
Informed & 3 rapidly

supportive
surgical
colleague

Radiology .=
calonT &
N stage

BARGELONA .
2024 Jenny Seligmann Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Summary

. Clinical need to improve outcomes in MSS localized colon cancer

- Consistent moderate efficacy demonstrated with neoadjuvant
chemotherapy

- 5% with just change in sequence!
- Most benefit likely with most advanced tumors
- 6 or 12 weeks NAC reasonable depending upon clinical situation
- Need for improvements in patient selection

. Ongoing development need rather than Stop/Go

- Implementation requires buy-in from multidisciplinary team
AgGELON Mongress
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