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SOT102, a novel CLDN18.2-targeting antibody-drug conjugate for gastric and pancreatic cancer with wide range of the target expression
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Claudin (CLDN) 18.2, a member of a large family of transmembrane proteins with distinct functions, has been shown to have high SOT102 accumulates rapidly in the tumor and exerts excellent anti-tumor potency SOT102 has a favorable pharmacokinetic profile and is well-tolerated in both, mice and cynomolgus monkeys
prevalence, predominantly in gastric and pancreatic cancer. Ectopic expression of CLDN18.2 was also described in certain proportion in vivo in patient-derived xenografts across various indications o . o . |
of ovarian cancer, NSCLC, hepatocellular cancer and colorectal cancer. Healthy tissue expression is restricted to the stomach epithelium. A Pharmacokinetic profile of SOT102 B Selected pharmacokinetic parameters of Figure 4. (A) Concentration
SOTI102 represents a novel CLDN18.2 targeting antibody-drug conjugate based on a proprietary monoclonal antibody conjugated A SPECT analysis of Endpoint y-counter analysis of Figure 2. (A) Biodistribution of radio- in mouse and cynomolgus monkey SOT102 in mouse and cynomolgus monkey  profiles of SOT102 after
to a derivative of PNU-159682 via site-specific sortase mediated conjugation. The CLDN18.2 protein sequence is highly conserved SOT102-25| biodistribution SOT102-'25] accumulation in selected actively labelled SOTI02 in mice . b Tttty mee M il m single dose administration
across species with a 100% identity in the targeted extracellular loop among rodents, cynomolgus monkeys and humans. in BXxPC3_CLDN18.2 CDX model organs ex vivo on day 12 showed effective accumulation in the E S e e & e #) f:g:t/ezeabgsoess rzj)tri]o (’:cfmle |trcw> hfr?ilct:zyaanndd ct:urr?cs)r:gleau:
SOT102 showed an excellent specificity for CLDN18.2 and strong binding to the target followed by an efficient tumor cell killing. 24h 48h tumor (subcutaneously implanted target 2 i 2 w00 | measurement of the dose mgnkeys (B) ’ Selecgt;ed
Preferential binding to selected patient-derived tumor tissues was observed ex vivo when compared to the healthy stomach Radioactivity [MBc % Radioactivity expressing  xenograft) with limited ¢ ° AUCOMDOSe1al0 1on g formulation concentration. pharmacc;kinetic oarameters
tissues from mice and cynomolgus monkeys. Single-agent therapeutic activity of SOT102 was demonstrated in numerous \ \ Organ MO2 MO3 bmdmg to healthy stpmach tissue. (B) T % & 2 R R SR ] S e v ) gﬁgﬁ'c“'ate" concentration showing favorable properties.
patient-derived xenograft models (gastric, pancreatic, liver, colon and lung adenocarcinomas). Complete responses were tumor 0.596 0.788 !n VIVO .efflcacy prerlments conducted S e - e L (C) SOT102 was tolerated in
observed in all CLDN18.2 positive models, irrespective of the intensity of staining. models, independent of CLDNI18.2 expression stomach | 0.021 0.074 . - N patlent-de.rlved xepografts upon C Currently estimated therapeutic index based on available animal data mice up to a maximal dose
levels, ranging from low (IHC1+) to high (IHC3+), with minimum effective doses between 0.2 mg/kg and 0.6 mg/kg. An acceptable - 4 e 1 Dian | G e e ;ubcutaneous |mpI§ntatlon into partially heraneutic dose pp— Theraneutic window (MTD) of 10 mg/kg (single
tolerability profile was observed in the toxicity studies at 10 mg/kg (mouse), 6 mg/kg (rat) and 1 mg/kg (cynomolgus monkey), e m—— ' ' o ’ immunocompromised NMRI nude - L - :
. . . D . . . thyroid 0.346 0.584 10.89% 7.23% . , Mouse 0.2 to 0.6 mg/kg 10 mg/kg 20-fold dose administration) and in
providing a therapeutic index of approximately 10. SOT102 demonstrated favorable pharmacokinetic properties with the half-live - - - - mice (q3w; 2 mg/kg). Tumor growth - cvnomolaus monkev ub to
renal 0.035 0.16 1.10% 1.98%| inhibition followed by tumor burden Synomagte oIS mgghe * meike 1o-fold Y 9 y up

In patients with gastric and pancreatic cancer. .
> 9 > | | | | models independent of the CLDN18.2
Notes: Tissues with target unrelated accumulation of the signal are

:n thefr?rr:ge of I8 djybs ?[rr:d' 13 ciays indc.ynomolglus rr:jorlwkeys and rats, respectively. SOT102 remains stable without any significant = 2 —-_ - — > - nnbion JoTowes by umor Buree e T PN a maximal dose of 1mg/kg.
oss of the payload both in vitro and in animal models. ! : - : - ) S 0 -

| . . . o | . L . \ \ blood 0.235 1.179 7.40% 14.59%| spective vehicle-treated control group
After completion of formal IND enabling preclinical studies, the first in human dose escalation trial has been initiated in mid-2022 —— Y 2851 Py 680.00%] was observed for 6 out of 10 cancer

marked in red. expression level (low-high). Further- A large proportion of patients suffering from gastric and pancreatic adenocarcinoma expressing CLDN18.2
SOT‘IOZ (CLDN‘IB 2 ADC) MO2 and MO3 represent individual animals as a representative ~More, durable complete responses were . . .
. example of inter-animal variability. . at low to intermediate levels represent the targeted population for SOT102 therapy
Note: Tumor implantation site is marked with % is calculated in relation to the administered dose noted also when the therapeUtIC dose
. SOT102 is a novel antibody-drug conjugate based on a proprietary IgG1 white arrow. was decreased 10-fold to 0.2 mg/kg. A  Assessment of the frequency and prevalence of B Published frequency and prevalence of CLDN18.2
b monoclonal antibody conjugated in a site-specific manner via a non-cleavable B . . . . . CLDN18.2 expression in gastric and pancreatic carcinoma expression in gastric and pancreatic carcinoma
amide/peptide linker to a derivative of the highly pOtent anthracycline % Antitumor efﬂcacy of SOT102 in subcutaneous patlent-derlved xenograft models Gastric adenocarcinoma Gastric adenocarcinoma Pancreatic adenocarcinoma T
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« SOT102 shows strong antitumor efficacy /in vitro and in vivo in mice in different T PAXE051 T : < -- s Dottermuschet al., 2019  Gastric 274 84.5 N/A
"Ny ‘*N’“ﬁ cancer models, including those with very low target expression. SOT102 cancer PAXF1861 e s T g g o 3 Total = e Total = 29 Tanaka et al., 2011 Pancreatic 156 69.9 64
. ‘*”é » demonstrated a manageable safety profile. The developability parameters PAXE2146*  intermediate e g oo 5 e E
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Mol Cancer Ther; are favorable, and the humanness score is in the range of fully human FDA PAXF2011  intermediate bt Eis e an e S REr o we-rep ol K 2y moe- v : kil Figure 5. (A) Immunohistochemical analysis of 34 gastric and 29 pancreatic adenocarcinoma patients. High prevalence of CLDN18.2
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PNU-EDA-Gly,, linker-payload  16(5) May 2017: 879-892  approved antibodies. PAXE2175  high P | f’ | | T" | | T "[R o o T "T“ o expression was observed, however, a significant proportion of patients showed low or intermediate CLDN18.2 expression levels.
- " - Pie charts show the frequency (%) of samples with a respective level of target positivity. (B) Presented data are in line with the
Gastriccancer  GXA3037 high - |
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Lung Cancer LXFA3109 intermediate t+ * BRCA2 mutation: ** BRCA12 mutation ' '
Colon cancer CXF742™ intermediate ) Scoring of the therapeutic response:
Liver cancer LIXFC2050 low +++ Fon, response observed in 1/3 of treated animals ®
SOT102 internalizes efficiently and demonstrates target-specific cytotoxic activity T Y R v ++.....response observed in 2/3 of treated animals Conclusions & Outlook
+++...response observed in all animals
. L T . e SOT102 represents a novel antibody-drug conjugate with a strong potential to eliminate tumor cells in a target-specific manner,
A Etf:;i:gte?::;?egs;fnzczzIg.z C Ta'9:‘:tt':f;:t'f;i::'e';';?n;fciﬁl-]02 ::]?ci"b'gdb (Ac‘j)is?oloz:avfzhrg?\notcaifgi enhanced by bystander killing effect (not shown), mediated by the PNU-159682 derived payload.
affinity (ECso: 2-4nM), demon- » SOT102 GLP studies in rats and cynomolgus monkeys and CMC manufacturing are currently ongoing with IND filing planned for Q4/2021.
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transfected transfected transfected strated with CLDN18.2 transfected SOT102 sh ‘ vial bindi to CLDONTE. dint d to healthy st h t e SOT102 first-in-human study in gastric and pancreatic cancer patients will follow in early 2022.
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Zﬁ:ﬁﬁ gz o z (B) Internalization into target A Preferential ex vivo binding of B  Preferential binding of SOT102 Figure 3. (A) SOTI02 (mADb) * Preclinical combination studies with PD-1 inhibitor in gastric tumor models are ongoing.
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2 1000 > S S expressing cells (> 60% internalized SOT102 to tumor tnssue.conr?pared to gastric tumor over healthy exhibits stronger binding to tissue e Patent applications covering SOT102 monoclonal antibody and antibody-drug conjugate are pending.
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