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-’Preopwerative Chemotherapy with Selective
Chemoradiation versus Chemoradiation for
Locally Advanced Rectal Cancer: Preoperative Treatment of Locally Advanced

The PROSPECT Trial (Alliance N1048) Rectal Cancer

PROSPECT Study Motivation

PROSPECT Study Full Schema

* Long term toxicity from pelvic chemoradiation:

* Impaired bowel, bladder, and sexual function’ Pelvic Adjuvant Chemo
—p  Chemoradiation >

. FOLFOX or
* Increased risk of pelvic fracture and second malignancy? (Control) CAPOX per MD

* Impaired marrow reserve’

* Infertility and premature menopause*

Adjuvant Chemo

+ Increasing diagnosis of rectal cancer before age 50°

FOLFOX or
CAPOX per MD

PROSPECT Trial Hypothesis

MD discretion:

« Staging: Pelvic MRl or ERUS
. - . * IMRT or EBRT

« Neoadjuvant chemotherapy with FOLFOX and Neoadjuvant Treatment intolerant Chemoradiation . Capecitabine or IV 5FU

only selective use of pelvic chemoradiation will for cT2N+, cT3N-, cT3N+ 3, Qyen, ox laperosaoplc THEE
be noninferior to routine use of pelvic Rectal Cancer E—
chemoradiation for locally advanced rectal
cancer

D. Schrag. ASCO 2023- LBA2. DOI: 10.1056/NEJM0oa2303269




* Primary Endpoint:
* Disease Free Survival
Inclusion: Exclusion: Non-inferiority Hypothesis for Disease Free Survival

Nondnferiority coudd be claimed if the upper limit of the twosided 90 2% confidence
interval of the hazard ratio (HR) did not exceed 129

Tt * irt This corresponds (o an absclute difference in Syear DFS of <5%
» Clinical Stage T2N+, T3N-, T3N+ * Tumor requiring an APR FOLFOX and Selective Chemoradiation Better Chemoradiation Better

« Chemoradiation is indicated * ¢T4 tumor Superiority -

« Candidate for sphincter-sparing * >4 pelvic lymph nodes > 1cm in short axis Non-inferiority
surgery Not proven

inferiority

One-sided Type | Brvor Rate = § 045
Power » 435,

[
|
)
!
i
|

1120 treated per protocol

[

Hazard Ratio . 1.29 « Nondnferiority Margin

PROSPECT: Disease Free Survival

100 0‘

90 +
80
70 Disease Free Survival Rate at 5 years

FOLFOX and
Selective Chemoradiation
Chemoradiation

80.8% 78.6%
Hazard Ratio 0.92 (0.74-1.14)

Percent Without Event

Median follow-

Group up is 58 months

FOLFOX + selective Chemoradiation
Chemoradiation
T T T

1 2 3 B

Years from randomization
“Two-sided 90.2%

conndence interval D. Schrag. ASCO 2023 # LBA2




PROSPECT: Freedom from Local Recurrence < PROSPECT: Overall Survival

v

Local Recurrence Free Rate at 5 years

FOLFOX and
Solective Chemoradiation
Chemoradiation
Events=9 Eventa=7
98.2% 98.4%

Hazard Ratio 1.18 (0.44.3.16)"

Percent Without Event

FOLFOX + selective Chemoratdaton
Chemoradiation
! T T
1 < K B

Years from randomization

Surgical and Pathologic Endpoints

Secondary endpoints in participants who FOLFOX and
completed Surgery Selective Pelvic
Chemoradiation

N=535

. Median follow-
Group up Is 58 months

] 0] ) B S—
90

0o :
70 Overall Survival Rate at 5 years

FOLFOX and $
Seloctive Chemoradiation Median follow-
S0 Chemoradiation up is 58 months

40 89.5% 90.2%
30 Hazard Ratio 1.04 (0.74-1.44)

60

Percent Without Event

Group
s FOLFOX + selective Chemoradiation
Chemaradiation

1 2 3 K 5
Years from randomization

“Two sdes 9% Twosded 5%
COANNNOE Nlerve Lonndence el

Adjuvant Treatment and Therapy Duration

Pelvic

Adjuvant treatment in patients who FOLFOX and Pelvic
Chemoradiation

had surgery Selective Pelvic Chemoradiation
Chemoradiation

N=510
N=535 N=510

Complete (RO) Rectal Resection 99%
Low Anterior Resection Rate
Pathologic Complete Response

Positive Radial margin

Received any adjuvant chemotherapy
82% 83%

Median duration (IQR) from randomization to
last dose of postoperative therapy (weeks) 35 37

(33, 39) (34, 40)

D. Schrag. ASCO 2023 # LBA2



PROSPECT: Clinician-Reported Toxicity

Use of Pelvic Chemoradiation in patients T TR

i Most severe toxicity during observation FOLFOX ] Chemoradiation
randomlzed to FOLFOX period based on CTCAE v. 4.0 and Selective Chemoradiation

12 weeks* 6 woeks

9% (53/585) of participants randomized to FOLFOX received
neoadjuvant chemoradiation either because: 535 pationts 510 pationts

Neoadjuvant grade 23 adverse events

Restaging demonstrated clinical response <20% or  Adjuvant grade 23 adverse events

B0 DrMRE WEY N e 200 o

They did not to'erate at least 5 cycles of FOLFOX During Neoadjuvant treatment: During Adjuvant treatment:

+ More dlarrhea in the RT group * More diarrhea in the RT group
+ More neuropathy in the FOLFOX group * More neuropathy in the RT group

PROSPECT: Quality of Life Evaluation

Quality of Life:
N Neoadjuvant FOLFOX, with only selective use

significant
e o of pelvic chemoradiation, is a safe and
effective treatment option for patients with

cT2N+, cT3N-, or cT3N+ rectal cancer

Bowel function
and sexual
function favor
FOLFOX group

N-373

Positive vatwes represen!
mprovement compared o
basolne

D. Schrag. ASCO 2023 # LBA2




Long-term Outcome of Neoadjuvant mFOLFOX6 with or
without Radiation versus Fluorouracil plus Radiation
for Locally Advanced Rectal Cancer(FOWARC):

A Multicenter, Randomized Phase Il Trial

15 centers ini isti
Study design wrnaes  Clinical characteristics (ITT)
De Gramont x § cycles De Gramont X7 cycles
r ! Follow up [ o FU-RT FOLFOX-RT FOLFOX
/ N=165 N=165 N=165
mFOLFOXE x § cycle OLFOX6
S T™ME st m Age median,yrs (meanxSD) 53.99£11.91 5216 11.81 54101213
FOLFOX-RT
., Gender, Male (%) 103 (62.4) 114 (69.1) 108 (65.5)
|, mFOLFOXS x 4-6 cycles mFOLFOX6  6-8 cycles
m FOLPOX cT4 (%) 57 (34.5) 56 (33.9) 50 (30.3)
N1 (%) 84 (50.9) 88 (53.3) 76 (46.1)
Stu dy endpoints N2 (%) 44 (26.7) 47 (28.5) 43 (26.1)
MRF positive (%) 32 (31.5) 38 (37.0) 33 (25.9)
* Primary endpoint:
» Distance from anal verge S5¢cm 90 (54.5) 83 (50.3) 70 (42.4)

3-year disease free survival (3y-DFS)
+ Secondary endpoints:
pCR, OS, morbility, QOL ect

Jianwei Zhang. ASCO 2023 # 3505



Long term Disease-Free Survival (DFS)

DFS (probability)

0.6 |

04 |

02 |

0.0 |

-7 FU 4+ RT -7 mFOLFOX6 + RT -7 mFOLFOX6

No. at risk:

165 126 110 86 a7 6
165 129 110 924 63 17
165 129 110 93 /3 17

.00 1200 2400 36,00 4800 6000 72,00 8400 9600 108,00 120.00

Time Since Random Assigment (months)

5y-DFS | 10y-DFS HR (95% CI)

FU-RT 65.2% 52.5% Ref
FOLFOX-RT 67.7% 62.6% 0.83 (0.58-1.19)

FOLFOX 67.5% 60.5% 0.86 (0.60-1.23)

1.0
3%
0.8
JE. 78.7%
> - pCR .
3 os| yzssum :l
- ypStage
‘g 1 ypStage il 56.8%
o
g o No. at risk: 27.7%
72 68 64 60 36
0.2 119 105 95 81 58 16
169 132 106 90 61 14
N 61 44 36 25 1
0.0
00 1200 2400 36.00 48.00 60.00 72.00 84.00 96.00 108.00 120.00
Time Since Rand Assig ( hs)
5y-DFS | 10y-DFS HR* (95% Cl)
pPCR 88.8% 84.3% Ref
ypStage | 81.9% 78.7% 1.50 (0.73 - 3.05)
ypStage II 60.7% 56.8% 3.46 (1.83 - 6.53)
ypStage Il 47.8% 27.7% 5.80 (3.03 - 11.10)
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Locoregional recurrence (LR) Overall survival

0.20 -t FU+RT 1 mFOLFOX8 «+ RT 7 mFOLFOXS
@ ~IFU +RT 1.0
3 ~IImMFOLFOX6 + RT
2 015 | ~"mFOLFOX6
— 08
[+]
T ‘e e Y =
S 010 Z os
& e POV g
0.4
0.05 - 8 No. at risk:
168 146 123 101 60 9
0.2
P=0.71 168 148 132 108 73 21
0.00
: . : 0.0 165 148 132 m 81 18
.00 1200 2400 3600 4800 6000 7200 8400 9600 10800 120.00 J

.00 1200 2400 3500 4800 6000 72.00 8400 96500 108.00 120.00

Time Since Random Assigment (months)

Time Since Random Assigment (months)

I'reatment Syv-LR(%) 10y-LR (%) S5y-0S 10y-0S HR (95% CI)

FU-RT 10.8 10.8 Ref FU-RT 825%  659% Ref
e AL ot e ot Y FOLFOX-RT 81.8%  72.3%  0.91(0.58-1.41)
FOLEOX = R (PR OSERTY) FOLFOX 81.8%  73.4%  0.91(0.58-1.41)

Jianwei Zhang. ASCO 2023 # 3505



Neoadjuvant chemotherapy (NAC) followed by total mesorectal
excision and adjuvant chemotherapy versus TME followed by

adjuvant chemotherapy in very low-lying ¢T3 rectal cancer
(NAIR): a multicenter, randomized, open-label, phase 2/3 trial

Primary Endpoint:

« Recurrence-free survival (3yrs)

o~
)

Locally advanced very low-lying rectal cancer
(chinical T3N-anyM0*?, Located within Scm from the anal verge or 3cm from
the dentate line, 20-75 years old) J

|
Randomization (1:1)
Adyusted by clinical N (NO/N1-2), sex, institution
1 ||
[ TME group ] { NAC group J
(Standard) (Expefhlnenw)
e Three cycles of mFOLFOX6 or
J § two cydeslof CAPOX ) SRS
&  Non-Respoader TME"
Imaging/ Endoscopy ——E(
Twelve cycles of mFOLFOX6 or | | e
welve cycles of mFOLFOX6 or Unresectable
eight cycles of CAPOX [ Three cycles of mFOLFOX6 or ]

two cycles of CAPOX
I\

*1: N-any includes involved lateral

ufbagmz/ trldgxopv Off protocol

lymph nodes e e

Resectable L"Jesec'.able
*2: Anal preserving surgery (APS) is
planned before registration; however,

sbdominoperineal resection (APR) Six cycles of mFOLFOX6 or four ]
can be undergone if APS is difficult. cycles of CAPOX

Yuichiro Tsukada, ASCO 2023 # 3519

Relapse-free Survival (RFS)

100 4
(A TME growe)
90 4 (B NAC growp)
80 4

04 HR:0.67 (95%Cl: 0.34-1.32)
w4 one-sided p-value: 0.0984

50 +4
3Y-RFS
. Events/N (95%C1)
30 70.9%
TME
s 19/62 (57.2-80.9)
75.5%
101 NAC 15/65
/ (62.5-84.5)
° -
0 6 12 18 24 3% 2 a2
» Median Wexner incontinence score Pre: Preoperatively, M: month(s)
Pre M 6M 12M 24M 36M
TME group 1.0 14.0 12.0 10.0 9.0 10.0
NAC group 1.0 15.0 13.5 12.0 11.0 11.0

At 3 years after randomization, 61 pts in the NAC group (93.8%) and 52 pts in the TME group
(83.9%) could defecate via their anuses (P=0.092).

» Grade 3 or higher post-operative complications

TME (N=62) NAC (N=65) p value
Any grade 3 or higher complications 13 (21.0%) 13 (20.0%) 1.000
Anastomotic leakage 2(3.2%) 2(3.1%)
Pelvic abscess 5(8.1%) 6 (9.2%)
Bowel obstruction 1(1.6%) 0

No treatment-related deaths occurred in either of the groups.




TNT trial results

RAPIDO STELLAR PRODIGE-23

Outcomes

TNT-SCRT LCRT TNT-SCRT LCRT TNT-LCRT LCRT
pCR 28% 14% | 21 'EZ‘;{‘)‘"C' 12.3% 28% 12%
RO 90% 90% 91.5% 87.8% 95% 94%
3-yr DrTF 23.7% 30.4% - - - -
3-yr DFS - - 64.5% 62.3% 76% 69%
3-yr LR 8.3% 6.0% 8.4% 11.0% LR:4.3% 5.7%
3-yr DM 20.0% 26.8% 23.9% 24 7% 21% 28%
3-yr OS 89% 89% 86.5% 715.1% 91% 88%

Bahadoer RR et al. Lancet Oncol 2020; Conroy T et al. Lancet Oncol 2021, Jin J et al. JCO 2022




Total neoadjuvant therapy with mFOLFIRINOX versus preoperative
chemoradiation in patients with locally advanced rectal cancer:
7-year results of PRODIGE 23 phase Il trial, a UNICANCER Gl trial.

SoC arm
MR staging R 7 weeks
B ) [
Stratification: N or capecitabine. B cycles*(6 months)
. - . comer
® Primary: Disease-Free Survival (DFS) + 3w 0
¢ CNOvscNe 0 TNT arm
* T extramural extension M \
{25 v <5 mm)
* tumor location ! 7 weeks mFOLFOXE, § cycles
{em from anal verge) 4 ' I I I I I ovcmc.nm.
461 patients included E mEOLFIRINOX ™ 4 cyclos® (3 months)
. 6 cycles, ) months

“mFOLFIRINGX: AL @1, Ouafiplatin 35 mgim’, Leucoverin 400 mgim', irinolecas 130 mgim',

Flusrowrac il contneous IV nlusion 2.4 ovr’ over 48 howrs (N0 bobues Fluorourscd)

Cumulative incidence of rectal cancer recurrences

Results TNT SoC

Local

At 5 years 4.7% [95%Cl: 2.5-8.5] 6.4% [95%Cl: 3.8-10.8]
At 7 years 5.3% [95%Cl: 2.9-9.3] 8.1% [95%ClI: 4.9-13.3]
Metastatic*

At 5 years 18.4% [95%Cl: 13.8-24.2] 26.6% [95%Cl: 21.2-33.0]
At 7 years 20.7% [95%Cl: 15.6-27.0] 27.7% [95%Cl: 22.2-34.2]

Alive with metastases 19/44 (43%) 21/60 (35%) T Conroy. ASCO 2023 #3504




Disease-Free Survival Metastasis-free Survival

155 events ALS years, the cumulative incidence of developing metastatic recurences was 18.4% in the TNT anm vs 26.6%
— a8 P | Mt (—y A in the SoC arm.
— sl S R - S S s 9
S : R 138 events
" 7-yr DFS rate: e e
*  67.6% 95%C): 60.7-73.6) TNT arm 14
a3 ot 7-yr MFS:
3 s *  62.5% [95%Ck 55.6-68.6) SoC arm 7 \ ae *  736%[95%C1 67.0-79.2) TNT arm
g S Bl ad — * 65.4%[95%C): 58.7-71.3) SoC arm
3 1 *  73.1% [95%C): 66.8-78.4) TNT arm g . g
65.5% [95%C)- 58.9-71.3] SoC arm 1 yr -
g - : I el g *  77.6%[95%CI: 71.5-82.5) TNT arm
RMST (7-yr), months: L * B7.7%[95%CE 61.2-73.4) SoC arm
0- 5.73 [0.05-11.41] OFS benefit for TNT arm
v p=0.048 04 . . ) . RMST (7-yr), months:
N R L T T A L 0 m M W 4 e B 7.1 [1.65-12.63) MFS benefit for TNT arm
me (mons) Titrw (meeths) p-0.0ll
‘E‘&w m m - A w w o o _ Numiber a1 sk
[ a———— - v " - - = - "’;‘:‘:‘* — "J — :: - = '; -4
Overall Survival
e T8 R DOy S Mot Mgy NI 98 events.
£ ey gy £
14 : 7'Yf 0s:
M * 81.9% [95%Cl: 75.8-86.7) TNT arm
75- *  76.1% [95%CI: 69.8-81.3]) SoCarm
®
§ E S-yr OS:
*  86.9% [95%CI: 81.6-90.7] TNT arm
*  80.0% [95%CI: 74.1-84.6] SoC arm
2511
0, . . . . : . : RMST (7-yr), months:
0 12 24 3* 48 60 72 84 4.37 [0.35-8.38] benefit for TNT arm
Immw o m m x* At 3 " w N
O B+ ™ B B 2 N = n T Conroy. ASCO 2023 #3504




Sustained organ preservation in rectal cancer patients

treated with total neoadjuvant therapy:

Welgle

-term results of the OPRA trial

* Randomized phase Il trial.

INCT-CRT ]
- - Sat
Rectal cancer _
(stage IVIII) CRT-CNCT |
Chemoradiation Chemotherapy
Organ Preservation
1.00 Log-rank P=0.012
o ‘\\ INCT Sy 39%
z CNCT 8y 54%
- - ——
@ 05 \
g —
uw
Yo
;5 - INCT.CRT 89 overns
— CHI-CNCT 73 ovents
0 i 2 3 H 5 5

Tme Since Randomization (years)

Complete
~ Response Watch.and. Walt 3- and 5-year rates with 95% CI.
Restaging : program Induction Consolidation
DRE Near (ww) 3year,% Syear,% 3-year,% Syear,% P
Sigmadoscopy anuplllo DFS 77 (70-.84) 72 (65-80) 76(70-83) 71(63-78) 060
MR TME-free survival 41 (34-50) 39 (32-48) 55 (48-63) 54 (47-63) 0.01
— LRFS 95 (91-99) 94 (90-98) 94 (90-98) 90 (85-95) 0.27
Total mesorectal DMFS 83 (78-90) 82 (75-89) 83(77-89) 79(72-86) 0.66
excision 0s 95 (92-99) 88 (82-94) 94 (91-98) 88(82-94) 0.73
(TME)
Disease-Free Survival Disease-Free Survival after TME
1.0 s Log<ank Pud 673 e 0 Lopsark P00l
M
ors — o \Lﬁhﬁﬁ
7, NCT 71 Hid TME atrestaging Sy 64%
s %= ::JQCT g; 69: & °% TME at regrowth Sy 64%
=l - INCT-CRY 42 avents P8 TME ot restaging 22 events
~ CRT-ONCTY 48 everts == TME o regrowth 21 events

' 2 3 4 s
Time Since Randomization (years)

¢ 6 1 2 3

4 5

Time Since TME (years)

Floris S Verheij. ASCO 2023 # 3520




Phase lll randomized clinical trial comparing the
efficacy of neoadjuvant chemotherapy and
standard treatment in patients with locally

advanced colon cancer
The Scandinavian NeoCol trial

Study design
Patlents Upfront surgery Neoadj. treatment All
(standard) (experimental)
N 122 126 248
Age (median, min;max) 69.4 (30.3,81.8) 63.8 (23.8:84.3) 66.3 (23.8,84.3)
Sex, N (%female) 45 (37%) 66 (52%) 111 (45%)
Localization of tumor, N (%)
Right 52 (43%) 59 (47%) 111 (45%)
Left 70 (57%) 66 (52%) 136 (54%)
Right or left not specified - 1(1%) 1(1%)
T-category at baseline CT scan, N (%)
T3 89 (74%) 91 (72%) 180 (73%)
Median extramural invasion (mm) 7 mm 8 mm 7 mm
T4 31 (25%) 33 (26%) 65 (26%)
« Primary endpoint was Disease free survival (DFS) T3 or T4 not specified 1(1%) 2(2%) 3 (1%)
+ Secondary endpoints Performance status, N (%)
* Rate of paents fulfilling the criteria for adjuvant chemotherapy 0 107 (88%) 115 (91%) 222 (90%)
« Overall survival (OS) 1 13 (10%) 8 (6%) 21 (8%)
* Toxicity 2 - 1(1%) 1(1%)
* Quakity of life 0, 1 or 2 not specified 2 (2%) 2 (2%) 4 (2%)

L H Jensen ASCO 2023 # 3503



Pathology Upfront surgery  Neoad). treatment Al
(standard) (experimental)
Involvement of resecton margin, N (%) R1 10 {9%) (M%) 19 (8%)
RO 100 (90%) 114 (93%) 223 (91%)
Unknown 2(1% - 1(1%)
pypT-category at surgery”. N (%) 0 - 4 (%) 4 (2%)
1 2(2%) 1(1%) 3(1%)
2 3 (2%) 7 (6%) 10 (4%)
3 75(62%) 76 (62%) 151 (62%)
4 30 (32%) 35 (28%) 73 (30'%)
plypN-catogory at surgery. N (%) 0 L_57 48%) 72(90%) | 120 (54%)
1 43 (35%) 31 (25%) 73 (30%)
2 20(17%) 19 (96%) 39 (16%)
Peringural invasion, N (%yes) 21 (18%) 19 (15%) 40 (17%)
Vascular invasion, N (%yes) | 48(39%) 30(25%) | 77(32%)
Perforation, N (%yes) 2(2%) 3(2%) 5(2%)
Disease-free survival
4 R -y
’3 | \ -':)‘-‘“_u“‘ ‘A““___ﬂ._.".n
o
Log-fank pe0 04
3
o
g .
o
8.
o T Y T T T
0 1 2 3 “ 5
Years since randomzation
Number ot risk
Adpv, 122 13 104 ) 79 64
Neocadj 126 114 108 ¥a 86 75
I ........... Adjuy, ===== Neoad). ]

Adjuvant chemotherapy indication

Upfront surgery  Neoadj. Treatment

(standard) (experimental) P
Criteria for adjuvant chemotherapy fulfilled*, N (%6yes) 88 (73%) 72 (59%) 0.03
*occording to national guidelines applied to p/ypTNM, investigator
2 Overall survial
o B —n--.Q_OOB".'.'L".\“\-.-'_-:::-.‘N”..‘".“n\
-'--~---'3'.‘“|-‘w.“'
2
S
Log-Rank p=0 95
2
=3
&
o
8.
[=3 T T T T T T
0 1 2 3 - 5
Years since randomization
Number at risk
Adjuv. 122 119 117 108 92 75
Necad| 126 121 17 110 94 82
e [V — Necad. |

L H Jensen ASCO 2023 # 3503



Preoperative Chemotherapy for Operable
Colon Cancer: Mature Results of an International
Randomized Controlled Trial

100 < A 2 Vew
82 0 4 [Nodbthasdiy
2 °| Mo N
o - 3 o .
g . I. » ? ) P SR I nes
ol . ’ . : a—
N EN W S
Reze Ry B Ry vons Ruagye Time to Recerrence lyears)
Dion Morton. JCO 2023; 41:1541-1552
Perioperative Chemotherapy With
mFOLFOX6 or CAPOX for Patients With
Locally Advanced Colon Cancer (OPTICAL):
A Multicenter, Randomized, Phase Ill Trial
=t D"‘ e - l:i-:- A Disease-Free Survival (DFS) in mITT Population
™G 1 [:]ax\ ™1 b“‘ [Foe | _-:L":\q'?_—;,_,:\__\ - innatots
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Huabin Hu.. ASCO 2022




REVIEW ARTICLY

Dun L Longo. MO, Léawr

Increasing Incidence of Early-Onset

Colorectal Cancer
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Haematochezia

INTRODUCTION
DIAGNOSIS R 'ron-deficiency anemia > Colonoscopy

The management of colorectal cancer

before the age of 50 is not age-specific Unexplained weight loss ideally within 30 days
Family history
RISK FACTORS — Inherited hereditary cancer syndromes
METHODS - Inflammatory bowel diseases
- Multidisciplinary group: 69 experts from Europe Other likely and potential risk factors
and the US (DIRECt)

- Systematic review of the literature All eoCRC should receive multigene panel testing

- Three rounds of Delphi for each Bare minimum set of genes: APC, BMPRIA, EPCAM,
recommendation with 280% GENETICS 2 f g i

agreement

- Endorsment by four scientific
societies (AIFET, CGA-IGC, EHTG,
InSiGHT)

MLH1, MSH2, MSH6, MUTYH, POLD1, POLE, PMS2,
PTEN, SMAD4, 5TK11, and TP53.

All eoCRC should receive MSI/IHC testing

PATHO _ON_SI\ould also test for: KRAS, NRAS, BRAF, Her2, and NTRK.
No need to intensify adjuvant, neo-adjuvamt, or

systemic therapies based on age alone

RESULTS

©  The DIRECt group developed the No need for extended surgery based on age alone
first evidence-based consensus THERAPY - All eoCRC should receive fertility information
recommendations for eoCRC. (or referral to a reproductive specialist)

“ 31 recommendations in seven

areas relevant to clinical management High-quality, high-definition, white-light colonoscopy

No need to change quality metrics

ENDOSCOPY - T1 cancers can be safely removed endoscopically
Continue post-treatment surveillance at least
every 5 years

Enhanced anti-emetic prophylaxis

supPORTIVE CARE D> :arly access to physical acticity and nutritional programs
Discuss sexual health and dysfunction

Emily Harrold. 2023 ASCO EDUCATIONAL BOOK




Abstract 3509: Transcriptional
metabolic profiling in young onset
colorectal cancer (YOCRC) patients

Immunotherapy Predicted Response Pathways (TCGA)

Kynurenine Metabolism (TCGA)
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Evaluation of genomic alterations in
early-onset versus average-onset
colorectal cancer

compared o Al

v N ‘ [} fAwe |
y Key genomic differences between EO and AO
(significance: adjusted p-value < 0.05)
! = - " e
il e } ey e i
4 MS!-H/TMB-High: EO compared to AO has:
- - More KRAS mutations (46% vs 15%)
ol o o Ry i _ -8 ; More PIK3CA mutations (47% vs 28%)
LAY L N < et e ears St S A0 A More ERBB2/3 mutations (16% and 13% vs 7% and 5%)

Fewer BRAF mutations (8% vs 65%)

Fewer RNF43 mutations (25% vs 59%)
I T

MSS/TMB-High: EO compared to AO has:
e More POLE mutations (65% vs 35%)
e Fewer ACVR2A mutations (32% vs 51%)

MSS/TMB-Low: No relevant differences

- L o e

Ear | wrwa vy B D e |

TMB-Hgh s = 20 MavD EOCRC was 3.2 times move Mkely to be
MSS/TMB-High compared to AOCRC (p<0.001)

Eric M Lane+der. ASCO 2023 # 3511
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MSi-H I 2.7%
NRAS I 1.4%

Overall (N=733)

10.6%

Efficacy of panitumumab in left-sided patients with
MSS/MSI-L and RAS/BRAF WT: a biomarker study of the

phase lll PARADIGM trial

Co-occurring gene alterations by tumor sidedness

Left-sided mCRC (n=554)

Gene alteration status, n (%)
MSI-H or RAS/IBRAF mutation
MSS/MSI-L and RAS/BRAF WT

73 432)
96 (56.8)

5 (50%)
5 (50%)

57 (10.3)
497 (89.7)

Incidence of gene alterations in baseline ctDNA

Lot sdet mOC BT (neiSd) Bt aided mCRC (re 1 4W Cnerad poagistsn (W=11)
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- ¢ L metantases Prasent v soaent «  Safety A beated patents asma Toswe Plasma Tiasue
* . 2 . Gepth of respanse,
UL TS Leftacded and Sveral popUanOne --.v.- ...........................
. 1 »t
Dats cutoff cat: Joneary 34, 3833 N=73» Baseline stratification Pvmam:w»eﬂ::g?r::w» o)cvm.m O M DNA) was sequenced uaing &

« The parel was desgned 15 detect 50 musatons, 20 ampifications, and J rearrangements in

MCRCrelated genes a3 wel a8 NS| in 25000 100000 reQ0ns Using sringent qualty critena

» Effcacy (05, PFS. R RO rate, and depth of response) by Ireatment group was evalated

cordng 1o RAS PURASNIRAS), IRAF VOOOE. and M5 status and prmary tumor location

sided MCRC (n=168) Other* (n=10) Overall (n=733)

135 (18.4)
598 (81.6)
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Overall survival by MSS/MSI and RAS/BRAF status in left-sided mCRC

MSS/MSI-L and RASIBRAFWT MSI-H and/or RAS/BRAF mutation
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Overall survival by MSS/MSI and RAS/BRAF status in right-sided mCRC

MSS/MSI-L and RASIBRAFWT MSI-H and/or RAS/BRAF mutation
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Influence of baseline liquid biopsy results on first-line
treatment efficacy of FOLFIRI plus Cetuximab
in patients with tissue RAS-WT mCRC

Data of the phase Ill FIRE-4 study (AIO KRK-0114):

FIRE-4: Subject Disposition

Wlutien  —b Mantenasce b | Ind-Une * Rab
Randomired
~n In=672)
e oI AT roLnam * .
try 1 Cetuximad |ermey 2 Cetunimab FOLFIRI + Cotusisad el 'OLF&:::::;M
RAS v i * 53 no baselne FUFACape * Bevactiumab
unpeetreated for L] EGFR-Free [ R2 - 51 data missing (n= 337)
metastatic dsease Therspy -
FOLR I_ 5-FU/Cape || E Liquid Biopsy Population (n=540)
Cetusimab Bevacremad [t
Ao B ' * Arm 82 (or by ! !
F Cetuximab
Sevinch s 10 Prog e .N'-ql FOLFIR) « Cotuximad “mh.d o
AL {ne 270) FUFACape + Bevaciumab
(= 270)
Laquad Baopsy Program
i ’ e hallenge 1 v ¥ y l v
Primary Endpoint: RAS MUT RASEBRAF WT BRAF MUY RAS MUT RASORAF WT BRAF MUT
Overall Survival after randomisati FOLFIR! +» FOLFRI + FOLFIRI + FOLFIRI » Cotuximab FOLFIR! »Cetuximab FOLPII + Cotuximab
(os) lon 2 Cotwrmab Cotuximab Cotuximab swhched to switched o switched %0
(= 32 (e 221) =1 FUFA/Cape + BDevaciremab FUFACape plus Bevaclremab FUFA/Cape plus Devacizumad
(= 38) (e 211) (= 21)

Legend RASHT = RAS mutant, RASet = RAS wild-type, BRAFAT 5 BRAF™™ wild aype, BRAFmt = BRAF™™ mytam

S. Stintzing. ASCO 2023 # 3507
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FIRE-4: Effect of treatment arm on survival
RAS/BRAF wild-type population (n=432)

Progresson-free survival (PFS) Overal survival (OS)
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FIRE-4: Effect of baseline liquid biopsy result on survival

Progression-free survival (PFS) Overal survival (OS)
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FIRE-4: Effect of treatment arm on survival e
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NeoRAS wild-type metastatic colorectal cancer
in the SCRUM-Japan GOZILA study

The concept of NeoRAS WT mCRC

RAS MT RASWT

P A + MCRC patents with S5sue RAS MT (KRAS or NRAS exon 2. 3. 4 MT) peicr 10
RAS tow @ Getacson Intiation of 1* line chemotherapy are eligitie, regardiess of roatment ines (n=647)
el v nl M Vel et

» ooberh il ~engurndse
© e EGMM Serpy

Al progresswe
Ay ren of Be Yestmerts deeare
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+ Sewall savgie e 2
* Verows westment e
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oty NP of NRAS RASKET (PCR550) Cuasdert 3608 msary '
._ AAS MF core RS S Sappewred o ) HRASNRAS eson 2.3, 4 74 geres nchuting KRAS and NRAS
s ' v CDNA & et Cutiectatie’?) \1 LoD 5% 100 0.2-1.8%
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The incidence of NeoRAS WT mCRC depend on the RAS variants

Group A Sie of angnal KRAS MT in 1ssue (codon) | Site of onginal NRAS MT in tissue (codon)
Exon 2 Exon 3 Exn 4 Exon 2 Exon 3 Exn 4

Al 12 13 58 6 17 48 | 12 13 ) 61 17148
Pasma NOostecsd 91 64 12 0 5 0 6 3 0 0 1 0 0

RASMT  Detected W |278 6 0 10 4 1" 5 3 0 - 0 1
NecRAS () 190 |187 154 0 33 0 383|375 0O 0 10 o 0

+ KRAS codon 12/13 (18,1%) vs other RAS MTs (25.1%). P = 0.21

Group B Site of arignal KRAS MY in Sssue (codon) | Site of ariginal NRAS MT in tissue (oodan)

Exon 2 Exon 3 Exn 4 Exon 2 Exon 3 Exon 4

At 112 13 s 61 17 wel 12 13 s8 81 117 146

RASMT Detected 387 |278 66 o0 11 4 1|5 3 o 9 o 1
NecRAS(%) 98 |89 96 0 184 0 227|167 0 0 1 o0 o

*+ KRAS codon 12/13(9.0%) vs other RAS MTs (15.4%). P=0.14

H. Osumi. ASCO 2023 # 3506
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Logistic regression analysis for NeoRAS WT : Group A/B
*Ref 95% CI 95% CI
GroupA Odds Ratio Lower imit  Upper limit P. value
Liver metastasis (Negative* or Positive) 0.17 0.09 0.33 <0.00001
Lung metastasis (Negative* or Positive) 0.75 0.39 144 0.39
Lymph node metastasis (Negative® or Positive) 045 0.22 0.92 0.028
Peritoneal metastasis (Negative® or Positive) 145 0.75 283 0.27
Bone metastasis (Negative® or Positive) 0.28 0.06 1.29 0.10
Multiple organ metastases (Negative® or Positive) 0.94 0.49 1.80 0.86
Treatment lines (S5th or Later® or 2nd, 3rd and 4th) 1.59 0.77 3.28 0.21
Treatment (Without® or Regorafenib) 0.79 0.19 33 0.74
Treatment (Without* or VEGF inhibitors) 1.72 0.85 348 0.13
Tissue RAS MT (KRAS codon 12, 13* or Others) 1.82 0.90 370 0.098
95% ClI 95% CI
Srows Odds Ratlo | erlimit Upper limit - Vale
Liver metastasis (Negative* or Positive) 037 0.18 0.79 0.0097
Lymph node metastasis (Negative* or Positive) 0.66 027 1.59 035
Peritoneal metastasis (Negative* or Positive) 135 063 287 044
Multiple organ metastases (Negative® or Positive) 0.66 0.30 145 0.30
Treatment (Without® or VEGF inhibitors) 227 0.96 5.35 0.061
Tissue RAS MT (KRAS codon 12, 13* or Others) 234 1.00 549 0.048

Clinical outcomes of anti-EGFR therapy for NeoRAS WT mCRC (n=6)

Othe ¥ PFS
No. Treatmant LUine somatic Mas Gmw( the)
alteraticn %)
1 FOLFIRWPgumumss 5 None - A AR

2 netecant Catunivad 6 TP53, ATM 031 A 293

3 MnotscansPasitumumss 5 APC 014 B 683
4 MnotecansParitumums 7 APC 013 B 14 —_a
B Farid reiporse
5 Panmumumat & TPSLATM 0% A os B L GHA éhesee
I Cuease progresson
| Y A Dwsane pogresson tire

6  Pantumumsb ¢ EGFR 0B B 04 . o0 —"
o ' . ¢ S B 7 &8 ® ¥ U
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#3567: Reversion of RAS mutations in metastatic colorectal cancer in the CCTG C0.26 clinical trial

Authors: Florence T.H. Wu?, James T. Topham?, Chris J. O'Callaghan?, Harriet Feilotter?, Hagen F. Kennecke?, Kimberly C. Banks®, Daniel J. Renout®, Derek J. Jonker®, Dongsheng Tu?, Eric X. Chen®, Jonathan M. Loree?
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Background:

* KRAS/NRAS mutations in metastatic colorectal cancer (mCRC) drive
resistance to antl-EGFR antibodles.

* [Itis unclear if RAS mutations are ever clonally lost, potentially
uncovering a new therapeutic option for patients over time.

Methods:

*  CCTG CO.26 was a phase Il chnical trial that assessed durvalumab +
remelimumab in patients with heavily pretreated mCORC,

*  for 169 patients enrolled on C0O.25, Initlal tissue based KRAS and
NRAS mutation status (wildtype vs. mutated) was determined by
whole exome sequencing (WES) of archival tumor tissue or standard of
care clinical assays.

*  Patients were then divided into four categories (Fig. 1) based on the
temporal evolution of their mCRC RAS mutation s1atus, as determined
by Guardant OMNI panel next-generation sequencing of circulating
tumor DNA (ctDNA) from plasma collected at trial baseline, week 8,
and on progression,

’ _—_  Results:
' . . \
éi ' ) » Of the 95 cases that
1° were RAS™ a3t the
— time of cancer
\ * — \ diagnosis, 6 cases
< - \ (6.3%) became
~ o RAS™ by ctDNA
- - analysis at ‘bascline’
= Pr- or ‘week 8’ of the
=\ .'-'3'.'-’ €0.26 trial. This is
" comparable with the
1.6% to 8.8% rates
of ‘neo-RAS-
wildtype reversions’
— e — — previously reported
el el el it )

Figure 1, Participants groupod by stability of RAS mutations aver time.

Conclusions

Serial ctDNA sampling is useful for detecting
and delineating the duration of RAS mutation
reversions in mCRC.

In CO.26, mCRC RAS mutation reversions
were rare (6.3%) and mostly transient (4.2%),
likely reflecting clonal dynamics in action.

Future Directions:

o s there a RAS mutant MAF thres

tumor burden can still reliably yield response to anti-EGFR

hold below which the bulk of

therapy?

Future studies should incorporate contemporaneous re-biopsy

of tumor tissue to confirm ctDNA-detected RAS reversions,

Ihere are at least four Phase |l trials underway (MolLIMoR,

CCTG CO.26
NCT02870920

Corresponding author:
jonathan.loree@bccancer.bc.ca

Florence T.H. Wu. ASCO 2023 # 3567

Results:

Reversions were often transient. Fig. 2A,8.E,F re-acquired tumour
RAS-mutant status by 55 to 293 (median 162.5) days after baseline.

Four cases showed continued strong presence of other clonal
somatic mutations when ‘neo-RAS-wildtype” reversion occurred (Fig.
2A B.C.E), making these less likely 1o be false negatives from low
volume or non-secreting tumor burden.
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Figure 2. Conal variant dynamics during neo-RAS wildtype reversions.
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* ‘Nep-RAS-wildtype’ group had lower rates of synchronous
metastases, but overall survival (OS) was not significantly
different from overall population once they reach stage IV.

Figure 3. Kaplan Meicr analyses of 05




Optimizing anti-EGFR therapy for metastatic
colorectal cancer

1) Can ctDNA predict outcomes with 15! line
chemotherapy + anti-EGFR?

2) Can a patient with a tissue RAS mutation lose that
RAS mutation and benefit from anti-EGFR therapy?

3) ctDNA vs tissue NGS: What is the optimal approach?

Potential explanations for plasma-tissue assay
discordance

» Spatial heterogeneity of RAS/BRAF
mutations in tumor tissue

» Temporal heterogeneity: RAS/BRAF *
mutations emerged in metastatic lesions ¢
after surgical resection of the primary

Metastatic
» Assay sensitivity -

lesion

 What is the optimal absolute/ relative allele frequency
for a subclonal RAS/BRAF alteration to predict
resistance to anti-EGFR therapy?




“NeoRAS"” = Loss of driver RAS mutations

‘ ® RAS WT (non-mutatad)

B
Acquired resistance to @
anti-EGFR therapy

Sensitive to Emerging
anti-EGFR resistance

NeoRAS: Acquired 4 o0 t

sonsitivity to anti- L3 ‘ & » 5 ‘

EGFR therapy “
Emerging Sensitive to
sensitivity anti-EGFR

* How to distinguish between NeoRAS WT vs "RAS mutation
not detected” in plasma?

* Anti-EGFR therapy vs SOC?
= Trial participation is encouraged
= Qutside of trial, consider a tissue biopsy to confirm loss of
the RAS mutation before treating with anti-EGFR

Clinical trials evaluating anti-EGFR therapy for
NeoRAS WT metastatic colorectal cancer
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Potential explanations for NeoRAS WT phenomenon

Causes of false positive! negative results in ctDNA
» False negatives r
»Low ctDNA shedding T
» Other technical factors \
Low otDNA :

sheddirsg

» Spatial heterogeneity of RAS
mutations in tumor tissue

False Negatives
SOAl)ISOd 9s|e4

» Temporal hetero%enei?' RAS
wild-type disease has a fitness
advantage(?)

Liquid vs tissue biopsy:

* Tissue NGS and ctDNA are
complementary

Both approaches have strengths/
limitations

Adding ctDNA to tissue testing
may capture clinically relevant
heterogeneity

Choice of assay should be
tailored to clinical circumstances

John Strickler. ASCO 2023
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Methods
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for 3350 patients with mCRC with 21 delaciad somatic
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MS scores and status ("MS! Mgh®, “MSI Low”) was
evaluable for 3,030 patents with mCRC across multiple
assays. Blood TMB (0TND) score was evaluable for 1,387
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Serial monitoring reveals emergence of anti-EGFR resistance and secondary therapeutic mutations for initially

MAPK mutation negative mCRC patients
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Does serial circulating tumor DNA (ctDNA) monitoring identify additional acquired actionable
alterations in metastatic colorectal cancer (MCRC)
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Conclusions

e In ths large cohort, senal DNA appears feasible to idensfy
acgquired alleritons. Many of these dlenstions have henpeutc
IMEhcations and further work I8 needed 10 undarstand f and how
10 target acquired alteratons



FOLFOXIRI plus bevacizumab and atezolizumab
as upfront treatment of unresectable mCRC patients:

updated and overall survival results

of the phase Il randomized AtezoTRIBE study

Updated PFS - pMMR cohort

Key eligibil reria
e FOLFOXIRI+bev

(up to 8

o
Y

FOLFOXIRI+bev

= Previously untreated, unresectable and RECIST v1.1- Cycies)
measurable mCRC

* Age 18-75 yoars

» ECOG PS8 22 (ECOG PS= 0 if age= 71-75 years)

* Adjuvant cxaliplatin-contaning chemoiherapy not allowed

* Adjuvant Suoropyrimidne monotherapy alowed f more than
6 months elapsed between the end of adjuvant and frst
relagse

* Adequale bone manrow, hver and renal functions

* No contraindications o IC!

Reintroduction of

FOLFOXIRI/bev

+/- atezo
(up to 8 cycles)

-> SFU/LV +
bev +/- atezo

+atezo

iup to 8

cycies)
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Gut microbiome composition as predictor of the efficacy of adding atezolizumab to first-line FOLFOXIRI plus bevacizumab in metastatic

colorectal cancer: a translational analysis of the AtezoTRIBE study.

Federca Marmorino, Gianmarco Piccinno, Daniele Rossini, Filippo Ghelardi, Sabina Murgioni , Lisa Salvatore, Vincenzo Nasca, Carlotta Amoniotti, Francesca Daniel, Francesco Schietroma, Veronica Conca, Carolina Alves Costa Silva, Emiliano
Tamburini, Stelano Tamben. Alessandro Passardi, Lorenzo Antonuzzo, Raffaella D'Onofrio, Laurence Zitvogel. Chiara Cremolini and Lisa Derosa

Figure 3. KM for PFS according to treatment arm and Ruminococcaceae unclass prevalence
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First-line nivolumab + ipilimumab in patients with microsatellite instability-high/mismatch

repair-deficient metastatic colorectal cancer: 64-month follow-up from CheckMate 142

Figure 2. Objective response rate by subgroup
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No (n = 27)

Treatment-free,' n (%) 30 (97)
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— At 60 months, PFS and OS rates were 55% and 67%, respectively

Exploratory biomarker analysis
e In TMB-evaluable patients (n = 20; Figure 7):

— ORR was 50% in patients with TMB-low tumors and 70% in those with TMB-high tumors
— Median PFS was 17.4 months in patients with TMB-low tumors and not reached in those with TMB-high tumors
— Median OS was 28.8 months in patients with TMB-low tumors and not reached in those with TMB-high tumors

H-J Lenz. ASCO 2023 # 3550




Molecular Targets in Colorectal

Cancer
Moving Beyond EGFR, BRAF, and dMMR

» Targets:
HERZ2 amplification
KRAS G12C mutation
NTRK fusion
RET fusion




Anti-HER2 strategies in mCRC

Prior Lines Mutational mPFS

Treatment n of Treatment Status (m) ORR (%)
MyPathway m* 57 >1 RASWT 29 2
Trastuzumab +
28 NS NR u
TAPUR . b >0
z
40 30
TRIUMPH m’ (Tissue) >1 RASWT
25 (ctDNA) 31 25
Monoclonal antibody + TKI
Trastuzumab +
HERACLES-A lapatinib s 22 KRASWT 47
Trastuzumab + RASWT and
Yuanet al anil 1 22 mutated NR
Trastuzumab +
MOUNTAINEER
tacating 23 22 RASWT 81 52 [ FDA Approval Jan 2023 ]
ADCs
Pertuzumab + RAS/BRAF
HERACLES B T-DM1 )| >2 WT 41
DESTINY- BRAF
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T-DXd in Patients With HER2-Overexpressing/Amplified
(HER2+) Metastatic Colorectal Cancer (mCRC): Primary
Results From the Multicenter, Randomized, Phase 2
DESTINY-CRCO02 Study

A randomized, blinded, 2-stage, 2-arm, multicenter, global, phase 2 study (NCT04744831)

* Stage 1 (randomized) was followed by Stage 2 (nonrandomized), which enrolled an additional 42 patients

Stage 1 Stage 2

Arm 1
T-DXd '
mad 5.4 mgikg | Primary endpoint
QIW IV * cORR by BCR
N0 | Secondary endpoints®
+ ¢ORR by Ievestigator

Patients with HER2+,

RAS wild-type or mutant, | | < DoR = P";;:Z :::,':“v
BRAF wild-type, unresectable, ‘c’g: November 1, 2022}
recurrent, or mCRC « PFS

Srathed by

<« ECOOPSOOm

« Contrally confmmed NER2 states:
HC 3o o INC 2e08Me*

« RAS status (wha typs of mwsant)

This study was not powered to Misbcally compare the two arms.

« 05
+ Salety and tolerabiity

K. Raghav. ASCO 2023 # 3501

Baseline Characteristics

T-0xd
64 mghg QIW

Stage §
Nw e
Median age. years (range) 82 (2%78) 606 084) 9.1 (20M) 623 (O%81)
Sex, n (%) ,
A 210529 M8 45049 "ws
Reglon, n (%)
Ased Pacte B 24 47 ¢513) M0
us 5(125) 124 a3 250
Eurcge WS Was2) 20354 "N
HERZ status, n (%)
e 3e 2 ®mon M2 a4 (a0 M@y
MC 200501 8000 nan Q20 (M0
ECOG PS. (%)
e ZB0 4050 4 05%) 2%
1 10 (450 Q9 % 19 180 (50
RAS status, n (%)
Wid-type Mo Mmoo a9 My
Wowe (%50 BIOD) L' TLIA ) G0
NERDRAS staten, n (%)
PIC 24 150 hia-type (179 sm9 12(48) LI
BAC 2+ 150 st 2% LRRLE ) LIS ] 0
BIC )4 i) type bol Hwo o ) Amo
PIC Jormetant $(29%) 3TN L) LI
Liver metantases ot baseline, n (%) nms 0Mae Smo Mw50)
CNS metastases ot Daseline, n (%) IS 0 ian 1295
Prienary bumor site, n (%)
LoRt coloer 2N N0 61 (144 MBS0
Keoctum s 1208 2. 0«rs)
Haght cobor S (00) Mo 2048 S5

Prior Treatment

T-Dxe

noNg Qxw

Stage ¢

N= &

Median prior lines of tyttemic Berapy, n (range) 41013 (8T 30092) {400m
Systermic chemotheragy, n %) ) (100 42 (0N 2 () @0
L s Nw|_y Nms 0 )
Fecropy i & e 42 (00 82 {90 40 00
Onalglatn & (voe) 4me oY (A 40 (o)
ANt ECGFR, » (%) AaMms5 TR ST 169 5 nms
At HER2. 5 (%) "@m 61143 17 (20.7) 10 (8.8
HERZ Ter LR 485 101127 HsS
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| Efficacy Results

" Best Overall Response by BICR by Subgroup With

T-DXd 5.4 mg/kg

All patients (5.4 mghg) N=82
T-OXd T-DXd HC 3+
54 mghg QIW 6.4 mgkg QIW HER2 status "t 2sABM
IMC 2#015Me —
Stage 2 Stage 1
n=42 N=4 RAS states Wi type
CORR, n (%) [95% C1] 18 (45.0) [20.3-61.5]  13(31.0) (17.647.1] 31 (37.8) [27.349.2] 11 (27.5) [14.6-43.9] —
CR 0 0 0 0 0
PR 18 (45.0) 13 (31.0) 31 (37 8) 1(275) ECOG PS
sD 20 (50.0) 20 (476) 40 (48 8) 23 (57 5)
PO 2(5.0) 6(14.9) 8(98) 4 (10.0) Lo colom
NE 0 3(7.9) 3(37) 2(50) Primary tumes s Right eokons
Confirmed DCR, n (%) [95% €1} 38 (95.0) [B3.1-00.4) 33 (TREG) |632-807)  T1(B66)[77.3-63.1] 34 (85.0) [10.2-84.9) Ne
Pror an)-HER2 treaament
Median DoR, mo (95% CI) 81 (42-NE) 46 (41-70) 55 (42-8.1) 55 (37-NE) Yes

Median Progression-Free Survival by BICR

T-DXd 5.4 mg/kg QIW Total (N = 82)
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Overall Safety Summary

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

n (%) ;

TEAEs 40 (97.6) 42 (100) 82 (98.8) 39 (100)
Drug-related 38 (92.7) 38 (90.5) 76 (91.6) 37 (94.9)

TEAEs grade 23 20 (48.8) 21 (50.0) 41 (49.4) 23 (59.0)
Drug-related 16 (39.0) 18 (42.9) 34 (41.0) 19 (48.7)

Serious TEAEs 8 (19.5) 12 (28.6) 20 (24.1) 12 (30.8)
Drug-related 4 (98) 7(16.7) 11 (13.3) 6 (154)

Adjudicated Drug-Related ILD/Pneumonitis by
Independent Adjudication Committee

T-DXd
5.4 mg/kg Q3W

Adjudicated as drug-related Stage 2
ILD/pneumeonitis, n (%) | n=42

Any grade 4(9.8) 3(7.1) 7(8.4)

T-DXd
6.4 mg/kg Q3W

Stage 1
N=239

5(12.8)

K. Raghav. ASCO 2023 # 3501




| KRAS G12C inhibitors in mCRC |

Adagrasib

Waeiss ot al, ESMO 2021
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Fakih of 8. Lancet Oncol 2022

| KRAS G12C inhibitors + anti-EGFR in mCRC

Adagrasib + Cetuximab

Updated ORR (n=28). 46%

Weiss ot al. ESMO 2021
Klempner ot al, ESMO 2022

KRYSTAL-1

KRYSTAL-10: Phase 3 Seudy of Adograsid + Cetuximob vs Chemotherapy in KRAS G12C-mutate CRCm [29) 7

Sotorasib + Panitumumab

o s with Adagrasib® 600 mg BID +

cetuximab® 500 mg'm* QaW

previously treated A
- REN BN BN I B B = = advanced CRC "R\
nd harboring ( 11
.. ' KRASYW. A g
! . oo = mutations 1
L (n=-420 C hwmotherapy (FOLFIRI or mFOLFOXE)®
" Lttt
- rend -

- -t sT ORR: 33%

Updated ORR (n=40): 30%

Fakih ot al, ESMO 2021
Kuboki et al, ESMO 2022
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Sotorasib (Soto) Plus Panitumumab (Pmab) and FOLFIRI for Previously Treated KRAS G12C-mutated

Metastatic Colorectal Cancer (nCRC): CodeBreaK 101 Phase 1b Safety and Efficacy

David S, Hong,' Yasutoshi Kuboki,? John H. Strickler,® Marwan Fakih,* Haléne Houssiau,® Timothy J. Price* Elena Elez,” Salvatore Siena,* Emily Chan,* Jane Hippenmeyer,® Panli Cardona,® Qui Tran,* Toshiki Masuishi®

STUDY SCHEMA

CodeBreak 101 Subprotocol M phase 1b, nufticenter, open-label study*: sotorasid + panitumumab + FOLFIRY in previously treated KRAS G12C-mutated mCRC

» Confirmed ORR (all partial responses) was 55% (95% CI: 38.7, 70.2)

= T and DCR was 93% (95%ClI: 80.5, 98.5), with 2 additional patients
m Dewe sxplorstion Dou_.:lo:a‘-on' with unconfirmed responses awaiting confirmatory scan
. :;n;:i;:.-;:‘;u.:ncm: wdortfod Brough kaa Oou”?vd :aoM :::D:J:’::!: Sotorasib: 960 mg PO dally Part { Part 2
o Hio s podiocienor iatulmmans Bo suer KEVGS Sotorasid. 960 mg Dose Level 1 + ant ant
iy, - WeS Guckee Passtumumab: § mhg IV Q2W Sotorash + Sotorasib +
o KRASYE shtder narve [Part 2 ooly) Pantumumab: § mg/kg IV Q2W the RP2D: . . -
R e B : POLFI IV G2 Panitumumab +  Panitumumab +
e :::” ok SFU o rechecn FOLFRI IV Q2W Response by investigator FOLFIRI FOLFIRI Total
assessment’ n=§ n = 36) (N=42")
’ Py Satpes Sully melinty ,,.. ORR confirmed 3 (50 20 (56) 23 (5)
Secondary Exdpoints: And-tumaor eficacy (ORR. DCR. DOR v1.1. and O5) and PX (95% CI) (11.8, 88.2) (38.1,72.1) (38.7, 70.2)
CR 0 0 0
PR 3 (50 20 (56)' 23 (59)'
* All patients received prior fluoropyrimidine, and 70% of patients sD 3 (501 13 (36) 16 (38)
received prior irinotecan PD 0 2 (6) 2(5)
* Patients received a median of 2 prior lines of therapy with Unavaiable 0 1(3) 12
approximately one-third each receiving the study regimen as DCR 6 (100) B 92) 39 (93)
second-line, third-line or 2 fourth-line therapy (95% CI) (54.1, 100.0) (775, 983) (805985

I * No clinically meaningful PK interaction was observed between sotorasib and irinotecan

* No DLTs were observed in dose exploration and sotorasib 960 mg daily, panitumumab 6
mg/kg IV Q2W and FOLFIRI IV Q2W was determined as the RP2D

« Safety findings were consistent with known profiles of sotorasib, panitumumab, and FOLFIRI
David S. Hong. ASCO 2023 # 3513




Abstact number: 3585 Efficacy and safety of IBI351 (GFH925) monotherapy in metastatic colorectal cancer harboring KRASG12C mutation:

preliminary results from a pooled analysis of two phase | studies

Figure 1. Tumor change In target leslon size from baseline at 600 mg BID

BACKGROUND 1w
80 <

* KRAS“*X oncogenic mutation occurs in 3-4% of colorectal cancer (CRC),2
and it has shown Lo be a promising Larget in KRAS® ™ mutant cancers.

* IRI3ST (GFH92S5) is an irrevernibly covalent inhiitor of KRASS pad has
demonstrated promising anti-tumor activity with acceptable safety in
advanced solid tumors.”

* We present 2 pooled asalysis of two phase | studies to cvaluate the
efficacy and safety of 1BI1351 (GFHY2S5) monotherapy for metastatic CRC
hathoring ERAS™ ™ mutation

fest e Change %om basebne, ¥

Patieents (N=41°%)

Safety and Efficacy of D-1553 in KRAS G12C-mutated Colorectal Cancer: ASCOQ =iz
Results from a Phase I/ll Study

EMHOWLLIDOE CONOQURES CAMNCLR

hresh M. Gagges!’, Rache! L. Sanborr?®, Xintang Sheoorong W Seok Jas 1uh | o roey

Figure 1. Stugy Design
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Abstract 3517: Upfront palliative resection of primary tumor versus no resection in patients with synchronous metastatic
colorectal cancer: the randomized phase 3 CAIRO4 study of the Dutch Colorectal Cancer Group (DCCG)
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