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SOP synchronous mCRC

[ Primary + LLD ]
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Metastasis

MDT
v - CRC resection+LN
- Stoma
- Bypass
- Stent
v Nno
[ CRLM resectable or borderline ]A/ \[ CRLM unresectable ]
’ (e
_ : Ras, Braf, MSS/MSI Induction CTx
RC start with 5x5 Induction CTx dependent l

v
Re-Staging after 2 mts ‘/[ Re-Staging after 2 mts ]
MDT

[ CRLM resectable ]/ \b[ CRLM unresectable or PD ]
) 7 $ee
s J

[Resection of CRLM +/- Primary: ] [ calliative CTx. 27 ine

] esdo

WEPATO. p
A,
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//
[ CTx (for a total of 6 mts) ] Gruenberger et al; DiglLiverDisease16% C

- Synchronous primary + CRLM (< 2 segments)
- Staged procedure (> 2 segments LR)
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e A oo O u tCOm € dependent upon molecular markers

a 100 A —— RAS&BRAFwt HR reference b 100 -
— RASmt HR 1.53 (95% Cl 1.04-2.25) —— RAS&BRAFwt HR reference
90 - —— BRAFmt HR 3.11 (95% CI 1.49-6.49) 90 - — RASmt HR 1.43 (95% Cl 1.15-1.76)
—— BRAFmt HR 2.34 (95% C1 1.73-3.17)
80 - 80 -
70 4 70 1

Overall survival %
(4]
=)
1
Overall survival %
w
o
f

40 4
w{ resected i palliative
20 A 20
1%
10 4 10 -
0 . : : : . : . 0 . . : . = : :
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Time from mCRC diagnosis (months) Time from mCRC diagnosis (months)
Number at risk (censored) Number at risk (censored)
RAS&BRAFwt 131 (0) 129 (7) 115 (33) 80 (48) 56 (72) 28 (79) 19 (89) 7 (94) RAS&BRAFwt 158 (0) 132 (5) 90 (17) 44 (24) 18 (34) 6 (33) 2 (34) 0 (34)
RASmMt 196 (0) 192(8) 163 (28) 121(51) 84(75) 54(97) 21(109) 7(114) RASmMt 333(0) 263(5) 134(22) 51(32) 21(36) 8(39) 5 (42) 0(42)
BRAFmt 15 (0) 13 (0) 10 (3) 5(4) 2(4) 2(4) 2(4) 1(B) BRAFmt 73 (0) 43 (17) 17 (6) 4 (6) 1(7) 0(7) 0(7) 0(7)
a, . b,
% Resectability rates % Resection rates
; - RAXO Study 1086pts 2012-18 in
. . . . G MEPATOL g,
. ; 5 University + 16 regional hospitals & ",
20 20 = o
10 " 10 . § (R | %
; ' ’ A. Uutela, H. Isoniemi, P. Osterlund et al, % C
RAS&BRAFwt (n=289) RASMt (n=259) BRAFmt (n = 88) RAS&BRAFwt (n=289) RASMt (n=259) BRAFm! (n = 88) 4,; W £
ifsotle @B T BrJCancer 2022 ™, &
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=8 mCRC, unresCRLM only

i M .-

Qﬁz@_@@_ CAIRO5: prospective randomised comparison of
currently most active systemic regimens in defined
subgroups of patients with initially unresectable CRLM

Initially unresectable CRLM

¥
PANEL EVALUATION:
confirm unresectability
¥ l v
RAS | BRAFV600E RAS | BRAFVE0oE
ASCO 2022 mutated and/or right- wildtype and ESMO 2022
sided primary left-sided primary
FOLFOX/FOLFIRI + FOLFOXIRI + | | FOLFOX/FOLFIRI + FOLFOX/FOLFIRI +
bevacizumab bevacizumab bevacizumab panitumumab
I I l |
! 15 liver surgeons +
PANEL EVALUATION every 2 months for resectability assessment 3 Gl radiologists

2014-2021: 530 pts randomised in 43 Dutch + 1 Belgian sites GV?
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FOLFQX&FOLFIR!:bevagizuma}br FOLFOX/FOLFIRI + panitumumab

4 - 14 116

Male gender o e% Bl  63%

Age (median,range) 5 (53-6?717 ) 60 (52-69) 3
uiclp Il DT S
Right-sided primary 4% 5%

BR/‘-\F"“’"E mutatioin e LA o WWV o B
gynchrénotji:r'r;etastases s 72;8% i 92% B )
Prior adjuvant chemotherapy - 4% 3% hi =
Median number of CRLM i 12(8-18)) - Chen D
NormalseumLDH 46% ) % Tl
Prefére;:e for orxra@tiini 89% ) 92%7 I o=

82% 83% il
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Bond et al; AnnOncol22; 33(suppl_7): S 80&% 4




FOLFOX/FOLFIRI + FOLFOX/FOLFIRI +
bevacizumab panitumumab
n 114 116
Resection +/- ablation rate 68% 67% p=
postoperative complications 42% 41% p=1
Clavien Dindo grade 23 21% 14% p=0.30
grade 5 (death) ! 0.9% (n=1) 0.9% (n=1)
Number of induction cycles (median, IQR) 6 (5-8) 6 (5-9)
Adjuvant chemotherapy 36% 42%
RO/1 resection +/- ablation rate 58% 56% p=0.79

' Cause of death: arm C multi-organ failure, arm D abdominal sepsis.

Bond et al; Lancet Oncol 20232(
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e Resectable CRLM

EORTC 40983 newEPO(|
- 364pts, 2/3 metachron, - 257pts, 2/3 synct
- 50% single CRLM - 75% one-three CI
- periOP Folfox vs LRalone | [- periOP Folfox vs (

- ORR:42% - ORR: 62% vs 70%|,
- sig 3yrs RFS (35 vs 28mts) | |- sig RFS disadv 20 U=
n.s. OS (64 vs 55mts) sig OS disadv 81\ ¢,

E -AHPBA survey 2022

. neoadjuvant chemotherapy and local treatment
perioperative chemotherapy and local treatment
adjuvant chemotherapy and local treatment

. local treatment without chemotherapy

ONw>

Nordlinger et al Primrose et al Gruenberger et al § | — VO
Lancet 08 LancetOncol 14 Kuiper et al HPB 24 JCO 08, AnnOn 1 2 C? 3
LancetOncol 13 LancetOncol 20 Cancers 24 %
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CLLISION

Colorectal Liver Metastases:

Puijk et al. BMC Cancer (2018) 18:821
https//doi.org/10.1186/512885-018-4716-8

BMC Cancer

Colorectal liver metastases: surgery versus @
thermal ablation (COLLISION) - a phase I
single-blind prospective randomized

controlled trial

Robbert S. Puijk"”, Alette H. Ruarus', Laurien G. P. H. Vroomen', Aukje A. J. M. van Tilborg', Hester J. Scheffer',
Karin Naelsenl, Marcus C. de Jcmg‘, Jan J. J. de Vries', Babs M. Zonderhuis{ Hasan H. Eker’, Geert Kazemier”,
Henk Verheul*, Bram B. van der Meijs', Laura van Dam', Natasha Sorgedrager', Veerle M. H. Coupé®,
Petrouska M. P. van den Tol’, Martijn R. Meijerink' and COLLISION Trial Group

Medtronic
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ClLLISION

L
/\ al Liver Metastases

Patients with Resectable Colorectal Liver
Metastases (CRLM)

ArmA:
Resection

* No extrahepatic mets
« Total number of CRLM = 10
« 21 resectable & ablatable CRLM < 3cm
» Additional resection(s) >3cm allowed
« Additional ablations for unresectable
CRLM allowed

e E = S = G T 22 e
wC =SOrrQOmm
DEATH

n =599

Phase lll international multicenter randomized controlled trial to prove / disprove hypothesis of non-inferiority of thermal ablation
compared to surgical resection for small-size colorectal liver metastases (CRLM)

Approach (percutaneous, laparoscopic or open) according to local expertise
If limited disease burden (max 3 CRLM < 3cm) consider percutaneous /laparoscopic approach
If intermediate or high disease burden randomize after eligibility check (after IOUS) during OR (single-blind)

2024 ASCO [Ty e ASCO umsissemy

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse: contact permissions@asco.org KNOWLEDGE CONQUERS CANCER



RESULTS

BASELINE CHARACTERISTICS

Procedure-related characteristics N =148 N =148
Subgroup Alow disease burden B9 (60.1%) 94 (64.2%) 0.469
B intermediate disease burden 50 (33.8%) 41 (27.7%)
C high disease burden 9 (6.1%) 12 (8.1%)
Preprocedural systemic therapy No 112 (75.7%) 118 (79.7%) 0.485
Yes 36 (24.3%) 30 (20.3%)
Capecitabine 2 (1.4%) 2(1.4%)
CAPOX 2 (1.4%) 3(2.0%)
CAPOX-B 23 (15.6%) 21 (14.2%)
FOLFOX-B 2 (1.4%) 2(1.4%)
FOLFIRI-B 2 (1.4%) 1(0.7%)
FOLFIXIRI-B 4(2.7%) 1(0.7%)
Missing 1(0.7%) 0 (0%)
Procedures Resection alone 90 (60.8%) 0 (0%)
Ablation alone 1(0.72.0%) * 118 (79.7%)
Resection + ablation 52 (35.1%) 27 (18.2%)
No local treatment 5(3.4%) 3(2.1%)
Cycles of systemic therapy Median (range) 55(2-10) 6(3-12) 0.420
Approach ® Percutaneous 2(1.4%) 84 (56.8%)
Laparoscopic 68 (46.6%) 10 (6.8%)
Open 76 (52.1%) 54 (36.5%)
Anesthesia © General 146 (100%) 111 (75.0%)
Propofol 0(0.0%) 37 (25.0%)
Number of CRLM Median number CRLM (range) 2(1-10) 2(1-12) 0.964
Tumor-related characteristics N = 446 N =447
CRLM © Target 304 (68.2%) 349 (78.1%)
Non-target (unresectable / unablatable) 142 (31.8%) 98 (21.9%)
Size CRLM randomization (mm) Mean size target CRLM (range) 14 (2-34) 13 (3-34) 0.457
Size CRLM treatment (mm) Mean size target CRLM (range) 14 (2 -40) 14 Q. - 50) 0.45%

2024 ASCO

ANNUAL MEETING
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62% low disease burden
22% chemo first

median number CRLM = 2
mean-size CRLM 14mm

64% of resections in low
disease burden group
performed using (robot)
laparoscopy

83% of ablations in low
disease burden group
performed percutaneously
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RESULTS C.ALLISION

SANKEY FLOWCHART gery vs tharmal sblarion

Resection, locally confrolled
131

Competing risk (R)
Subjects randomized L]

= Loss of lecal contral (R)
7

Ablation, locally controlled
140

Ablation site recumrence resected

ion si : Competing risk (A)
Ablation sile recurrence Ablation site r —
% == " —— 4
Nol ablated -> FD ><_
: \\ No re-ablation of resection '/\“— i Iions of lecal control {(A)
2

Made a1 SankeyMATIC com
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SUMMARY CuLLISION

* COLLISION stopped at halftime based on predefined stopping rules for

»  Showing benefit of the experimental arm (ablation) over standard-of-care (resection)

* For patients with small-size colorectal liver metastases, thermal ablation compared to

standard-of-care surgical resection

=  Substantially reduced morbidity and mortality

o  treatmentrelated mortality 2.1% (resection) — 0.0% (ablation)

o all-cause 90-day mortality 2.1% (resection) — 0.7% (ablation)

o  AEsrate 56% (resection) — 19% (ablation) and SAE rate 20% (resection) — 7% (ablation)
* Was at least as good as surgical resection in locally controlling CRLM

o no difference in per-patient local control: HR 0.131 (95% Cl 0.016-1.064; p = 0.057)

o superior per-tumor local control: HR 0.092 (95% Cl 0.011-0.735; p = 0.024)
= Showed no difference in local & distant tumor progression-free survival

* Did not compromise overall survival (OS)

2024 ASCO ASCQ sz
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Liver Transplantation and Chemotherapy versus
Chemotherapy alone in patients with definitively
unresectable colorectal liver metastases : results from a
prospective, multicentre, randomised trial (TransMet)

R Adam, C Piedvache, L Chiche, E Salamé, O Scatton, V Granger, M Ducreux, U
Cillo, F Cauchy, JY Mabrut, C Verslype, L Coubeau, J Hardwigsen, E
Boleslawski, F Muscari, J Lerut, L Grimaldi, F Levi, M Lewin, M Gelli

Paris-Saclay — Villejuif — Kremlin Bicétre (France), Bordeaux (France), Tours (France), Paris
(France), Grenoble (France), Villejuif (France), Padova (Italy), Clichy (France), Lyon
(France), Leuven (Belgium), Louvain (Belgium), Marseille (France), Lille (France), Toulouse

(France), Bruxelles (Belgium)
ASSISTANCE @) HOPITAUX
PUBLIQUE DE PARIS
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TransMet Trial : Eligibility criteria

« <B65years

« Good performance status (ECOG 0 or 1)

» Confirmed unresectability of CLM by expert surgeons

« Gold standard Resection of the primary

* No extrahepatic disease

« Partial Response or Stability with Chemo : 2 3 months, < 3 lines
 No BRAF mutation

« CEA <80 ng/ml or 50% decrease from baseline

» Platelets count > 80.000 and white blood cell count > 2500

2024 ASCO #ASCO24 presenten a: Prof René Adam
ANNL VIEETING sion req



TransMet Trial : Inclusion progression (Feb 2016 - July 2021)

—=|nitial Cumulative Theoretical Inclusions ——Files submitted to the validation committee Cumulative Actual Inclusions
180

e Submitted to the independent committee ——— 157
140 >

120

100 Randomized —— 94

France mBelgium mlitaly
80
20 centers "
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TransMet Trial :

Patients Demographics at Diagnosis

LT+C group
n=47

C alone group
n=47

Age (years)

52-0 (470, 59-0) 55-0 (47-0, 59-0)

Gender, n (%)

Male

57%) 28 (60%)

Female

2%
20 (43%) 19 (40%)

Right sided primary tumour, n (%)

7 (15%)) 7 (15%)

RAS mutation, n (%)

@» 12 (26%)

No of nodules at diagnosis (Median IQR)

20-0 (14-0, 25-0) 20-0 (12-0, 25-0)

<10

5 (11%)

7 (15%)

Between 10 and 20

19 (40%) 18 (38%)

> 20

22 (47%)

23 49%

Diameter max (mm) at diagnosis (Median IQR)

55- 0 (43-0, 76- 0) 50-0 (27-0, 83-0)

Synchronous (0-1 Mo)

45 (96%)

CEA (ng/mL) at diagnosis

305-0 (329, 762-0) 81-0 (20-0, 530-0)

CA 19-9 (U/mL) at diaghosis

96-0 (19-7, 800-0) 193-0(20-9, 1949-0)

Fong’s clinical risk score > 2

42 (89%) 42 (89%)

eresentep s Prof René Adam

ntation is property of the author and ASCO. Permission re
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TransMet Trial : Primary Endpoint 5-Yr OS (Per Protocol)

<
=z
=
=
v ]
=
S

Log Rank P< 0.0001
HR= 0.16 [0.07-0.33]

Randomization arm

C+LT

18 24 30 36 42

Time since randomisation (months)

\umbe: at risk (numbel censored) .
38(0) 320 24(0) 20 (0) 15(1) 6(2)
C=+ ].T 16(0) 35(0) 3500 34(0) 32(0) 282

2024 ASCO'  PINTITY  reesoveo ov Prof René Adam 1 ASCO) imsnpsmy
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TransMet Trial : Secondary Endpoint 3-5-Yr PFS (Per Protocol)

2024 ASCO

ANNUAL MEETING

Randomization arm
R C

—_— C+LT

Log Rank P< 0.0001
HR= 0.34 [0.20-0.57]

(%)

@
2
2
£
z
=
3.
£

4%

18 24 30 36 42

Time since randomisation (months)
Number at risk guumber censored)
C 3 (0) 20(0) 10 (0) 6 (0) 4(0) 2(1) 1(1) o)
C+LT 36(0) 32(0) 24 17(0) 14(0) 13 (1) 11(1) () 6(4) 4(6) 2
Shaded areas represent 95% confidence ntervals. Tick marks represent censored patients. C+LT denotes Liver
Transplantation followed by Chemotherapy. C denotes Chemotherapy. HR=hazard ratio. The HR estimated using the Cox
proportional hazards regression model 1s 0.34 (0.20-0.57). The analysis 1s conducted m the per-protocol population.

rresenten a: Prof René Adam

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions{@asco.org.
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Take Home messages from the TransMet trial

 Liver Transplantation + Chemotherapy significantly improves OS and PFS in
selected patients with unresectable colorectal liver metastases compared to C alone

« These results were obtained through a rigorous patient selection and a prioritization
for organ allocation

» Transplanted patients for CLM have similar survival (73% at 5 years) as those
transplanted for established LT indications

« LT +C offers a potential of cure to cancer patients with otherwise poor long-term
outcome

mmm) These results support LT as a new standard option that could change our
practice in treating patients with liver-only, definitively unresectable CLM.
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