
Background: 

• The carcinoembryonic antigen cell adhesion molecule 1 (CEACAM1) has a number of important 
roles in the cancer phenotype, including angiogenesis, mediation of neutrophil extracellular trap 
(NET) activity, regulation of NK and T-cells, the immune exclusion phenotype of therapy 
resistance, as well as regulation of TIM3.  

• NET-associated CEACAM1 is proposed as a therapeutic target to prevent NET-promoted 

metastatic progression.

• CM24 is an IgG4 mAb which has been found to block CEACAM1 interactions.

• CM24 was evaluated in an initial Phase 1a trial (Abstract #3094, ASCO 2020) as a single agent 
at 7 dose levels ranging between 0.01mg/kg and 10mg/kg with no dose limiting toxicities 
observed. PK analysis suggested that CM24 doses higher than 10mg/kg should be administered 
q2w to obtain full receptor occupancy. 

• Effective immunotherapy for PDAC or CRC that is not MSI-H/dMMR remains elusive with little 
to no clinical benefits and is an area of ongoing clinical research. 

• PDAC as well as other cancers have long been thought of as an immunologically “cold” 
malignancies, with multiple barriers to effective immunotherapy in the tumor 
microenvironment. Overcoming these barriers by utilizing a combination of anti-PD-X1 CPIs 
with other immune and targeted therapies is required.

• CEACAM1 is associated with increased angiogenic activity in NSCLC, which accounts for its role 
as a marker for poor prognosis in this indication.

• Three patients were enrolled into the first dose cohort (10mg/kg) all with PDAC.  All three 

patients had received two prior lines of treatment.  

• Treatment of patients in the second dose level (2 with PDAC 1 with CRC) of 15mg/kg was 
initiated.

• Results from this study will be pivotal to confirm the potential of these drug combinations in 
patients harbouring PDAC and other immunologically “cold” refractory neoplasms. 

Figure 4: CM24 in Combination with Nivolumab or with Nivolumab + nab-paclitaxel Trial Design
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A Phase 1b Study of CM24 in Combination with Nivolumab in Adults with Advanced Solid Tumors, followed by a Phase 2a study of CM24 
in Combination with Nivolumab in NSCLC, and in Combination with Nivolumab and nab-paclitaxel in Pancreatic Cancer
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• The Phase 1/2 (Clinical trial: NCT04731467) encompasses a dose escalation of CM24 from 10 
to 20mg/kg administered q2w with nivolumab 480mg q4w for the treatment of refractory 
cancer patients, with the primary objective to evaluate safety, tolerability, PK and determine the 
recommended Phase 2 dose (RP2D). 

• During the dose escalation phase, patients are enrolled in dose cohorts in a conventional 3+3 
design. 

• The study will be followed by 2 expansion cohorts: the first includes patients with metastatic 
pancreatic adenocarcinoma whose disease progressed after first-line treatment, receiving CM24 
RP2D q2w in combination with nab-paclitaxel and monthly nivolumab; the second includes 
patients with NSCLC refractory to first-line immunotherapy, receiving CM24 RP2D q2w in 
combination with monthly nivolumab. The primary objective of the expansion parts is ORR.

• CEACAM1 measurements in serum, biopsy specimens and TILs as well as tumor and TILs PDL1 
levels will be evaluated as potential biomarkers. Blockade of CEACAM1 by CM24 in 
combination with nivolumab or nivolumab and nab-paclitaxel, may provide patients with 
refractory malignancies with an important treatment option. 

Doses: 10, 15, 20mg/kg q2wk
+ nivolumab (480mg q4w)

3+3 design
9 ≤ n ≤ 15

Indications: NSCLC, Pancreatic, 
Ovarian, CRC, Melanoma, Papillary 

Thyroid Carcinoma

Dose Escalation Expansions

CM24 (@RP2 dose) q2wk + nivolumab (480mg) q4w
I/O refractory NSCLC; 2nd line

n=13+14 (Simon 2 Stage Design)

CM24 (@RP2 dose) q2wk + nivolumab (480mg) q4w
+ nab-paclitaxel 125mg/m2 on day 1/8/15 @ 28 day cycle
Locally advanced, unresectable pancreatic cancer; 2nd line

n=13+14 (Simon 2 Stage Design)
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Figure 3: IHC of CEACAM1 in Pancreatic cancer vs. normal pancreatic tissue

Upregulation of CEACAM1 in Pancreatic Cancer 

CEACAM1 immunostaining in pancreatic cancer and normal tissues. 

(A) Comparison between CEACAM1 staining intensity in pancreatic cancer (40 cases/80 cores) 
and normal (10 cases/20 cores) tissues. 

(B) Representative examples of CEACAM1 immunohistochemical images of pancreatic 
adenocarcinoma and normal tissues.

Figure 1: CM24 Mechanism of Action and potential regulation of TIM3

Figure 2: CM24 is proposed to abrogate NET-associated CEACAM1 promoted tumor progression
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