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BACKGROUND

Checkpoint blockade (CPI) has become a major

modality in the treatment of metastatic
melanoma (MM).

However, long-term survival and durable
remission rates remain low.

CD40 activation on antigen presenting cells

(APCs) initiates priming of tumor specific
CD8+ T cells by upregulation of:
1. Co-stimulatory molecules (CD80,
CD86, CD70, 4-1BBL, OX40L)

2. Expression of effector cytokines (IL-

12) [1]
Furthermore, CD40 activation enhances

tumoricidal effects of macrophages and other

cells of the innate immune system [2].

APX005M

APX005M is a novel, potent IgG1 CD40

agonistic monoclonal antibody (mAD) that
activates B-cells, monocytes, and dendritic

cells (Figure 1).

Figure.1 APX005 Mechanism of Action
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Tumor as “Vaccine Site”

« Ligation of the CD40 receptor on
antigen presenting cells (APCs) is
important for activation of tumor-
specific T-cells [3].

 Intratumoral (IT) injection of a CD40
agonist activates innate immunity and
may “immunize” patients against their
own unique mutated tumor antigens
(Figure 2).

* IT administration of a recombinant
adenovirus encoding CD40L in mice
induces T-cell-mediated systemic
activity against B16 melanoma.
Importantly, IT rAdCD40L also
augmented the activity of anti-PD-1

[4]

We hypothesize IT APX005M can synergize with systemic PD-1 blockade resulting in

superior anti-melanoma activity.

Image Guided Intratumoral Injections

* Injectable lesions: cutaneous, SC, nodal, or visceral
tumors > 10 mm amenable for direct injection or US vs
CT guidance (Figure 2).

« Same tumor site for each of 4 IT injections of APX005M.

* \olume of injection dependent on tumor size.
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Study ODbjectives

Primary Objectives

o  Safety and Tolerability

e Define the maximum tolerated dose
(MTD) and/or recommended phase 2
dose (RP2D) [Figure 3]

e  Assess objective response rate (ORR) at
12 weeks based on RECIST 1.1 at
RP2D.

Eligibility

Key Inclusion Criteria

 Histologically or cytologically confirmed cutaneous
or mucosal melanoma (i.e., ocular melanoma
subjects are not eligible)

» Measurable, unresectable stage I11 or IV disease.

» At least 2 injectable melanoma lesions (amenable
for direct injection or through the use of image
guidance such ultrasound [US], CT or MRI) > 10
mm in longest diameter.

» ECOG performance status of O or 1

Design

Secondary Objectives

Quantify tumor infiltrated CD8+ T-cells
pre/post IT APXO005M + IV
pembrolizumab both in injected and non-
injected tumors

Exploratory Objectives

Associations between biomarker
measures and anti-tumor activity
Overall survival and Progression Free
Survival at 1 year and 2 years.

Key Exclusion Criteria

» Prior CPI therapy, anti-CDA40, IT oncolytic therapy
or TLR agonist.

» Uveal melanoma

 Active autoimmune disease requiring disease-
modifying therapy

» Concurrent systemic steroid therapy (> 7.5 mg
prednisone or equivalent)

 Patients with untreated symptomatic brain
metastases

 Active immunodeficiency
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Status

e 10 patients have been enrolled in the
dose escalation phase currently at DL5
* Dose escalation continues to enroll 2
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