This is a reprint from European Society for Medical Oncology Congress 2024 (ESMO 2024), which was originally presented in Barcelona, Spain on
September 13-17, 2024; the references to “Merck” or “Merck KGaA” within refer to (1) Merck KGaA, Darmstadt, Germany; (2) an affiliate of
Merck KGaA, Darmstadt, Germany; or (3) one of the businesses of Merck KGaA, Darmstadt, Germany, which operate as EMD Serono in the
healthcare, MilliporeSigma in the life science and EMD Electronics in the electronics business in the U.S. and Canada.

There are two different, unaffiliated companies that use the name “Merck”. Merck KGaA, Darmstadt, Germany, which is providing this content,
uses the firm name “Merck KGaA, Darmstadt, Germany” and the business names EMD Serono in the healthcare, MilliporeSigma in the life
science and EMD Electronics in the electronics business in the U.S. and Canada. The other company, Merck & Co., Inc. holds the rights in the
trademark “Merck” in the U.S. and Canada. Merck & Co., Inc. is not affiliated with or related to Merck KGaA, Darmstadt, Germany, which owns
the “Merck” trademark in all other countries of the world.



573P

M9140, an anti-CEACAMS5 antibody-drug conjugate (ADC),
In patients with metastatic colorectal cancer (mCRC):

RESULTS

o As of August 2024, 40 patients were treated across 7 DLs (0.6-3.2 mg/kg) Safety
Table 2. Dose-limiting toxicities (DLTSs)

e Most patients were heavily pretreated, with 80% having received =3 lines of

_ prior treatment, and 100% having received irinotecan previously (Table 1) ?Sl.h'll;gvent 0.6 mg/kg 1.2 mg/kg 2.4 mg/kg 2.6 mg/kg 2.8 mg/kg 3.0 mg/kg 3.2 mg/kg® Total
d t d It f P h 1 t I _ _ . declslon) GIER)) GER)) (n =7) (n = 4) (n =12) (n = 4) GENIEGEK D))
U p alte rFresuits 711 om a ase Fiad e Median treatment duration of M9140 was 19.1 weeks (range: 1.7-48.3)
Total, n (%) 0 0 1(14.3) 0 (0.0) 1 (8.3) 1 (25.0) 4 (57.1) 7 (17.5)
Table 1: Baseline and demographic characteristics
V. Boni'*, S. Kopetz?, K. Kato?, K. Raghav?, M. Vieito®*, A. Pallis>, C. Habermehl®, I. Rodriguez Rivera’ Copiels of this poster a_nclﬂ Baseline characteristics All patients (N = 40) Anaemia 0 0 0 0 0 0 1(14.3) 1(2.5)
"NEXT Oncology, Universitario Hospital Quironsalud, Madrid, Spain; “Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Ost%?ﬁe%r:ﬁpgagyhg?igzes Age, mean (SD), years 58.2 (11.0)
Cancer Center, Houston, TX, United States of America; *Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; are for personal use only Male 20 (50.0) Febrile 0 0 | (14.3) 0 0 0 2(28.6) 3 (7.5)
*Medical Oncology Department, Vall d’Hebron University Hospital, Barcelona, Spain; >Global Clinical Development, Merck Santé S.A.S., Lyon, France, and may not be reproduced Sex, n (%) Female 20 (50.0) neutropaenia | | |
an affiliate of Merck KGaA; °Global Biostatistics, Merck Healthcare KGaA, Darmstadt, Germany; ‘Department of Oncology, NEXT Oncology, San Antonio, without written permission White 26 (65.0) Neutrophil
TX, United States of America of the authors. Race, n (%) (A)ilhaenr 1; §§75-;3) gount ] 0 0 0 0 0 1 (25.0) 1(14.3) 2 (5.0)
: ecrease
*Presenting and corresponding author (vboni@nextoncology.eu) Site of primary tumour®, n (%) gg'cizm 3; ((27565)) blatelot
3 15 (37.5) count 0 0 0 0 0 0 2 (28.6) 2 (5.0)
ECOG PS 1 25 (62.5) decreased
C o N C L U S I O N S Timde: sin(ce_initial c)ancer diagnosis, 3.4 (0.9, 12.0) Sepsis 0 0 0 0 1 (8.3) 0 0 1(2.5)
median (min, max), years e
Number of previous systemic g 186(2400'00) Thr0|_11bocyto- 0 0 0) 0 0) 0) 1 (14.3) 1 (2.5)
) _ ) : ) ) anticancer therapies, n (%) & 2 E o 0; paenia
e In this updated analysis from the dose escalation part e Most patients had high CEACAM5 expression Sevaczoman S (92.5) a3 ot T T Cor s
= - = = Major treat ts bef trial FI il 38 (95.0
of the PROCEADE-CRC-01 trial (data cutoff: August 01, levels, consistent with data reported nftiation. n (%) ?;‘;’.ﬁt‘;t‘;ﬁﬁ' 4309(%9076503) e M9140 continues to show a manageable safety profile
- = 1 rinotecan .
2024)’ M_9140 contlnuec' to_ dem?nStrate a man?geable €a r_ll?r. Basec' on Current data’ Mg 1_4.0 °Data for 1 patient was missing; °Left colon: n = 19 (47.5%), Right colon: n = 8 (20.0%), Sigmoid colon: n = 2 (5.0%) e Seven patients experienced DLTSI the majority WEre haematological
and predictable safety profile, with haematological activity does not appear to be associated ECOG PS, Eastern Cooperative Oncology Group Performance Status; SD, standard deviation adverse events at DLs 3.0 and 3.2 mg/kg; 1 patient (at 2.8 mg/kg)
DLTs consistent with Top1 inhibitor payload with KRAS, NRAS, BRAF mutation status experienced a Grade 5 sepsis (Table 2)
Pharmacokinetics e The most frequently reported Grade >3 TEAEs were neutropaenia (50.0%),
M9140 showed encouraging and durable antitumour M9140 is currently being evaluated as e M9140 shows systemic stability anaemia (40.0%), thrombocytopaenia (32.5%), leukopaenia (30.0%), and
- - - - - " (0]
activity at DLs =2.4 mg/kg: monotherapy as well as in combinations . t1/2 was 5.7 days for M9140 and 4.9 days for exatecan lymphopaenia (22.5%)
- - - ' ' e Nausea, vomiting, and diarrhea were predominantly Grade 1; no Grade =3
- DCR at 12 weeks was ~590/, _(M9140 + bevaC|zu_mab + capec_ltablne) e At doses 0.6-3.2 mg/kg, conjugated antibody and exatecan exhibit linear b d for th GI TEAE
events were observed for these S
In the dose expansion part of this StUdy and dose-proportional PK _ _
- Median PFS was 6.7 months (NCT05464030) e Grade 5 TEAEs were sepsis and GI haemorrhage, both occurring at DL
2.8 mg/kg (n = 1 each). The GI haemorrhage event was not related to
Efficacy MS140
INTRODUCTION METHODS Figure 2. Best overall response? e No events of ocular toxicity or interstitial lung disease were reported
° b 50 Treatment
E’\; 40d pp 0.6 mg/kg 2.4 mg/kg 2.8 mg/kg 3.2 mg/kg
e M9140 is an anti-CEACAMS5 ADC that Figure 1. PROCEADE-CRC-01 - Study design g% 30 - 1.2 mg/kg [l 2.6 mo/kg [l 3.0 ma/kg [l 3.2 ma/kg + G-CSF
Selelcti\(/jely detlivers a cytotoxic Top1 inhibitor 4 Key eligibility criteria ) %é :E Figure 3. Treatment duration and response over time
payload (exatecan) e Patients with confirmed LA/M CRC intolerant/refractory to or progressing after standard systemic therapies g % 10 - §§§ § s E 04 EA S qu
e M9140 demonstrated high potency, strong e ECOG PS <1 Sw :z: §;§ oy = - -
antitumour activity, and bystander effect in e Patients with archived FFPE tumor tissue available. If archived tumor material not available, fresh 25 -a0- 011- J =
preclinical models? hiopsy required SE 5o 033- = = * o
°8 .60- 1037 - mﬁ| o ose leve
: : : %S PR 040 G-CSF
e Preliminary data from the dose escalation \. Patients were not selected on the basis of CEACAMS expression y 3% . o g §§§ _:F O O | 0 g8 0.6 ma/kg L2 ma/k
part of the ongoing PROCEADE-CRC-01 s TR Of CEACAMS positive tumor cells 10--_13’---- — o 8% - 1.8 ma/kg 2.4 mg/kg
study (NCT05464030) showed encouraging Dose escalation L e Y Gfl e masmons  E2emos
antitumour activity and a manageable MO140 QIW, IV . 3.2 mg/kg" Dart 2A: M140 monothera o v v vy c S 3 o0 0 - : Z: e :: e
safety profile of M9140 in heavily pretreated (bay % of 2i-day cycles) S ' —— il BRAE N YV NN NNYNNNNNNN NN N NNy NN NN TN 0311 [T
patients with mCRC3 > 3-0nm9£kg Dose optimization Status of KRAS, NRAS and BRAF (mutation Yes/No/Unknown) §3§: _gﬂ <D>SD v NON-CR/NON-PD
= ] PD + NE
| S e As of the current data cutoff (August 01, 2024), PRs* were reported in 020- 51 £nd of Treatment  # Oneaine
— The MTD was declared as 2.8 mg/kg: n=12 Part 2B: M9140 monotherapy (Q2W) 6 (15.0%) patients—2 additional responders have been reported since the §§§ —_—
— 2.4 ma/kg and 2.8 ma/kq are the doses » 2.6 mg/kg Alternative dosing regimen last data cutoff (April 23, 2024)3 (Figure 2) o &ér] -
selected for the ongoing randomised dose , 2.4 mg/kg - 3 patients had a confirmed PR 013] ' wm | | | | | | | | | |
- . . . n=>7 . . 1 2 3 4 5 6 7 8 9 10 11
optimization part of the trial R — Part 2C: M9140 + bevacizumab + capecitabine — All PRs were observed at DLs 22.4 mg/kg (effective doses evaluated in Time since start of treatment (Months)
e Here we present ubdated data from the } — L . dose optlmlzatlon part of the trlal) sIncluding 3 patients with primary G-CSF prophylaxis
dose e Cp| tion pt f PROCEADE-CRC-01 0.6 mg.?/.kg N = 40 (US, EU, and Japan) Combination regimen e The overall DCR™ at 12 weeks was 55%
| I - - n= utoff: Augu , : .. i i - 7
OS€ Estalation part O pata cutoft: August 01, 2024 . y — For patients receiving M9140 at DLs >2.4 mg/kg (n=34), the DCR was ~59% Figure 4. Progression-free survival
study (Figure 1) from a longer follow-up ) . . L . . _ _ _

_ “Inclucing 3 patients with primary G-CSF prophyiaxis ) « Most patients had high CEACAMS expression levels e s
data cutorl: August D7 2924) anc the ons i -
association of M9140 activity with biomarker Primary Part 1: DLTs As . rorts 2B ond 2t 2T A5 . rggatelac;tosnl'nnlg?ﬁgér/\;Rségé:i:ItqignB@/:g (\;Vbesreer\(/)lejdselar;/’cev(\:/leaecl:wrc’zﬁsestg empuatg’figtws g I — ISP . .

nd CEACAMS expression level ndar "PK, OR, PFS, DOR, Secondar Part 2A: PK, OS, PFS, TTR, AEs, ECG changes, ADA ! 9-9- 1 Median (monthe): 2.1 >’ >
status and CEACAMS expression levels Y e o " 2 Y et 2B and 2C: PK. OR, PFS, DOR, TTR, ADA, DCR and drug response based on the current data 08 B [95% CIl:  [1.2,NE]  [4.6,8.8]  [46,7.2]
pata presented herein | — These biomarkers will be further explored in upcoming cohorts and 0.6- “ L

. |
0.5- - - o -
0.4 s m

0.3 ’ | 4 - — — -
0.2- _

e Safety monitoring committee (SMC) recommended dose escalation was guided by safety, future pivotal studies |
preliminary PK data, supported by a Bayesian two-parameter logistic regression model o At DLs 22.4 mg/kg, 14 of 34 (41.2%) patients stayed on treatment for

Kaplan-Meier Estimate

< ) OBJECTIVES e Biomarker analysis: >6 months, 5 of whom were on treatment for >9 months (Figure 3) o2 . )
a — Four (10.0%) patients remained on treatment at the data cutoff 0.0, | | | | | | | | | | |
- Imr_nunohistochem_istry - Tissue expression of CEACAM5 was detected using a proprietary — TEAEs led to dose reductions in 9 (22.5%) patients, all at DLs >2.8 mg/kg 0 1 2 3 ngrzssion_fr:e Surviv; - (;onths) 8 9 10 11

* To assess the safety, tolerability, anti-CEACAMS antibody clone e Overall, the median PFS was 5.9 months (95% CI: 4.6, 7.2) (Figure 4) Number of subjects ot risk
pharmacokinetics, and preliminary clinical — Patient records were assessed for KRAS, NRAS, and BRAF mutations — For patients receiving M9140 at DLs >2.4 mg/kg (n=34), the median cr4mo/ke 6 6 ; . . o o o o o o o
activity of M9140 in patients with mCRC who o _ _ _ _ PFS was 6.7 months (950/0 CI: 4.6, 88) =2.4mg/kg 34 30 24 19 18 14 13 8 6 4 2 1
had received =2 pl‘iOI‘ lines of treatment o CEACAMS Stalnlng IntenSIty (membrane and Cytoplasm combined score) was evaluated in *At least 30% decrease in the sum of the diameters of the target lesions, considering the baseline sum diameters as the reference; Total = 40 36 >7 1 20 14 13 8 ° 4 2 !

>100 viable tumour cells semi—quantitatively using a standard 0 to 3+ scale tDCR was defined as patients who achieved a CR, PR, SD, or non-CR/non-PD at week 12 visit [or later] prior to documented PD

Abbreviations: ADA, anti-drug antibody; ADC, antibody-drug conjugate; AE, adverse event; CEACAMS5, Carcinoembryogenic antigen-related cell adhesion molecule 5; CI, confidence interval; CR, complete response; DCR, disease control rate; DL, dose level; DLT, dose-limiting toxicity; DoR, duration of response; ECG, electrocardiogram; ECOG PS, Eastern Cooperative Oncology Group Performance Status; EU, Europe; FFPE, formalin-fixed paraffin-embedded; G-CSF, granulocyte colony-stimulating factor; GI; gastrointestinal; IV, intravenous; LA/M, locally advanced or metastatic; mCRC, metastatic colorectal cancer; MTD, maximum tolerable dose; NE, not evaluable; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; PD, progressive disease; PR, partial response; Q2W, every two weeks;
Q3W, every three weeks; RECIST, Response Evaluation Criteria in Solid tumours; SD, stable disease; TEAE, treatment-emergent adverse event;

Top1l, topoisomerase 1; TPS, tumour proportion score; TTR, time to response.
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