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Abstract Figure 2. Tumor specificity and anti-tumor rationale Figure 5. SOT109 in vivo efficacy

• CDH17 expression profile was assessed in house and is consistent with previously published data 
• CDH17 is expressed in primary tumors and metastasis, in all stages of the disease, and serves as a diagnostic marker for CRC

• SOT109 mAb shows target-specific binding to CRC cell lines 
• Mean binding EC50 value for SOT109 mAb (0.46 nM) is comparable to the clinical benchmark value (0.42 nM) 

• SOT109 mAb shows better and faster internalization compared to clinical benchmark 
• IC50 values for SOT109 cytotoxicity are in sub-nanomolar range for CRC and pancreatic cancer cell lines; benchmark 

comparably active on pancreatic cancer cell line but only marginally active on CRC cell lines (data not shown)

SOT109 demonstrates strong anti-tumor activity, 
surpassing the clinical benchmark, while also exhibiting 
favorable pharmacokinetic and tolerability profiles. 
These data suggest that SOT109 displays best-in-class 
properties offering a promising therapy for patients with 
CRC and other gastrointestinal tumors.

Figure 1. Target distribution and prevalence
CDH17 expression in cancer CDH17 expression in normal tissues

Background: Colorectal cancer is the third most prevalent type of cancer, with an incidence of nearly 2 million new cases 
annually, and ranks as the second leading cause of cancer mortality worldwide. CDH17 is a single-pass transmembrane 
glycoprotein involved in calcium-dependent cell–cell adhesion and epithelial homeostasis regulation. In normal physiology, 
CDH17 is predominantly localized on the lateral surfaces of intestinal and pancreatic ductal epithelial cells. However,                  
it is frequently overexpressed and aberrantly localized in gastrointestinal tumors including colorectal, gastric, pancreatic 
and gastroesophageal carcinomas. We have developed SOT109, a proprietary CDH17-targeting exatecan-based antibody-drug 
conjugate (ADC) and evaluated its preclinical safety and efficacy. 
Results: Immunohistochemical staining of patient tumor and healthy tissue microarrays confirmed CDH17 expression                
in normal tissues including the colon, stomach and small intestine, with pronounced expression in colorectal, gastric,              
and gastroesophageal junction tumors, consistent with previously published literature. SOT109 candidates were generated 
from fully human CDH17 monoclonal antibodies conjugated via a hydrophilic linker to exatecan, a cytotoxic topoisomerase 
I inhibitor payload. Candidates were selected by rigorous screening for optimal binding epitopes and affinity, together with 
binding, internalization, and cytotoxicity in vitro. SOT109 candidates demonstrated specific binding to CDH17 and selective 
internalization and killing of target-positive cancer cells. Lead candidate underwent evaluation in several preclinical in vivo 
mouse tumor models, including cell-derived and patient-derived xenografts. Treatment with SOT109 resulted in profound 
and sustained tumor regressions. The doses tested in these studies were well tolerated in mice, with no dose-limiting              
toxicities observed. Subsequent studies in non-human primates revealed a favorable pharmacokinetic and safety profile. 
Summary: SOT109 targets the overexpressed tumor antigen CDH17 and exhibits potent anti-tumor efficacy coupled with 
a clean safety profile in preclinical models of colorectal carcinoma. These data suggest that SOT109 holds significant 
potential as a therapeutic candidate for patients with gastrointestinal malignancies and supports the further clinical          
development of SOT109. 

SOT109: CDH17-targeting ADC based on the Synaffix technology
Proprietary antibody:  
• Fully human mAb 
• IgG1 backbone 
• Fc domain modification to reduce the 

effector functions 
• Specificity for CDH17 with KD of 0.15 nM 
• No polyspecificity / polyreactivity 
• Cross-reactive with mouse, rat and 

NHP CDH17 
• Favorable developability and manu-

facturability characteristics 
• Selected for optimal binding and inter-

nalization with respect to target biology  

Branched linker:  
• Cleavable hydrophilic linker HydraSpaceTM 
• Site-specific and homogenous conjuga-

tion to glycan in CH2 
• No mAb tags or sequence modifications 

required for conjugation 
• Clinically validated ADC platform  
 
Payload:  
• SYNtecan E™ 
• DAR4 
• Payload class and DAR selected for optimal 

efficacy and safety in relevant indications 
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Figure 1. (A) CDH17 expression in colorectal (CRC), gastric, gastroesophageal (GEJ) and pancreatic cancer was assessed using IHC 
on TMAs. CDH17 is expressed both in primary tumors and metastatic tissue, prevalence is defined as an H score > 75. (B) CDH17 
expression was confirmed in the healthy colon and, to a lesser extent, in the small intestine, stomach and pancreas. A broad panel       
of healthy tissues, including vital organs, showed no CDH17 expression confirming a lineage-specific expression pattern for CDH17.

Figure 4.  SOT109 mAb internalization in CRC cell lines was followed for 24 hours using two approaches. (A) Flow cytometry data. Values are presented 
as mean +/-SEM, N=3. (B) Incucyte data. Values are presented as an antibody integrated intensity per image / cells area confluence (OCU x µm²/Image / %) 
– normalized to max value (=100%);  mean+/-SEM, N=3.

• SOT109 was well tolerated in Cynomolgus monkeys and mice at the dose levels up to 25 mg/kg and 150 mg/kg, 
respectively 

• At tolerated doses, no signs of target-mediated toxicity were observed neither clinically (body weight, clinical signs, 
hematology and clinical biochemistry) nor at microscopical level (histopathology) 

• Pharmacokinetic profile observed in Cynomolgus monkeys is sufficient to support Q2W or Q3W dosing in clinical setting 
• Preliminary therapeutic index favorable for SOT109 clinical candidate

Figure 6. (A) Tolerability of SOT109 at dose levels 12.5 – 50 mg/kg was assessed in female Cynomolgus monkeys (N=2 per group). SOT109 was dosed via 
i.v. infusion on D1 and D15. Individual body weight data (percentage of D1 value) are presented. (B) Pharmacokinetic profiles of SOT109 after the repeated 
dosing. Data are presented as concentration of total Ab in plasma, group means+/-SD, N=2. (C) SOT109 tolerability after a single-dose treatment at dose 
levels up to 150 mg/kg was assessed in female CD-1 mice. Relative body weight values (% of D1 value) are presented as group mean+/-SD, N=4 per group. 
(D) Preliminary therapeutic index calculation using AUC-based approach. Exposure levels (AUClast) in CD-1 mice at 10 mg/kg dosing (tentative minimal 
efficacious does, MED) and in Cynomolgus monkeys at 25 mg/kg (tentative highest non-severely toxic dose, HNSTD) were used for calculations.

Figure 3. SOT109 mAb binding to high-CDH17- expressing (A) LS513, (B) LS1034 and (C) HT55 and CDH17-negative (D) HCT116 cell lines. Values are 
presented as normalized mean fluorescence intensity (MFI) to max value, mean+/-SEM, N=3. 

Figure 2. CDH17-positive tumor 
cells show higher level of proli-
feration (Ki-67) compared to 
CDH17-positive epithelial cells in 
healthy rectum. (A) Percentage 
of CDH17+ Ki-67+ cells in rectal 
tumor and non-adjacent healthy 
tissue (NAT) (N=17 and 10, 
respectively). (B and C) Graphic 
representation of co-staining for 
CDH17 (orange), Ki-67 (green) 
and DAPI (blue) in rectal tumor 
(B) and healthy tissue (C). In 
healthy tissue, the expression of 
CDH17 is present on the lateral 
surface of enterocytes which 
show minimal proliferation. In 
highly proliferative tumor tissue, 
CDH17 is aberrantly expressed 
on the entire cell surface. 
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• Due to the homotypic binding of CDH17 in trans in healthy intestinal tissue, accessibility and internalization is limited 
for an ADC, while cancer tissue exhibits disorganized structures resulting in a substantially higher binding and                
internalization of an ADC 

• Unlike healthy enterocytes, target-positive tumor cells exhibit higher proliferation, making them more susceptible 
to the cytotoxic activity of the payload
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• SOT109 demonstrates target-specific efficacy with good tolerability in different models of CRC 
• Clinical benchmark conjugated with MMAE shows either limited efficacy or is inactive in some models

Figure 5.  In vivo efficacy testing of 
SOT109 (SYNtecan E™, DAR4), isotype 
control (SYNtecan E™, DAR4) and clini-
cal benchmark (MMAE, DAR4). SOT109 
and isotype control were administered at 
10 mg/kg, i.v. and clinical benchmark was 
administered at 4 mg/kg, i.v. Upper 
figures refer to the tumor volumes 
measured over ~ 30 days; bottom panel 
depicts body weight change observed 
during the treatment period. (A) Efficacy 
in LS1034 microsatellite stable (MSS) 
CDX model after a single dose treatment 
(group mean+/-SEM, N=5 per group). 
(B) Efficacy in hCDH17 transgenic mice 
(Tg): MC38 tumor cells expressing 
hCDH17 (hCDH17-MC38) were engrafted 
into Tg mice. Animals were treated on D0 
and D7 (group mean+/-SEM, N=7 per 
group). (C) Efficacy in CRC PDX model 
after the repeated-dose treatment (D0, 
D7, D14), group mean+/-SEM, N=6 per 
group. Black vertical line denotes     
treatment occasion.
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