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*Total Neoadjuvant Treatment (TNT)
*RT dose escalation

Organ preservation

Immunotherapy (MSI-H)
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*Total Neoadjuvant Treatment (TNT)
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Total Neoadjuvant Therapy

A

RAPIDO | 6 XELOX/9 N

FOLFOX

|
~ Polish-l
|

2 XELOX
[ PRODIGE-23 SFUCape +-0xa
| CAO/AIO/ARO-12 >
CTR;)'I\'/IOxa S
[ OPRA } i-CT + CRT CRT + c-CT =ﬂ=' S
S

5 XELOX/8
CIRT FOLFOX

30-31 GENNAIO 2025



v Decennale di

k R AD‘OTER AP ‘ A i Update degli Studi Practice Changing 2024

Total Neoadjuvant Therapy

A

RAPIDO

TﬁT outcomes

Polish-II

« PCR — Improved
 Local recurrence — worst RAPIDO

[ STELLAR }

« Distant metastases — improved

[ PRODIGE-23 } i-CT + CRT Standard CRT * Disease free survival — improved
[ CAO/A|O/ARO-12 } I-CT + CRT CRT + c-CT e Overall Survival 2 2024 news
[ OPRA } I-CT + CRT CRT + c-CT
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PRODIGE-23 trial
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/-years follow up results
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Disease free survival Overall survival
Neoadjuvant chemotherapy Standard of care + 5_8%
1.00 - 1.00] s Survival benefit
I_-"'—' - I o L1 1L il
+5% D mll““"“'“““"—hu.mm
— i | %
lg UTS Y L1y dau _ UTS_
% | | NI “J“_| { |||I| i1 e ! un ig
7! >
(1b] =
2 0.50- = 0.50-
b ©
% e
@ e
0 02571  95u, C| 0.05-11.41 0.25- 0
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P =0.048 P =0.033
0.00- 0.00+
0 12 24 3 48 60 72 84 0 12 24 36 48 60 72 84
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Total Neoadjuvant Therapy- to discuss:

- Induction versus consolidation
- High risk factors definition

- Standard Rt dose: 50.4 Gy
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*RT dose escalation
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RT dose 2 60 Gy-> 1 pCR

Study Reference line Study  Study 95% Confidence
15% weight estimate Interval .

-  Non- t t
eade etal, 1995 — os%  250% [ 13,891%] on-operative managemer
Mohiuddin et al., 2000 | 3.206 440% [17.7,74.9%]

Rouanet et al. , 2002 L e 7.2% 16.0% | 7.7,32.5%]
Pleiffer et al., 2005 F— 1.3% 7.0% [ 1.0,37.0%]
Mohiuddin et al., 2006 e 49% 31.0% [13.6,56.7%] -
Movsas et ., 2006 —— 07% 20% [ 01,27.7%] e No clear Impact on Iong term
Jakobsen et al. , 2006 I 13.8% 26.0% [15.7, 39.8% ]
Lindebjerg et al. , 2008 [ % 1.2% 120% [ 1.7,53,7%] -
Jakobsen ¢tal., 3008 - s 2008 [ 98,364%] oncological outcomes
Vestermark et al, , 2008 te— 39% B80% [ 27,22.9%)]
Maluta et al., 2010 fa— 19.8% 23.0% [15.5,34.5%]
Jakobsen et al., 2012 H-— 236% 180% [12.2,26.7%)]
Vestermark et al., 2012 —— 49% 31.0% [13.6,56.7%) .. ] i
Engineer et al., 2013 Fe— 64% 11.0% [ 4.8,24.5%] Py TOXICIty IS STILL an ISsue
Pooled pCR-rate estimate ] 100.0% 20.4%  [16.8,24.5%]
If[:l .?.'ETI- 60 B0 100%

\ Burbach, Rad.Onc.2014

30-31 GENNAIO 2025
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CXB Unique RT Technique : High RX dose/ small volume

Ambulatory Precision Endocavitary
Knee-chest position Eye guided 30 Gy/2mn
Applicator 3 cm@ fast - simple

LS B

X Gy jasaminay

be SE O ST WX 5% 9

T T T ——

Dose: Sharp fall off 50% : 5mm -3 aﬁ; 5cm 2.5 cm @ 1/4 circumf. Local control = 85%
E.L ongress ,
EaES 0 Gérard. et al. Eur J Cancer 2019
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Phase |lIl OPERA trial

Inclusion criteria:

Week 14 or
Week 20/24
56 days maximu m Day O (near cCR)
-+ > -+ > -
. ~ + cT2-T3alb
_ Screenin g : Chemoradiotherapy +[- surgery Follow-up period P d Iam <5cm
Control Arm A:“ CAP45 +9 Gy « NO-1
I PR TME 3 months after TME, ° <1O Cm AV
E . tal Arm Arm , . . LE, or m:&w and every }
xperimen B T<3cm 3x30Gy+CAP45Gy |: [ cCR/ LE | 2rmonteup o2 months
LnetR L g | omenefortne e July 2015 - June 2020
T23cm  CAP45+3x30 Gy .
148 patients

Randomisation TuUmour

Primary end-point:

» 3-yrs Organ Preservation

randomised
(141 evaluable)

(Arm A 69 - Arm B 72)

Gerard, hanc Gastreterol 2023

30-31 GENNAIO 2025
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Organ preservation: updated results

2024

Organ preservation in early
rectal adenocarcinoma: 5-year
results of the randomized

OPERA trial

1 Syrine Ben Dhia

Organ preservation in early rectal
adenocarcinoma: 5-year results of
the randomized opera trial

Syrine Ben Dhia, MD et al. On behalf of ICONE

Antoine Lacassagne center, Nice, France 14/09/2024
Université Cote d'Azur

30-31 GENNAIO 2025
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Phase |lIl OPERA trial

141 Patients - Rectal preservation 3 years

[ OPERA 3years "

] OF 59% (A) vs 81% (B)
" (HR 0.36 p <0.0026)
A0 I OP T<3cm:
63% (A) vs 97% (B)
20 - (HR 0.07 p<0.012)
HR = 0.36 '
N IG%?:.:E g;;;-f /] No late tux;ities G3-4
) e o s - = | Rectal bleeding
Time (in mariths) Arm B (63%) > Arm A (12%)
Number at risk =>Telangiectasia
A EBRT :nnetj (518 45 30 20 o T

Arm B: CXE boostd f2 al 23 34 23 ' QHS no diterence /
i 12 24 36 13 B0

Time (in mo |:|ths‘,|

BAAGEL DA MDHEFEES
2024
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Primary end point

A

141 Patients - Rectal preservation 5 years

141 Patients - Rectal preservation 3 years

50- /GPEM 3 years \ [ OPERA 5 years
OP 3% (A) vs 81% (B) OP 56% (A) vs 79% (B)
(HR 0.36 p <0.0026) g (HR 0.4 p < 0.0039)
40 , OF T<3cm: % o OF T< 3cm:
g 63% (A) vs 37% (B) £ 54% (A) vs 93% (B)
20 (HR 0.07 p<0.012) §1 | (HR 0.12 p < 0.006)
HR = 0.36 s
N 'E%:;'”:EE R No late toxcities G3-4 ; : No more blood spoting
0 B 24 A 18 - |Rectal bleeding ﬂ after 3 years
Time: (in manths) Arm B (63%) > Arm A (12%) 7 |
Number at risk =>Telangiectasia HR = 0.4 LARS no difference
A EBRT boost4{ 59 45 30 20 o T ICo5% = [0.21-0.75)
m B CXE & 1j 72 66 53 34 23 i ﬁﬂs no difference j L P . , \
. = =4 = v ! j - ..iTime {in T‘nnnths}m .

Time (in mo |:|ths‘,|

BARGELNA OREress
2024

30-31 GENNAIO 2025
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Secondary end points

Local recurrences at 5 year: 32 pts Distant metastasis at 5 year: 20 pts
100 — E 100 —
3
90 — < 90
2
T 80 — 2 80 -
2 70 — & 70 —
E @
@ 60 — £ 60
o -
c C |
‘ﬂ‘:-"' o0 — _ﬂ n2 : 33“.-"3 JE 20
o 40 — P ' = 40 —
d @
- =
w 20 - 30 —
3 = — Armm A
— 20 — £ 20 —
-
10 — O 10 —
0o — : 0 — .
| | I T 1 i i I I I | [ | |
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Months Months

Local recurrence 16% (contact) vs 33% (control) (p=0.02)

Distant metastasis 13% (contact) vs 14% (control)

Disease-Free Survival 46% (contact) vs 73% (control) (p=0.003)

E'LuﬁfdﬂELl'H‘lﬁ mﬁﬂﬂgmss
0S no difference

30-31 GENNAIO 2025
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OPERA Conclusion H Rutten (Lancet Gastro Hepatol 2023)

A

TRESOR (FIX x4) T2-T3>3.5cm NO-N1< 8 mm < 75 years CXB boost?
TRESOR T3b/d N1 X X X CXB 90 Gy/3f Jerome Durand Labrunie IGR
| EXP E
A
FIX FIX FIX FIX L - Ww
Eolfiri 53 S S13 U cCR
offirinox 4 cycles A - Ex Loc
\ T PR ]
o
REF G 12 N - TME
FIX FIX FIX FIX
SO0 S22 sS4 S6 - 5 1 (O S13 S18 1

Ph Ill 3-year survival with organ preservation 60% vs. 40% : 200 pts

EESVD

30-31 GENNAIO 2025
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Organ preservation

ROMA 30-31 GENNAIO 2025
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OPRA trial
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INCT-CRT

Induction chemotherapy
mFOLFOX6 (8) or CAPEOX4 (5)

CRT-CNCT

Radiation therapy
54 Gy
Sensitizing Rest
chemotherapy
FU or capecitabine

Random assignment

Radiation therapy
54 Gy

WwW
Complete response
Near-complete response

Rest Sensitizing Rest
chemotherapy
FU or capecitabine

Restaging

Consolidation chemotherapy

mFOLFOX6 (8) or CAPEOX4 (5)

DRE
Endoscopy
MRI

| Surgery
Rest Incomplete response

—
—
-
-

20 24 28 32 36

Time (weeks)

30-31 GENNAIO 2025
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OPRA trial

Median FUP 51 mo

Primary end point: DFS

30-31 GENNAIO 2025
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1.0
Log-rank P= .68
= 038
._E
- 0.6
i
T
2 04
e
L.
O 024 __ NCTCRT 42 events
—— CRT-CNCT 47 events
0 1 2 3 4 B B
Time Since Treatment Start (years)
Mo. at risk:
INCT-CRT 158 142 117 102 g2 61 14
CRT-CNCT 168 148 122 105 a5 B4 19
0 W‘“wmw
= 0.8 - Log-rank P = .35
=
S o061
i
T
==
s 0.4 4
L
5
0.2 4 — INCT-CRT & events
—— CRT-CMCT 13 events
| | | ] i T
0 1 z 3 4 5 6
Time Since Treatment Start (years)
Mo. at risk:
INCT-CRT 158 146 135 120 596 G 17
CRT-CNCT 166 157 146 124 598 72 21

1.0 Log-rank P= 25
= 0.8+
E
S 06 -
|
=
|
=2 0.4
Ty
-
0.2 1 —— INCT-CRT 25 events
——— CAT-CNCT 17 events
0 1 2 3 4 L B
Time Since Treatment Start (years)
Mo. at risk:
INCT-CRT 158 148 137 125 102 75 19
CAT-CNCT 166 157 148 130 107 79 22
1.0 Log-rank P= .64
£ 08 -
=
=
= 0.6 -
|
=
o 0.4 -
LL.
=
= 029 — INCT-CRT 27 events
—— CRT-CMNCT 32 events
T I | | I |
0 1 2 3 4 B B
Time Since Treatment Start (years|
Mo. at risk:
INCT-CRT 158 142 120 106 85 63 15
CAT-CMCT 166 151 126 110 a0 Gt 18

Verheji, J Clin Onc 2024
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A

Secondary end point: TME-FS

1.0 -
Log-rank P = .02
— JaTEn 1.0 L og-rank P= .012
=
— D-E = Tu
= D 0.8 -
o ==
S 0.6 - 52
n. m E D-E =
- A o
S 04 - =
= = 2 0.4 -
= w =
-
> 0.2 - =
o —— INCT-CRT 46 events — 0.21 __ INCT-CRT 89 events
—— CRT-CNCT 35 events —— CRT-CNCT 73 events
| ] I I | | ] I | | ] I
0 1 2 3 4 8 B 0 1 2 3 4 5 B
Time Since End of NAT Assessment (years) Time Since Treatment Start (years)
Mo. at risk: MNo. at risk:
INCT-CRT 105 65 57 46 34 1 4 INCT-CRT 158 102 65 57 43 32 5
CRT-CNCT 120 91 a0 67 53 23 4 CRT-CNCT 166 121 a3 77 64 50 14
Regrowth:

Overall 36%: 44 InCT vs 29% CnCT
99% Regrowth within 2 years

30-31 GENNAIO 2025 Ver‘h\eji, J Clin Onc 2024
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ok | Open. 8

Original Investigation | Oncology

Organ Preservation and Survival by Clinical Response Grade in Patients
With Rectal Cancer Treated With Total Neoadjuvant Therapy

A Secondary Analysis of the OPRA Randomized Clinical Trial

Hannah M. Thompson, MD; Dana M. Omer, MD; Sabrina Lin, MS; Jin K. Kim, MD; Jonathan B. Yuval, MD; Floris S. Verheij, BSc; Li-Xuan Qin, PhD; Marc J. Gollub, MD;
Abraham Jing-Ching Wu, MD; Meghan Lee, BS; Sujata Patil, PhD; Aram F. Hezel, MD; Jorge E. Marcet, MD; Peter A. Cataldo, MD; Blase N. Polite, MD; Daniel O. Herzig, MD;

David Liska, MD; Samuel Oommen, MD; Charles M. Friel, MD; Charles A. Ternent, MD; Andrew L. Coveler, MD; Steven R. Hunt, MD; Julio Garcia-Aguilar, MD, PhD; Th ree'Tier Clin ical Res ponse
for the OPRA Consortium Assessment Schema

Clinical Complete Response (cCR)

Flat, white scar
Telangiectasia

No ulceration or nodularity T —— g Recommend 76,5%
41% Digital rectal exam (DRE): normal e WW

Randomized to total
neoadjuvant therapy 8 +/-4

Rectal

: Irregular mucosa
Adenocarcinoma (T N T) ] weeks Small nodules/minor mucosal
- Consolidation (CNCT) abnormality

Stag e ll-lll OR Superficial ulceration : — or
" . Mild persisting erythema A
» Induction (INCT) 37.5%

DRE: smooth induration/minor mucosal
abnormality on DRE

Visible Tumor
DRE: palpable tumor nodules

Recommend 0

21.4%

30-31 GENNAIO 2025 Thompson, JAMA Netw Open 2024
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Primary end point: 3 year OP

1.0 4
087 CCR 77%
'éu 0.6
é 0.4- MU ———ner 40%
0.2
1 \1‘ xR . Log-rank P <.001 O%

0 1 2 3 4 5
Time from date of restaging, vy

No. at risk
CCR 125 104 93 77 54 19 4
NCR 114 57 41 31 19 9 4
ICR 65 1 1 0 0 0 0

30-31 GENNAIO 2025 ThorﬁRson, JAMA Netw Open 2024
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Disease free survival Distant Metastases free survival
1.07 4 1.0
|
CCR CCR
0.8 - 0.8 "NCR
0.6 - NCR 06 L ICR
vh ICR &
= =
0.4+ 0.4 -
0.2 - 0.9 -
Log-rank P <.001 Log-rank P=.004
ﬂ | | | I I I 1
0 ['} '1 i é ,Jr . 6 :j. 0 1 2 3 4 5 6 7
Time from date of restaging, y Time from date of restaging, y
No. at risk Nntgarigk 125 114 111 90 66 27 6
CCR 125 113 110 89 65 26 6 VR 114 97 a1 - 2 6 ;
r;l;? 1; 32 ;g gi i; 1; g ICR 65 47 32 25 16 5 0

30-31 GENNAIO 2025
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ERRESVY ™
2024 I . .

Total Neoadjuvant Treatment (TNT) including Non-Operative

Management (NOM) for Proficient Mismatch Repair Locally Advanced
Rectal Cancer (PMMR LARC): First Results of NO-CUT Trial

Amatu A.", Zampino M. G.2, Bergamo F.?, Mosconi S.4, Sibio D., Gerardi M. A.2, Prete A. A., Filippone F.
R.4, Ferrari G.1, Borin S.2, Galuppo S.3, Mariano S.1, Tosi F.!, Bonazzina E.?, Patelli G.1.55, Ghezzi S.7,
Lazzari L.%, Bencardino K., Sartore-Bianchi A.1.5, and Siena S.1.5
on behalf of the NO-CUT Trial Cooperative Group

! Grande Ospedale Metropolitano Niguarda, Milan, Italy
2 |stituto Europeo Oncologia IRCCS, Milan, Italy v
3 |stituto Oncologico Veneto IRCCS, Padua, Italy.

* ASST Papa Giovanni XXIll, Bergamo, Italy

* Universita degli Studi di Milano, Milan, Italy

5 IFOM ETS The AIRC Institute of Molecular Oncology

l presented by Alessio Amatu, MD

NO-CUT Trial ESMO 2024 Congress, Presidential Symposium Eyes to the Future, September 16, 2024
EudraCT 2017-3671-60

30-31 GENNAIO 2025
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NO-CUT TRIAL design

}&% 180 patients with mid/low cT3-4 and/or cN1-2, cMO, pMMR/IMSS, rectal adenocarcinoma; ECOG PS 0-1, it for surgery

Long-term CT-RT

Induction chemotherapy

***** cCR = NOM ;n:lenswe
Capecitabine Treatment-free interval : oliow-up

*M‘** R#L  and IMRT (11-12 weeks) RS
‘ IR < Surgery fS tl?nd?rd
Screening ! | ollow-up

Restaging:

R #1: DRE, MRI, CT

R #2: DRE, MR, CT, endo-US with tumor biopsy, and liquid biopsy;

§ in those pts who were neither cCR nor IR at R #2 = R #3 after 4 weeks with MRI

* Primary endpoint: % of patients alive and distant relapse free at 30 months (DRFS,,, Hy: 75% and H,: 82%); at
least 44 NOM patients were needed, with an a = 10% and B = 20% to reject H,

« Secondary endpoints: cCR rate, organ preservation rate in NOM patients

Abbreviations: cCR = clinical complete response; CT: computed tomography scan with contrast medium of chest, abdomen, and pelvis, CT-RT: chemo-radiotherapy, DRE: digital rectal examination; endo-US:
endoscopic Ultrasound; IMRT: intensive modulated radiation therapy; IR: incomplete response; pMMR: proficient mismatch repair, MRI: magnetic resonance imaging with contrast medium of pelvis; NOM: non-operative

management; R: restaging. ®* FOLFOX 6 cycles if not eligible to CAPOX.

EESMD™ ™ - ’ &
2024 Alessio Amatu Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

NO-CUT Trial

30-31 GENNAIO 2025 \
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A

Clinical tumor response to TNT

cCR (% IR (%) p-value

Number of patients 46 (26) 134 (74)
20% patients achieved cCR and proceeded with NOM

Tumor location Low 26 (36) 47 (64)

Medium 20 (19) 87 (81) U1 90% patients who had IR underwent surgery
Clinical Tstage T 2 (100) 0 (0)

T2 5 (39) 8 (61) 0004 T stage was confirmed as a clinical predictor of cCR

T3 37 (28) % (72)

T4 2 (6) 30 (94) Tumor location (low) was associated with response
Clinical TNM stage |l 9 (49) 11 (55) 0.065

Il 37(23) 123 (77)

Abbreviations: cCR = clinical complete response; IR: incomplete response; NOM: non-operative management. - oy '};_
BRESMD ™™ 3
el Alessio Amatu Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

MNO-CUT Trial
EudraCT 2017-3671-60

30-31 GENNAIO 2025 \
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Primary Objective: Distant Relapse-Free Survival in NOM patien

All patients NOM patients

e 100% g 100%- M
— — |
© ®
> > = o/ !
E . E o DRFS3O 97 /ﬂ I

75% 5% |
3 3 |
wn N ,
oh] @ |
O Q |
T 50% - 1 90% - I
QL Q I
73] )y |
o ol ,
@© O ,
¥ 25%- e 25%- |
= = |
S s |
2] 0 !
E DWD 1 T | | T T T T E D% i T T T : | T T

0 10 20 30 40 50 60 0 10 20 30 40 50 60
Months Months

Primary endpoint (Distant Relapse-Free Survival at 30 months, DRFS,,) was met:
» In NOM pts (n = 46) DRFS,, 96.9% (95%CI 91.0-100.0)

> Inall pts (n = 180) DRFS,, 76.7% (95%CI 69.8-84.2) +
BARCELONA MCIIHEFESS ‘
clad Alessio Amatu Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
NO-CUT Trial

30-31 GENNAIO 2025
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Translational multi-omics programme

Identification of multi-omics biomarkers predictive of outcome

Induction chemotherapy Long-term CT-RT

thied ccR>NoM [

CAPOX® Capecitabine Treatment-free interval oliow-up

**“** for 4 cycles and IMRT (11-12 weeks) Standard
: IR = Surgery

Screening follow-up

MRI, CT | [ MRLCT | (" MRI, CT ]y i i y
l* Vol

Delta-Radiomics { LIQUID BIOPSY (ctDNA) J
Guardant Reveal assay (plasma only)
BIOPSY Pathomics
i ™ Abbreviations: cCR = clinical complete response; CT: computed
; H y tomography scan with contrast medium of chest, abdomen, and pelvis; CT-
i TrHHSErl ptnmlcs ) RT: chemo-radiotherapy, IMRT: intensive modulated radiation therapy; IR:
incomplete response; MRI: magnetic resonance imaging with conftrast
- ") medium of pelvis; NOM: non-operative management; R: restaging.
Genomics »
D
T EOM e N N o 3
el2d Alessio Amatu Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
NO-CUT Trial

30-31 GENNAIO 2025 \
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ctDNA status after TNT predicts clinical response and DRFS

ctDNA status according to clinical response (cCR vs IR) DRFS in overall population according to ctDNA status
100 % 100% -
E
% 75% -
QRE p
% _;E 50% -
£ 50 “”"“ : HR 3.23 (1.08-9.63, p = 0.035
© :chIA+ = 23 (1.08-9.63, p = 0.039)
O 0 25%-
o cCR R €
25 CtDNA- (%) 34(92)  49(69) L.
0% -
CtDNA+ (%) 3 (8) 22 (31) 0 10 20 30 40 50 60
Months
o “p =0.008
== CIDNA= == CctDNA+
« In 108 evaluable patients, absence of ctDNA was signficantly « Patients with ctDNA+ had an increased risk for distant-
associated with tumor response relapse, regardless of surgery
DRFS CtDNA- CtDNA+
2-year 89.4% (81.6-97.9) 64% (44.3-92.5) N
3-year 85.8% (76.0-96.9) 64% (44.3-92.5) s W
BARCELONA MCUIIEI'ESS ‘
cl2d Alessio Amatu Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

NO-CUT Trial
EudraCT 2017-3671-60

30-31 GENNAIO 2025



v Decennale di

A

" R AD‘OTER AP ‘ A | Update degli Studi Practice Changing 2024
ctDNA status after surgery in IR patients predicts PFS

PFS after surgery (n=121) PFS according to ctDNA status after surgery (n=43)

100% - | | 100% -

0/ -
75% 7650/ -

0/, -
50% 50 -

Of -
<% 25% -

Progression—-free Survival (%)
Progression-free Survival (%)

HR 6.99 (95% CI 2.19-22.39, p = 0.001)

0% -

0% -

0 10 20 30 40 50 60

0 10 20 30 40 50
Months

Months

=t= CtDNA- =+ ctDNA+

* In the 121 patients who undergo rectal surgery, 2y- and 3y-PFS rate was 68.7% (95% CI 59.2-69.8) and 66.2% (95% CI 56.1-78.2)
» Patients with ctDNA+ after surgery had a significant increased risk for progression /

EEESMD ™™ 2
2024 Alessio Amatu Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

NO-CUT Trial
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BSTROD024  Sinien oreoosr sding e coe or Best Clinical Paper

kmgzoﬂ . Best Clinical Paper: Organ preservation in rectal cancer: the GR...

Armadillo

Pr Véronique VENDRELY

CHU Bordeaux | éﬁi R
=

Organ preservation in rectal cancer:

the GRECCAR12 randomized phase 3 trial
(NCT02514278)

Véronique Vendrely
ance

~=="} Inserm
B R | —

UmVEISItP
GRECCAR ~BORDEAUX -

?
(t5(8) (@ (m) #FQTRO 2/,
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GRECCAR2 limitations:

»

»

Decennale di

Failed to improve
functional outcomes

20% M rates in both arms

.= - Best Clinical Paper: Organ preservation in rectal cancer: the GR...

GRECCAR12 T N
s Size <4 cm, < 10 cm from anal margin
Design :
Randomization
Arm A : mFolfirinox + CRT CAPS50 Arm B : CRT CAP50
Clinical + MRI
8-10weeks |
Central review o
A
Size<2 cm Size>2 ¢cm
and ymr TRG 1-3 or ymr TRG 4-5
x .
TME

Local Excision

ypT0-1

ypI2Nx/cNO,RO

— —

"
wpI3 L7
ypI2Nx/cN1, R1

Follow-up

Objective : Organ preservation rate at 1 year

©@®©@® #ESTRO24

30-31 GENNAIO 2025
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Armadillo

Véronique Vendrely
France
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k | . Best Clinical Paper: Organ preservation in rectal cancer: the GR...

A

Armadillc

218 patients randomized

+ +

108 assigned to 110 assigned to
mFolfirnox + Radiochemotherapy Radiochemotherapy
S excluded
# B e v
103 received 110 received
mFolfirnox + Radiochemotherapy Radiochemotherapy
1 -
103 patients assessed 109 patients assessed
v v § ¥ ,
, , : Véronique Vendrely
17 received total 83 received 3 did not have 83 received 2 did not have l 24 received total Erance
mesorectal excision local excision surgery local excision surgery .

12 received completion TME
3 received salvage TME

30-31 GENNAIO 2025 ‘ ESTRO 2024
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kmgzoz—[" e - Best Clinical Paper: Organ preservation in rectal cancer: the GR...

Armadillo

Primary endpoint:

rectal preservation Pathological results
at 1 year
Total CT-CRT
Overall, Organ Preservation was possible for -- (n=100) n
142 patients (67%) ypTO 54 (54%) 40 (37%)  2.19
» 73 patients (71.6%) in experimental [1,19;4,0
arm 2]
* 69 patients (62.7%) in control arm ypT1 35 14 (14%) 21 (19.6%)
 HR: 1.88 [0.99;3.57] ypT2 62 27 (27%) 35 (32.7%)
ypT3 16 5(5%) 11 (10.3%)
Véronique Vendrely
France
Reason of non-0P (n=29) (n=40)
Initial TME 17 24
Completion TME 8 12
Salvage TME for recurrence 5 3

TME for morbidity 0 0
-\h : » l“ §.| I.V
2 : : ’ X
ath belore suree :
LG U ITURE SWI RS Y .
D

| "'
N |

30-31 GENNAIO 2025 ESTRO 2024



Decennale di

. R AD‘OTER AP ‘ A | Update degli Studi Practice Changing 2024

Were patients properly selected before initial TME ?

-8
Size >2cm =
ymr TRG 4-5
CT- RTCT RTCT Véronique Vendrely
(n=1 7) (n=24) France
ypTO 7 (41.2%) 6 (25%)
©®©@® #ESTRO24 ogon

30-31 GENNAIO 2025 ESTRO 2024



v Decennale di

1Me = yin R AD‘OTER API A | Update degli Studi Practice Changing 2024

4

Immunotherapy (MSI-H)

ROMA 30-31 GENNAIO 2025
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Deficient MMR system

! Mismatch

Mismatch recogniton C O | O n 1 5 %

AL

m

Rectal cancer 3-5%

7

4 proteins
for DNA .
reparation @ki Molecular proflle

1Exc|snon Microsatellite Instability

A IAN

Wmases
‘/‘\\ —- MSI tumour 1'.
</ N cle td

—> MSI CRC carcinogenesis

J- NINAIO ZU
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COngress
BARCELONA

Long-Term Survival and Organ Preservation with
Pembrolizumab in Localized MSI-H/dMMR Solid

Tumors

2024 1

Kaysia Ludford

Long-term survival and organ
preservation with pembrolizumab
in localized MSI-H/dMMR solid

Kaysia Ludford MD/MSc, Michael LaPelusa MD, Wei Qiao PhD, Jane tumors

Varkey Thomas MD, Nancy You MD/MHSc, Selvi Thirumurthi
MD/MS, Dipen Maru MD, Bryan lorgulescu MD/MPH, Scott Kopetz
MD/PhD, Michael J. Overman MD.

Barcelona, Spain, 9/14/2024
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A
3 years FUP

Study design

Neoadjuvant pembro x2

l Clinical

benefit*

High risk locally advanced 6 weeks
dMMR tumor (n=35)

t a

ctDNA pre-tx ctDNA 3weeks

L

-

Tumor
appropriate
Additional PP p.
evaluation [ I
pembro x6 lv : Primary Endpoints: :
L I a CR i
S — P
Recommend I :
> : : | = safety I
surgical resection " "
(option for r |
continued Continue
therapy per therapy for e S .
a total of SEm"‘:"‘"W
one year — Endpoints:

6 months

1.1)

II
= 0S5, RFS ;

*Clinical Benefit definition :
= Organ sparing (1

year)
| = ctDNA kinetics
e Iy

‘ = ORR (RECIST v
|

Patients with PR/CR per RECIST v1.1

SD per RECIST v1.1 with decrease of -1% to -29%

SD per RECIST v1.1 with increase +1% to +19% and stable or decrease in
ctDNA highest VAF (CLIA-certified MDACC 7-gene liquid biopsy panel)
Patients with improvement of symptoms

Update degli Studi Practice Changing 2024

PDCR 65%

\/

Ludford, J _CIin Onc 2023

ESMO 2024

30-31 GENNAIO 2025
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BARCELONA U“Eress
Results ESEIEMD
d Median follow up 2.9 years (range 0-3.8 years)

Patients enrolled (n = 35)

d Best ORR: 82% (n=33) Patients with paired ctDNA samples (n=32)
|
PR 42.4%
SD 18.2% Surgery (n=17) Non-operative (n = 18)
 17/17 surgically resected patients remain cancer free CDNA hostiie ot baceie o) Eigﬁi_ﬁ?;giﬁff;Eﬂﬁﬁ;'ﬂ;fé;}
(median follow up: 35 months) Insufficient cr{g:aﬁawed sample

d 14/18 non-operative patients alive with organ intact |

(median follow up 27.5 months)
. , L ctDNA status post ctDNA status post
» 2 died (reported in original report) pembro pembro
F 2 |0$t tO fO”OW up (1 intemational pt, 1 cleared/negative (n=15) cleared/negative (n=12)
' ; n lear = -
died 2.5 yrs after being lost to follow up) e ot dearedin

d No additional progression events beyond the 6 pts In
original report

n= 19 colon, 8 rectal, 2 pancreatic, 2 duodenal, 1 each: ampullary, meningioma, endometrial, gastric

30-31 GENNAIO 2025 \____ESMO 2024
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BARCELONA on gress
ESREMD ™ Results

3-year DFS rate among all patients 3-year OS rate among all patients
1.00 . 1.00 -
= 0.75. 0.75 4
g e 3-deaths
@ S - Disease progression (medically inoperable)
@ 0.50. £ 0.50]
a O - Cancer-unrelated death
@ T - Lost to follow up after 9.5 months of
@ q pembrolizumab; opted to forego
: ﬂ recommended surgery
0.25 0.25
3-year DFS rate = 0.80; 95% CI (0.66 - 0.93) 3-year OS rate = 0.94; 95% Cl (0.86 - 1.00) :
0.00 . : . : 0.00 .
0 12 24 36 43 0 12 24 36 A8 ’ «
Time from first cycle of pembrolizumab (months) Time from first cycle of pembraolizumab (months)
Number at risk Number at risk T 4
35 27 27 24 5 35 32 32 29 5
| V) 22 35 15 0 V. 74 35 08 7

30-31 GENNAIO 2025 ESMO 2024
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3 -Year Disease Free Survival

n BADIOTERAPIA

Results

3-year DFS rate by management strategy

1.00 4
| |
0.75. )
0.50 4
No surgery: 3—year DFS rate = 0.83; 95% CI {0.65 - 1.00)
= SUrgery: 3—year DFS rate =0.76; 95% C1 (0.56 - 0.97)
Logrank test P-value = 0.668
0.25
0.00 . . .
u 12 24 36 48

Time from first cycle of pembrolizumab (months)
Number at risk

8 14 14 12 3
7 13 13 12 >

24 36 48

0 12
BARCELONA mongmss
2024

NIN/MINY VAV

3 =Y ear Overall Survival

1.00

0.754

0.50 4

0.254

0.00

Update degli Studi Practice Changing 2024

3-year OS rate by management strategy

No surgery: 3-year 0S rate =0.8%; 95% CI (0.4 - 1.00})
— SUrgery: 3—year 05 rate = 1.00; 95% CI (1.00 - 1.00}
Logrank test P-value = 0.067

12 74 36 48

Time from first cycle of pembrolizumab (months)

Number at risk

[

18 15 15 13 3
17 17 17 16 2
17 24 36 48
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Dostarlimab for dAMMR LARC: phase Il trial

Study Design

Residual

disease | Surgery 0
cCR 100%
i i Ch RT
Radiologic disease | = Clinical
and ) complete
endoscopic response
| evaluation T
Clinical
Stage II/lll rectal cancer complete .| Non-operative follow
MMRd by IHC response up every 4 months

Target N= 30 (expanded)

Primary Endpoints:

* ORR after completion of PD-1 alone or in combination with
chemoRT

 pCR or sustained cCR for 12 mo after completion of PD1 alone or in
combination with chemoRT

Sample Collection: ctDNA, biopsy, imaging
Baseline, 6 weeks. 3 mo, 6 mo and a4 mo durina NOM

30-31 GENNAIO 2025 Cerceck..NEJM.2022
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Duration of response

Dostarlimab
Treatment !

. emh o
N =2Coo~N=a b Nw

—

T S PP S Wl SR
OO0 G &~ Ww=~Wn

100% cCR
42 patients who
completed Dostarlimab

N NN
~ W =

Subjects

N WN
oo

Median Follow up (mo): 17.9 (0.3 — 30.5)

WWWwWwWwwwwNN
S 0N ~~NN G &~ 00

WA
w w o

o
N
.lll

A 5 i Clinical Complete Response
32 —I [] On Treatment

[] End of Treatment Evaluation

46 - : ACo-prImary
endp%

47 -
48 d

0 ' ; ) ; ; : 21 24 ' ; ' 36 39 42 45

Time (Months) & eKcek, ASCO Ann Meet 2024

int #1 Time of Clinical Complete Response
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Duration of response

Dostarlimab Sustained cCR response
Treatment i
3
2
.
1 ?
7 2
5
6
9
10
11 .
8 ?
.
17 [ ]
13
14
16
18 (S
19 B

N N
GO =

N
~J

22 pts sustained cCR

Subjects

Median Follow up cCR12-mo (mo):
26.3 (12.4 — 50.5)

N WN
oo

WWWwWwWwwwwNN
S 0N ~~NN G &~ 00

WA
N W woo

NS
oy

=
»
»
- -
=

’ ACo-primary
endpoint #1

i Clinical Complete Response
[] On Treatment

e S R~
) N WA

NS
~ O C
[ |

[] End of Treatment Evaluation

Time of Clinical Complete Response

NS
(o]

L] L) L) L) L) L} L) L) L)
21 24 36 39 42 45

Time (Months) & eKcek, ASCO Ann Meet 2024

O =
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Time to cCR response

Complete Clinical Response

100 )JJJ_,

Median time
to Complete Response

6.22 months
[95% CI 6.18 - 6.45]

Complete Response (%)
(4]
o
|
|
|

0 T T T T 1
0 5 10 15 20 25

Time (months)

Biopsies

100

Median time
to Complete Response

1.41 months
[95% CI 1.38 - 2.73]

Complete Response (%)
($))
o
#
|
|
|
|
|

0 T T T T |
0 5 10 15 20 25

Time (months)

Rectal MRI
100
2
?
- Median time
é‘ to Complete Response
50 (I, — ~ ~ -~ - - == -~ -=——o-a -
= 6.15 months
g [95% CI 6.09 - 6.25]
§ j
0 | 1 1 | |
0 5 10 15 20 25
Time (months)
ctDNA
100
)
172]
§ Median time
2 to Complete Response
Y o et -
% 1.38 months
o (95% CI 1.38 - 2.76]
8
0 I | | | |
0 5 10 15 20 25

Time (months)

Time on Treatment

End of Treatment Evaluation

Endoscopy
100
S
P
g Median time
Y to Complete Response
@ 50F - e —m—— o -
= 6.18 months
g [95% CI 3.62 - 6.22]
S
0 'J
1 ] 1 1 |

0 5 10 15 20 25
Time (months)

PET-CT
100 |—-’
3
)
172]
§ Median time
[ to Complete Response
@ 50+ =H===ann e m e e e -
O 2.76 months
- [95% CI 2.73 - 6.18]
S
0 | | | | 1
0 5 10 15 20 25

Time (months)

Update degli Studi Practice Changing 2024
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*Total Neoadjuvant Treatment (TNT):
*Improve OS (Prodige-23 trial)

*RT dose escalation:
» confirm the improvemet of OP (CXT)
* pest results T<3cm

Organ preservation:

*TNT to improve OP

e Similar survival outcomes Ind-Con CT

OP >Con CT

*OP no detrimental on survival outcomes
*ctDNA: high risk feature of distant recurrences

‘Immunotherapy (MSI-H):
*Long term results

30-31 GENNAIO 2025
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