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Warum neoadjuvante Therapie?

e friihzeitige Verhinderung einer Metastasierung und Verbesserung DFS/0OS
 Sicherstellung der systemischen Therapieapplikation
* in vivo Wirksamkeitstestung

* als definitive Therapie

* lokalisationsabhangig

* molekular basiert

e zur Evaluation zielgerichteter Therapien (Studien)
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Warum neoadjuvante Therapie?

e friihzeitige Verhinderung einer Metastasierung und Verbesserung DFS/0S




Neoadjuvante Chemotherapie - 2J RecRisk

Colon cancer
CT predicted T3-4, NO-2, MO

Fit for sugery and chemo
Not obstructed

Pre&postop

6 wks
OxFP

Surgery
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Neoadjuvante Chemotherapie - 2J RecRisk

Colon cancer
CT predicted T3-4, NO-2, MO
Fit for sugery and chemo

2-Year

B0
Not obstructed Recurrence
— Control 76/354
— NAC 117/699
RR (95% CI} 0.72 {0.54 to 0.98)
P=.037

Pre&postop

6 wks
OxFP 0 T T T T T
0 1 2 3 4 5

Percentage Recurred

Surgen; Time to Recurrence (years)
No. at risk:
Control 354 304 237 180 107 64
NAC 699 625 534 379 228 145
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Neoadjuvante Chemotherapie - DFS

Experimental group

Neoadjuvant chemotherapy Adjuvant
Ke\:\'";"l‘;ig's‘ criteria mFOLFOX6 (6 cycles) or Surgery > chemotherapy
ed 18-75 yrs
i CAPOX (4 cycles) for 3 months
« Biopsy-proven colon N=738
adenocarcinoma, at least
12 cm from the anal verge
« Radiologically staged Standard-of-care group
locally advanced (T4 orT3 1:1 If‘ ——————————————————————— 1
with 25 mm invasion s s |
beyond the muscularis g I !nvestlgator-chmce |
propria assessed by CT) > Surgery _>: adjuvant chemotherapy :
| on the basis of pathological TNM stage |
Stratified by center, clinical g ]
T stage (cT3 vs cT4), clinical MFOLFOX6: Oxaliplatin 85 mg/m2, Leucovorin 400 mg/m2, 5-FU 400 mg/m?2 IV bolus, followed by 2400 mg/m2 continuous IV
N stage (CNO Vs CN1-2) infusion over 46 hours, CAPOX: Oxaliplatin 130 mg/m2, Capecitabine 1000 mg/m2 BID Days 1-14, Q3W; Surgery performed

within 4 weeks after completion of neoadjuvant chemotherpay.
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Neoadjuvante Chemotherapie - DFS

Disease-Free Survival (DFS) in mITT Population

Experimental group 100 1
——  Experimental group
7 = Standard-of-care group
Neoadjuvant chemotherapy Adjuvant a0 ST
i ——
Key inclusion criteria mFOLFOX6 (6 cycles) or Surgery > chemotherapy e
s s CAPOX (4 cycl for 3 months z "]
« ECOG PS0-1 (4 cycles) T
« Biopsy-proven colon N=738 2
adenocarcinoma, at least 2 504
12 cm from the anal verge £ ] i
« Radiologically staged Standard-of-care group 3 10 Experimental group Standard-of-care group
locally advanced (T4 orT3 1:1 i“ ——————————————————————— 1 2 304 [n=371) {n=373)
with 25 mm invasion | Investigator-choice | o 3-year DFS rate, % (95%Cl) 78.4 (73.5-83.3) 76.6 (71.9-81.3)
beyond the muscularis g = |
propria assessed by CT) > Surgery —>: adjuvant chemotherapy : wl  Stratified HR" (95%CI) 0.78 (0.55-1.10); Log-rank P =0.16
| on the basis of pathological TNM stage | a . . . . .
Stratified by center, clinical - ] o 12 2 £ A8 B0
T stage (cT3 vs cT4), clinical MFOLFOX6: Oxaliplatin 85 mg/m2, Leucovorin 400 mg/m2, 5-FU 400 mg/m2 IV bolus, followed by 2400 mg/m2 continuous IV Number at risk Time since randomization jmanths)
N stage (CNO Vs CN1-2) infusion over 46 hours; CAPOX: Oxaliplatin 130 mg/m2, Capecitabine 1000 mg/m2 BID Days 1-14, Q3W; Surgery performed
within 4 weeks after completion of neoadjuvant chemotherpay. (number censored) .
* Stratified foctars
Exparimantal group 7o) 199 (39) 205 {111} 117 (190} 60 (244) 15 (288) included center, finical T
stoge [cT3 vs ¢T4), eltnical
Standard-ofcare group 373 [0) 17E (a4) 214 (390} 134 (165) 69 (225) 11(284) N stoge (N vs cN1-2
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eoadjuvante Chemotherapie - OS

Overall Survival (OS) in mITT Population
50 +
100
o Deaths/N = \-&\_‘—H_—._—
.E Control 63/354 T
& —— NAC 105/699 01
% RR = 0.76 (95% CI1 0.55 to 1.06), P=.104 fo ——  Experimental group
(18] E &0 4 —— Standard-of-care group
2 25 z
@ 3 2 50
o 19
@ g 41 Experimental group Standard-of-care group
o 2 (n=371) (n=373)
sl 3-year OSrate, % (95%Cl) 94.9 (92.2-97.6) 88.5 (84.6-92.4)
0 w4  Stratified HR™ (95%CI) 0.43 (0.22-0.83); Log-rank P =0.01
- T T T T T
0 1 2 3 4 5 g T T l
1] 12 ! 36 48 &0
Time tO Death (years) Number at risk Time since randamization (months)
No. at risk: {rumber censored) * stratified foctars
C{}ntr{}l 354 330 285 21 1 121 74 Experimental group 371(0) 319 (49) 233 (130) 132 (227) 71 (287) 16 (340) ;‘:;J;:;{,T;e\:r;;’-:I:ll:};of::"
NAC 699 669 605 426 256 164 Standard-of-care group 373 (00 321 (50) 251 (103} 155 (188} 80 (262) 15(327) N stage [eND vs eN1-2
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Warum neoadjuvante Therapie?

 Sicherstellung der systemischen Therapieapplikation




Assessed for eligibility (n = 4,907)

Ineligible (n = 2,316) :

Eligible (n = 2,591)

Declined (n = 1,538) |

Randomly assigned (n = 1,053)
|

Pre- and postoperative

—l chemotherapy (n = 699)

Withdrawn (n=8)
All follow-up (n=4)
Clinical but not registry FU (n = 4)

Postoperative chemotherapy
(n = 364)

Withdrawn from all FU (n=1)
Died before surgery
(including 1 who (n=2)

declined surgery)

Did not start Started
chemotherapy chemotherapy
(n=17) (n = 674)
L 1
Patient choice  (n = 8) Clinical decision (n=9) Did not finish Finished
Refused line (n=1) Perforation (n=4) chemotherapy chemotherapy
Risk of obstruction (n=4) (n = 68) (n = 606)
Wanted =7
anted surgery (n J Low-risk tumor (n=1)
Withdrew .
from clinical Died
FU (n=2) (n=2)
Died (n=1)
Resection attempted (n = 686)
1
| | | I I 1
R unknown Metastases Unresectable
= R1(n =26 R2(n=2
RO (n = 648) (n ) n=2) n=1) n=7) n-2)
| | | | | |
|
Withdrawn (n=9)
All follow-up (n=1)

Chemotherapy started (n = 584)

|
Chemotherapy NOT started (n = 102) [ ]

(includi:g & \;\;\ho diecl_wit:\in ad}juvam Did not finish Finished postoperative
SRS RS chemotherapy (n = 137) chemotherapy (n = 447)

| |
I
2-year status: 117 residual or recurrent disease, 5 died no
recurrence, 559 alive no recurrence, 18 less than 2 years of FU
(including 5 withdrawn from all FU)

Clinical but not registry FU (n = 8)

0pe
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Resection attempted (n = 351)

| I | T
RO (n-311) R1(n=231) Metastases Unresectable

R2in=2 "n_g (n=4)
| | | |
Withdrew (n=2)
Died (n =4)
I 1
Chemotherapy NOT Chemotherapy started
started (n =91) (n = 260)

Did not finish chemotherapy
{including 1 who died

within adjuvant

chemotherapy timeframe) (n = 86)

Finished postoperative
chemotherapy (n = 174)

2-year status: 75 residual or recurrent disease, 7 died no
recurrence, 261 alive no recurrence, 11 less than
2 years of FU (including 3 withdrawn from all FU)
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Withdrawn (n=8)
All follow-up (n=4)
Clinical but not registry FU (n = 4)

Assessed for eligibility (n = 4,907)

Ineligible (n = 2,316) :

Eligible (n = 2,591)

Declined (n = 1,538) |

Randomly assigned (n = 1,053)
|

Pre- and postoperative

—l chemotherapy (n = 699)

Did not start Started
chemotherapy chemotherapy
(n=17) (n = 674)
L 1
Patient choice  (n = 8) Clinical decision (n=9) Did not finish Finished
Refused line (n=1) Perforation (n=4) chemotherapy chemotherapy
Risk of obstruction (n=4) (n = 68) (n = 606)
Wanted =7
anted surgery (n J Low-risk tumor (n=1)
Withdrew .
from clinical Died
FU (n=2) (n=2)
Died (n=1)
Resection attempted (n = 686)
1
| | | I I 1
R unknown Metastases Unresectable
= R1(n =26 R2(n=2
RO (n = 648) (n ) (n=2) n=1) n=7) n-2)
| | | | | |
|
Withdrawn (n=9)
All follow-up (n=1)

Clinical but not registry FU (n = 8)

Chemotherapy NOT started (n = 102)
(including 5 who died within adjuvant
chemotherapy timeframe)

Chemotherapy started (n = 584)
|
| 1
Did not finish Finished postoperative
chemotherapy (n = 137) chemotherapy (n = 447)

0pe
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2-year status: 117 residual or recurrent disease, 5 died no
recurrence, 559 alive no recurrence, 18 less than 2 years of FU
(including 5 withdrawn from all FU)

Postoperative chemotherapy
(n = 364)

Withdrawn from all FU (n=1)
Died before surgery
(including 1 who (n=2)

declined surgery)

Resection attempted (n = 351)

Metastases Unresectable

RO(M=311) R1(n-31) R2n-2 "3 e a)
| ] |
Withdrew (n=2)
Died (n=4)

Chemotherapy started
(n = 260)

Chemotherapy NOT
started (n =91)

Did not finish chemotherapy
{including 1 who died

within adjuvant

chemotherapy timeframe) (n = 86)

Finished postoperative
chemotherapy (n = 174)

p

S

2-year status: 75 residual or recurrent disease, 7 died no
recurrence, 261 alive no recurrence, 11 less than
2 years of FU (including 3 withdrawn from all FU)

73% Start ACT

49% kompl. ACT
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Assessed for eligibility (n = 4,907)

Ineligible (n = 2,316) :

Eligible (n = 2,591)

Declined (n = 1,538) :

Randomly assigned (n = 1,053)

. T
W:Tldf:)al‘llzr\:v—up :: : i; Pre- and postoperative Postoperative chemotherapy
Clinical but not registry FU (n = 4) EREE iy = (n = 354)
]
! 1
Did not start Started Withdrawn from all FU (n =1)
ChELEIE chemotherapy Died before surgery

=Tl il 87% kompl. NACT EEEals B

= E Clinical decision (n=9) Did not finish Finished
Patient chi =8 .
;;Ss:d ‘Iji:::: :2 - 1; Perforation (n=4) chemotherapy chemotherapy Resection attempted (n = 351)
Wanted surgery (n—7) Risk Cl.f obstruction (n=4) (n = 68) (n = 606)
Low-risk tumor (n=1) f I T | I
Withdrew RO(n=311) R1(n=31) R2(n=2) Metastases Unresectable
from clinical Died (n=3) =13,
FU (n-2) (n=2) | ] |
Died (n=1) Withdrew (n=2)
Died n=4)
Resection attempted (n = 686)
| Chemotherapy NOT Chemotherapy started o
[ | I I | 1 started (n =91) {n = 260)
R unknown Metastases Unresectable 73 A) Sta rt ACT
RO (n = 648) R1 (n = 26) R2(n=2)
(n=1) (n=7) (n=2)
| | | | | |
| |
Withdrawn (n=9) ~
All follow-up n=1) — Did not finish chemotherapy
Clinical but not registry FU (n = 8) Chemotherapy started (n = 584) (including 1 who died Finished postoperative
I within adjuvant chemotherapy (n = 174) 49% ko m pI B ACT
Chemotherapy NOT started (n - 102) | } HEE I 3y IDEnE) (=23 J
(lncludlr:‘lg g \;\;1h0 dlecl_wnpln ad}]uvam Did not finish Finished postoperative
SRS RS chemotherapy (n = 137) chemotherapy (n = 447)
L 2-year status: 75 residual or recurrent disease, 7 died no
|
J recurrence, 261 alive no recurrence, 11 less than
I
2 years of FU (including 3 withdrawn from all FU)
2-year status: 117 residual or recurrent disease, 5 died no v g
bertus Wald

morzentrum

recurrence, 559 alive no recurrence, 18 less than 2 years of FU

(including 5 withdrawn from all FU) 64% kom pl ] Pe I"iO pCT
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Warum neoadjuvante Therapie?

* in vivo Wirksamkeitstestung

I Hubertus Wald Tumorzentrum I
Universita Hamburg




Prognose nach Tumorregression

Regression grade Recurrence/N
B0 4 — N0 regression 64/232

g —ild regression 60/300

= — \loderate regression 12/84

a — Marked regression 2/28

é — Complete regression 0/24

[ab)

o

©

e

c

@

&

|

[eb]

oo

Time to Recurrence (years)

No. at risk:
No regression 232 200 167 116 73 48
Mild regression 300 273 236 167 101 58
Moderate regression 84 82 71 56 40 27
Marked regression 28 28 24 17
Complete regression 24 24 22 15
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Diskussionspunkte NACT

* (Un-)Sicherheit der radiologischen Diagnostik

* ja, aber mittels definierter Kriterien an 80 Zentren in 3 Landern
umsetzbar




Diskussionspunkte NACT

* (Un-)Sicherheit der radiologischen Diagnostik

* ja, aber mittels definierter Kriterien an 80 Zentren in 3 Landern
umsetzbar

 Ubertherapie (Kontrollarm 24%/30% UICC Il - LR)

Radiological T-stage

* aber alle Stadien profitieren

l
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Tast for haterogenaity batween subgroups: X3 = 0-5; P = 0-80




Diskussionspunkte NACT

* (Un-)Sicherheit der radiologischen Diagnostik

* ja, aber mittels definierter Kriterien an 80 Zentren in 3 Landern
umsetzbar

 Ubertherapie (Kontrollarm 24%/30% UICC Il - LR)

* aber alle Stadien profitieren R -
, dEH —
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® Pe r I O p e ra t | Ve KO m p | I ka t | O n e n Test for haterogenaity batween subgroups: X3 = 0-5; P = 0-80
* nicht schlechter (Insuff/Abszess/ReQOp besser) T o
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Warum neoadjuvante Therapie?

* als definitive Therapie

* lokalisationsabhangig

* molekular basiert

hope |




Warum neoadjuvante Therapie?

* als definitive Therapie

* |okalisationsabhangig > TNT Rektumkarzinom

* molekular basiert

hope |




Molekular gesteuerte Neoadjuvanz

* MSI/dMMR




Auswirkung MMR-Status auf NACT

80

701 B ovivR

70

60
=X B ¢vvr
@ 50
1=
@ 40+
o
S 30-
o-
209 15
10 A
3 4 5
ol e mmm [ 2
Complete Marked Moderate Mild No
Regression Regression Regression Regression Regression
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Percentage

Auswirkung MMR-Status auf NACT

80
70
60 |

40
30

20
10

B »vvR
B ¢vvr

70

15
5
| emwm |~ B 2
Complete Marked Moderate Mild No
Regression Regression Regression Regression Regression

2-Year
50 Recurrence
Events/N
E Control 63/286
= = NAC 99/581
a3 RR(95% Cl]  0.69 (0.50 to 0.97)
L+ -
< 30
= 24
g
= 23
MMR/ g
o
e
P 5
o 18
0 T T T T T
0 1 2 3 4 5
Time to Recurrence (years)
No. at risk:
Control 286 243 185 138 81 49
NAC 581 523 446 317 192 121
2-Year
Recurrence
50 Events/N
- = Control 13/68
o —— NAC 191117
5 RR (95% CI) 0.86 (0.42 to 1.76)
o =
2 =
-3
5]
=2 .
s 19 23
dMMR g -
(=]
2
[+
o
MSI-H .
0 T T T T T
0 1 2 3 4 5
Time to Recurrence (years)
No. at risk:
Control 68 60 52 42 26 15
NAC 17 102 8 62 36 24
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Neoadjuvant Nivo/Ipi bei MSI-H

First cycle
Nivolumab 3 mg/kg +
ipilimumab 1mg/kg

Second cycle

Surgery
Nivolumab 3mg/kg

Tissue, plasma + Plasma + PBMC Tissue, plasma + Plasma + PBMC
PBMC PBMC (follow-up)

Chalabi et al ESMO 2022 |
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Neoadjuvant Nivo/lpi bei MSI-H

S 20-

e Yes (< 50%) 106 (99%)
‘g PR Major (£10%) 102 (95%)
il Complete (0%) 72 (67%)
g -80- Partial (10% - 50%) 4 (4%)
& I No (250%) 1(1%)

| [NopcR_JpcR |

Sporadic tumor 27 (42%) 38 (58%)

n =65

Lynch Syndrome [Ee#L%) 25(78%) P = 0.056
n=232

Chalabi et al ESMO 2022 'E
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ologic | | "o
- Radalzldog'c disease [ ChemoRT < Clinical
. complete
endoscopic < response
evaluation

Definitive Immuntherapie
fortgeschrittenem Rektum

Clinical L
complete | — | Non-o perative follow
p p every 4 month

nei MSI-H lokal

Karzinom

Cercek et al NEJM 2022 |




Definitive Immuntherapie bei MSI-H lokal
fortgeschrittenem Rektumkarzinom

Dostarlimab
Treatment
|
1
|
3 |
. |
2 |
Residual 8 I—
disease 7 I—
Residual 5
. : dua ChemoRT 9 *
RadloI:glc disease _'- Clinical a 5 ——
an complete I |
endoscopic response B I—
evaluation T 12 T
Clinical 10
complete L | Non-operative follow 13 median follow up 6.8 months (0.7-23.8)
response up every 4 months 14
15
16 | M Clinical Complete Response
17 | Response
Time of Clinical Complete Response
18 - |
0 3 6 9 12 15 18 21 24 27 30

Time Since Treatment Started (months)

Hubertus Wald
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Warum neoadjuvante Therapie?

e zur Evaluation zielgerichteter Therapien (Studien)
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Molekular gesteuerte Neoadjuvanz

* MSI/dMMR

Ausblick

* BRAF

* HER2

* KRAS p.G12C
* [mmunoscore

. E
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Ungunstige Prognose bei BRAF Mutation

100 . . . , ,
0 BRAF status in patients with microsatellite-stable tumaors
2 80 - 1.0
= 704 0.9 I,
: '»
£ 60+ — 0.8 .
b:"i 50 0.7 - s
.% 40+ 0.6+
E 30 Mnlecular:uMype E 0.5+
— teted BRAF & KRAS, pMMR
W 9p- Mutant KRAS pMAR F 0.44 | ——— BRAF wild type
Mutant BRAF pMMR
10 | s S;Dr_;dic dMMTz 0.34 | ====== BRAF mutated
o4 s Familial dMMR 0.2
0 12 24 % 48 60 014 Unw.:irlaT.e HR, 1.41 (85% Cl, 0.97-2.04); P=.07
Months since randomization 0 Multivariate HR, 1.74 {35% Cl, 1.14-2.69); P=.01
N tated BRAF & KRAS, pMMR I ! ! J !
i 1204 1041 808 B85 354 0 1 2 3 4 5
Mqunqtasm FRAS PR 813 644 540 a7z 223 Time, y
Mutant BRAF pMMR ND. at riSk
Sporadic JMMR BRAF wild type 1382 1235 961 726 273 7
R M- % s = " o BRAF mutated 94 78 52 35 12 0

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg

Sinicrope et al Gastroenterology 2015, Taieb et al JAMA Oncol 2016 |
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Encorafenib, Cetuximab und Binimetinib 1st line

Best change from baseline (%)

ORR 48%, DCR 88%

BOCR MCR WPR #SD MNE MPD

Patients

Duration of exposure, median (range), months
Encorafenib 4.96 (0.09-15.40)

Binimetinib 4.67 (0.07-14.95)
Cetuximab 4.96 (0.23—-15.15)

Relative dose intensity, median (range), %
Encorafenib 95.4 (31-100)

Binimetinib 93.3 (3—-100)
Cetuximab 93.8 (5-109)

By preferred term

Diarrhea

Nausea

Dermatitis acneiform
Rash

Vomiting
Abdominal pain
Dry skin

Asthenia
Constipation
Anemia

Decreased appetite
Fatigue

Dyspnea

Pyrexia

Vision blurred
Pruritus

Lipase increased*
Dysgeusia

Skin fissures
Paronychia
Amylase increased®
Headache

Back pain

64 (67.4)
43 (45.3)
38 (40.0)
38 (40.0)
36 (37.9)
31(32.6)
30 (31.6)
30(31.6)
25 (26.3)
25 (26.3)
22(23.2)
18 (18.9)
15 (15.8)
14 (14.7)
13 (13.7)
12 (12.6)
12 (12.6)
12 (12.6)
11 (11.6)
11 (11.6)
10 (10.5)
10 (10.5)
10 (10.5)

VanCutsem et al WCGIC 2021/JCO 2023

e ewsm
All grades, n (%) Grade 23, n (%) |

9(9.5)
8(8.4)
3(32)
1(1.1)
3(32)
4(42)
1(1.1)
2(21)

10 (10.5)
3(3.2)

1 (i.n

10(10.5)

4(4.2)

1(11)
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Unglnstige Prognose bei HER2 Positivitat

Recurrence Free survival and Overall Survival according to the ERBB?2
status determined by NGS

1.00+ 1.004
" HR_usteqr =16 Clgg [0.9-2.7]
8 .
€ 0751 £ 475
2 =] |
2 =4 | PN
A 050 g 050
® s
3 5
[, o
8 =
& 0251 g 0.251
3 p=0.04 univariate log-rank test p=0.05 univariate log-rank test
o
0.00 0.004
0 2 4 6 8 [5) 2 4 6 8
Years Years
=+ Mutation ERBB2 or Amplification =+ No alteration =+ Mutation ERBB2 or Amplification =+ No alteration
Number at risk Number at risk
| 64 a4 30 14 4 — | 64 61 a1 19 4
— | 1625 1273 1050 532 82 — | 1614 1494 1196 593 86
0 2 4 6 8 0 2 4 6 8
Years Years

* Adjusted on RAS status, histological grading, perforation or occlusion pN and pT, age, tumor location, vascular and lymphatic invasion,
treatment arm

COPENHAGEN FONETess
2016
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HER?2 gerichtete Therapien >1st line

Fallzahl ORR mPFS mOS
Trastuzumab + 27 30% 5.4 14
Lapatinib
Trastuzumab + 57 32% 2.9 11.4
Pertuzumab
Pertuzumab + T-DM1 30 10% 4.1
T-DXd 53 45% 6.9 15.5
Trastuzumab + 84 38% 8.2 24.1
Tucatinib
T-DXd 82 38% 5.8 13.4

Sartore-Bianchi et al 2015,Merici-Bernstam et al 2019,
Sartore-Bianchi et al 2020, Siena et al 2021, Strickler et al
ESMO-GI 2022, Raghav et al ASCO 2023 |
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KRASI/EGFRI bei KRAS p.G12C

Maximum % Change From Baseline

20

-20 -

-40

-60 —

-80

Responses

[ Partial response

suawse  ORR 46%, DCR 100%

-100 -~

Evaluable Patients (n=28)

Confirmed objective responses were observed in 46% (13/282); DCR was 100% (28/28)

Tumor shrinkage of any magnitude occurred in 93% of patients

Hong et al ASCO 2023

Hubertus Wald Tumorzentrum
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Part 1: Cohort B
Key eligibility criteria dose explorationt
(N =6)

« KRAS G12C-mutated mCRC, identified Dose Level 1: observed, Sotorasib: 960 mg PO daily
through local molecular testing 5

« No dose reduction or intolerance to prior
KRASS2C inhibitor treatment (Part 1 only)

. KRASG”C inhibitor-naive (Part 2 only)

KRASI/EGFRi + Chemo bei KRAS p.G12C

No DLTs

were

Sotorasib: 960 mg PO daily and Dose

Panitumumab: 6 mg/kg IV declared

il Q2w the RP2D*

= No dose reduction or delay due to 5-FU or +
irinotecan toxicity if previously received FOLFIRI IV Q2W

ORR 55%, DCR 93%

Part 2: Cohort G
dose expansiont

(N = 40)

+ Level 1 was Panitumumab: 6 mg/kg IV

+

FOLFIRI IV Q2W

% Change From Baseline In 30D

120+

B0

Confirmed BOR:

Il FR
@ sD
I FD

Part 1B
[ Part 2G
#* Patients whose disese progressed
with prior innotecan’
# Patients treated with prior
KRAS®'2C jnhibitor (Part 1 only)

Hong et al ASCO 2023 [
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Immuntherapie bei MSS?

pMMR tumors
ccc £ EEE € E£EC C C C

Nivo/Ipi (NICHE) — MSS Kohorte

PCR 29%

Pathologic tumor regression (%)

— I authorn lleensed by ASULU. Fermission required ror reuse,
C = celecoxib - Y RS TOr TN o WLEDGE CON GUERS CANCER
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Immuntherapiepradiktoren bei MSS

SFU/LV ‘
+Bev

FOLFOXIRI+bev

(up to 8 cycles) Reintroduction of

Cu

FOLFOXIRI/bev

+/- atezo
(up to 8 cycles)

-> 5FU/LV +
bev +/- atezo

+atezo +Bev ‘

+Atezo

E FOLFOXIRI+bev SFU/LV

(up to 8 cycles)

CD8+ and PD-L1+ cell densities and proximity between them,
by means of HIC and digital pathology

g

e o ‘/‘_/ ) : < \ > "!:3'13 ,:. ‘:::‘;‘
7 &
A B C D

High 1S-IC: high density of CD8+ and PD-L1+ cells and proximity between them
Low IS-IC: low density of CD8+ and PD-L1+ cells and proximity between them

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg
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Immuntherapiepradiktoren bei MSS

0 g Group  Evemis/Total Medlan r:smcn
s . — OIS G 1306 906 7-NE)
5 FOLFOXIRI+bev SFU/LV ‘ 1 ceeens CUIESIC Low P 125 (%0 7-14.9)
(up to 8 cycles) +Bev Reintroduction of 04 = L., _ — EAPISAC HGh 1401 NE 113 5-NE)|
J Exp 15K Low n1Gd W MWeEIIN)
+ Ceraxn
FOLFOXIRI/bev 80
+ -
/- atezo 3 "
(up to 8 cycles) -g
3
-> 5FU/LV + 3® ____l
FOLFOXIRI+bev SFU/LV bev +/- atezo 2 .
+Bev -
+atezo B sl -
(up to 8 cycles) E 40
4
g ¥ - - &
CD8+ and PD-L1+ cell densities and proximity between them, 2 : | P
by means of HIC and digital pathology o AR 2
N A % 0 H . K .
s RN PMMR IS IC-high: 32%
2 ‘I 2 X < ” :ﬁsﬁ"; : .‘;’,.',‘ 0 T T T
S o 4 1 0 5 10 15 » 25
gl L -
A B C D No. at Risk (No. Cumulative Censors)
L 5490 Hah 1603 120 S S 2141 o3

High 1S-IC: high density of CD8+ and PD-L1+ cells and proximity between them CsiClow 3B 31 201 won
Low IS-IC: low density of CD8+ and PD-L1+ cells and proximity between them D IS4C gt 27 X I '
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Immuntherapiesensitive Subgruppe?

Imblaze 370 : Ref LAtezo +/- cobl vs. Rego BACCI : Ref L Cape/Bev +/- Alezo/PBO MODUL : Maint FR/Bev +/- Atezo

Al sl Pl Cobarve el e ey Frogrestian-ires sarviual

g iy G5 007)-1 3Bk p=09

Prgrsmon-res sumool prbatily

Tremi'Durva vs. BSC

g HE for e, 0177 (S0 0%

S e ]

Progression-free srvival® (%)

Eng C et al , Lancef Oncol 2019; Mettu N et al . JALE A S ( o [ : Lenz ! Antonictti C et al | Lancef On
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AlO - NeoCOLOPREDICT Studien Plattform

Neo-COLOPREDICT
!
e Preoperative Colorectal cancer (cT3/4 or N+) Radiologically (CT) staged
0 disease as: T3-4 (as invasion
3 of surrounding tissue
d - ¥ . ¥ ¥ structures or organs) and/or
MSI-H (12%) [ M55 ] [ BRAF mut (69%) ] nodal positive (N+ defined as
J . J.r . regional lymph node(s)
u -~ - without fat hilus and short axis
v CAPOX/FOLFOX Binimetinib/Encor diameter of 21cm), MO.
d (8-12 weeks) afenib/Cetuximab
n (PROTECTOR*) (NeoBRAF*)
t ", A
- aktiv —> aktiv

hope
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Colopredict Plus 2.0 Studie —Ergebnisse

577 (22,2%) 2018 (77,8%)
76 72

Alter <=70 190 (17,2%) 916 (82,8%)
70-75 92 (21,9%) 329 (78,1%)
Alter >75 290 (27,6%) 762 (72,4%)
Mann 175 (13,1%) 1165 (86,9%)
Frau 396 (31,9%) 844 (68,1%)
stadiumil 332 (25,2%) 986 (74,8%)
Stadiumml | 216 (18,8%) 930 (81,2%)

472 (31,1%) 1045 (68,9%)
97 (9,4%) 933 (90,6%)
359 (68,5%) 165 (31,5%)
RASMt 107 (10%) 968 (90%)

Noepel-Duennebacke et al., .Z Gastroenterol. 2020 I E
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ANTONIO-neoadjuvanter Teil

Neoadjuvant treatment
* Atezolizumab i.v. at 1200 mg Q3W for 2 cycles
* IMM-101 intradermal Q2W

* |nitial dose 1 mg

* Followed by two doses of 0.5 mg
Endpoints

/ \ ! Primary:
Pathological complete or subtotal
. Surger
Stage |||b(|:RC i y regression after 5w
* Resectable
* MSI-H/dMMR secondary: Aktuell on hold wegen
(biopsy) Adjuvant treatment * DFS and OS including milestones
« ECOG 0-2 + Atezolizumab i.v. at 840 mg Q2W for 12 months atl,2,3&5y Lieferengpassen des “VIP
+ Oxaliplatin-ineligible * IMM-101 intradermal * Safety
or refusal * Initial dose 1 mg * Qol . . | M M - 10 1
\ / * Followed by 0.5 mg Q2W for 1 month * Rate of ctDNA-free pts. at 12 mo
* Followed by 0.5 mg Q4W for 11 months Amendment Zur

¥ Fortfiihrung mit
Follow-Up: 3 years * .
w Atezolizumab als
* Study termination after last patient reached 3-year milestone. M O n Ot h e ra p i e ist ge Ste | |t

Subsequent yearly follow-up for survival and DFS, where applicable.
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ANTONIO-adjuvanter Teil

/

* Stage lll CRC
RO-resected
MSI-H/dMMR

ECOG 0-2
Oxaliplatin-ineligible

.

N =100

Arm A
* Atezolizumab i.v. at 840 mg Q2W for 12 months

t 840 mg Q2W for 12 months
* IMM-101 intrader
* Pre-treatment dose 1
* Followed by 0.5 mg Q2W for
* Followed by 0.5 mg Q4W for 11 mo

Follow-Up: 3 years™*

Gldpoints \

Primary:

DFS rate at 3 y milestone

Secondary:

* DFS and OS including
milestonesat1,2 &5y

» Safety

* QoL

* Rate of ctDNA-free pts.
at12 mo

* Study termination after last patient reached 3-year milestone.
Subsequent yearly follow-up for survival and DFS, where applicable.

Hubertus Wald Tumorzentrum
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NEOBRAF - Zielgerichtete Neoadjuvanz und
Wirksamkeits-stratifizierte Adjuvanz

N=@BRAFr

clinical locally
advanced BRAFmut
colorectal (V60O0E),
cancer MSS
cT3/4 and/or N+

Binimetinib+
Encorafenib
+Cetuximab
16 weeks

Binimetinib+
Encorafenib
surgery

+ Cetuximab
8 weeks

Treatment at
investigator
discretion (CAPOX
recommended)

I IHbt s Wald Tumorzentrum
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Probleme neoadjuvante Allokation

e postdiagnostische und praoperative Molekulargenetik

* aktuell chirurgische Ambulanz/Poliklinik bei praoperativer
Vorstellung

* umfassenderer und schnellerer Zugang?

‘ Hubertus Wald
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NeoColoPredict — AIO-KRK-0323xx — in Beantragung

Neoadjvuante Therapie beim frUhen Kolonkarzinom {F Register AIO_K%‘(_%L%SS

1.  Einbindung ambulanter Versorger
Gastroenterologie in Studienkonzepte und

NeoColopredict-Zentrum rﬁkegister A!O

Neoadjuvanz + NeoColopredict-Register

Veranlassung von zugelassenen molekularen | Medergelassene Sastroenterclogn _
Screeninguntersuchungen L O s

I | | \ * istinformiert Giber S0C 1

. . . . . . | L I : § Neoadjuvanz |

2.  Modgliche Einbindung lokaler Institute for ; w % £ K . i
Pathologie in molekulare Screeningprozesse ! rel | Studien- - = N

I o eignung yRegister !

: Dragnostk Patientm.V.a. KRK: o o0 I

-+ Diagnosti + ErhdltinfoszuDKZ © - - i

3. Geizielte und fransparente Patientenzuweisung |~ oo | M0zemen o0 &S sutie |
. . . « IC+ Beauftrasun nline-nessourcen ! .

bei Interesse an Studienkonzepten | Sareenngt perQR-Code || |

N Eiﬁg?;ﬁ;gﬂﬂﬁ:jﬁ /.’ . M Onkologln: ICF Studie + Einleitung der /.I

4. Neo-CPP Plattform

Weiterleitung Arztbrief+Patho-Befund

5. Einbinden von Patient*innen/Partizipation (APP)

hope |
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/usammentfassung

* neoadjuvante Therapie von hoher Relevanz und wohl baldiger
Standard
* viele offene Fragen

* Relevanz des pathohistologischen Ansprechens und Steuerung der
Adjuvanz

* ctDNA zur Therapiesteuerung
* Rolle der zielgerichteten Therapie
* Integration neuer Substanzen/Immuntherapie

Hubertus Wald
uuuuuuuuuuu m
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Vielen Dank fur lhre
Aufmerksamkeit

stein@hope-hamburg.de
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