VB10.NEO, an individualized neoepitope cancer vaccine, induces positive clinical responses in patients with locally advanced or metastatic solid tumours
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Before enrolment, the patients have been treated for at least 12 weeks with
CPI (nivolumab or pembrolizumab) as standard of care (SoC), often in addition
to multiple lines of prior anti-cancer treatments. Most patients had stable
disease with one patient showing a mixed response when enrolled into the
study (Table 1).

Manufacturing of the DNA vaccine commenced upon tumour tissue collection.
So far, Vaccibody succeeded in manufacturing all patient batches with the top
20 neoepitopes selected. During manufacturing, five patients progressed, one
had a partial response, while all other patients started VB10.NEO treatment
with stable disease (Table 1).

Patients were given Q3W VB10.NEO vaccinations for an induction period of 6
weeks, with Q4W vaccinations following until week 50. The vaccine is
administered intramuscularly with a needle-free jet injector (Pharmadlet
Stratis).

12 out of 14 patients continued treatment with the CPl as SoC during
VB10.NEO treatment.

So far, treatment with VB10.NEO has been well tolerated. The most common
adverse events attributable to VB10.NEO treatment (TRAES) were injection-
related hypertensive episodes and injection site reactions.
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Figure 2. % change in sum of target lesions vs. time for all patients by entity. Patients
stable at start of VB10.NEO treatment are indicated in blue; two show lesion size reduction.
Patients progressing between enrolment and first dose of VB10.NEO are indicated in red; two
of which show lesion stabilization while two have a lesion size reduction. One patient had a
partial response to CPI, indicated in purple, with a further lesion size reduction after start of
VB10.NEO treatment. (Four patients were reported with new lesions.)

Figure 3. % change in all target lesions vs. time for all melanoma, NSCLC and SCCHN
patients. Prior measurements (3-6 months pre first dose of VB10.NEO) are included. First
dose VB10.NEO is indicated with a dotted vertical line. Target lesions that were used to select
neoepitopes for the vaccines are marked with an asterisk.

Clinical responses are observed even in patients with low tumour mutational
burden (TMB) and large tumour burden (Fig. 4). This demonstrates the broad
potential for VB10.NEO.
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Figure 4. TMB vs lesion sizes.

One of the SCCHN patients, 01-002, showed progression of two target lesions .

In the cervical area prior to VB10.NEO treatment. Post treatment and up to
week 37, these lesions were stabilized (Fig. 3 — SCCHN / 01-002).
Interestingly, a follow-up tumour biopsy at week 24 showed that the tumour
cells left in the cervical area no longer contained the neoepitopes targeted by
the vaccine (Fig. 6). 19 of the 20 mutations were no longer found in the
remaining tumour cells indicating that the vaccine had successfully killed all
tumour cells with these mutations.

————— (Rt

P - !” 7 77| Screening - Sample 1
[T Screening - Sample 2
[ Follow-up week 24

(n) # of neoepitopes included
in VB10.NEO

Figure 6. Venn diagram of neoepitopes found in tumour samples at screening (cyan)
and at follow-up biopsy (purple).
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The clinical responses were observed within 9-24 weeks
after first dose of VB10.NEO

. The clinical responses correlate with frequency of high
guality neoepitopes as well as strong de novo neoepitope-
specific CD8+ T cell responses induced by the vaccine

« The lesion used for neoepitope selection by NeoSELECT™
showed the most evident tumour shrinkage

. All patient-specific VB10.NEO vaccine batches have to date
been produced successfully with the 20 highest ranked
neoepitopes

. VB10.NEO is well tolerated

vaccibody




