Phase 1 study of OBTO76, first in class anti-DEC205 ADC, in patients with
advanced/metastatic solid tumors: Safety, efficacy and PK/PD results.
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= Data cut offis May 16, 2022.
= Typical phase 1 patients with advanced metastatic disease and progressed on
all standard treatments.

U OBTO076 is a novel Antibody Drug Conjugate (ADC) consisting of a fully human IgGlk
antibody, conjugated via a cleavable linker SPDB to the derivative microtubule
inhibitor, DM4.

Drug Activity and Treatment Duration for all Patients Immune-profiling of the blood samples to
identify populations of Dendriticcellsand T

cells (Figure 6 and 7)
The observed early decrease in CD205+ cells, at least in part,

*  Tumor evaluation was performed every 3 cycles and patients assessed according
to RECIST criteria.
*  One patient had major objective response despite progressing on all prior

QO The ADC has specificity for CD205/Ly75 protein, which is an endocytic receptor, Table 1: Patient Demographics and Disease Characteristics

highly expressed on myeloid dendritic cells and low levels on other lymphocytes. Its treatments = Dueto depletion of CD205 expressing cells
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Figure 1. (a) HC survey of solid tumors indications show ing high prevalence of CD205 expression. 16

Gastric, bladder, and triple-negative breast cancer show the highest prevalence by IHC staining 2+ or
greater. (b) In liquid tumors CD205 is prevalentin MM, AML, MALT, B-/T-cell lymphoma
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Table 2: Patient Demographics and Characteristics g
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» Part B is an ongoing expansion basket phase 1 trial enriched in indications where
preliminary efficacy has been seen in part A (Figure 3).

Figure 2: Dose Escalation Phase (Part A) Safety: Most Common AEs (Tables 3and 4)

= All patients have at least one AE.

= The main AE is neutropenia, nadir between days 10 and 15, lasting between 3-5 days.
= Neutropeniais well managed by G-CSF administered at day 8.

= Treatmentis well tolerated without any other safety concern.

Clinical Pharmacokineticsand ADA
= OBTO076 exposure (Cmax) increase is proportional to
increasing doses.

= Cmax of 40.000-90.000ng/ml was achieved between 2.5
and 3.5mg/kg dose and is comparable to the therapeutic
dose in mouse models.

OBTO076 at 3.0mg/kg has shown favorable safety
profile with manageable neutropenia. The preliminary
efficacy has suggested single agent antitumoral
activity in gastric, ovarian, endometrial and lung
cancer.
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Table 3: Hematological AEs Table 4: Other related AEs

Cohort1: | Cohort2: | Cohort 2b: | Cohort3: | Cohort4: | PartB:
1.6mglkg | 25mglkg | 2.5 mglkg | 3.5mglkg | 3.0mglkg | 3.0 m/kg All
N=3 N=4 N=5 N=3 N=3 N=9 N=27

= The two patients who received a sequential
administration of  pembrolizumab after OBTO076
showed considerable tumor activity and is also
supported by PD marker analysis in the whole blood
samples.

* No drug accumulation following repeated-dose
administration was evident in any dose range
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= Three out 18 patients tested are confirmed to have ADA
in dose escalation phase (Part A) of the study.
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