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Item 8.01. Other Events.
On July 9, 2021, Celldex Therapeutics, Inc. (the “Company”) announced updated data from the Company’s ongoing, open label Phase 1b clinical
trial of CDX-0159 in patients with antihistamine refractory cold urticaria and symptomatic dermographism.
Interim data from the Company’s ongoing Phase 1b study in inducible urticaria were released as a late-breaking electronic Poster Discussion
Session (ePDS) at the European Academy of Allergy and Clinical Immunology (EAACI) Annual Congress 2021 on July 9, 2021. The Phase 1b open label
clinical trial is designed to evaluate the safety of a single dose of CDX-0159 in patients with cold urticaria or symptomatic dermographism who are
refractory to antihistamines. The data update at EAACI included the cold urticaria and symptomatic dermographism cohorts, the two most common forms
of chronic inducible urticaria. The study was recently amended to also add a cohort of patients with cholinergic urticaria. In the study, patients’ symptoms
are induced via provocation testing that resembles real life triggering situations. CDX-0159 is administered intravenously (3.0 mg/kg) as add on treatment
to H1-antihistamines and patients are followed for 12 weeks after dosing. Secondary and exploratory objectives include pharmacokinetic and
pharmacodynamic assessments, including changes from baseline provocation thresholds, measurement of tryptase and stem cell factor levels, clinical
activity outcomes (impact on urticaria symptoms, disease control, clinical response), quality of life assessments and measurement of tissue mast cells
through skin biopsies.
As of the data cut-off on June 11, 2021, 20 patients had received a single intravenous infusion of CDX-0159 at 3 mg/kg, including 11 patients with
cold urticaria and 9 patients with symptomatic dermographism. Patients had high disease activity as assessed by provocation threshold testing. In patients
with cold urticaria and symptomatic dermographism baseline critical temperature thresholds were 18.9°C/66°F (range: 5-27°C/41-80.6°F) and FricTest®
thresholds were 3.8 (range: 3-4) of 4. Safety results were reported for all 20 patients; activity results were reported for the 19 patients who received a full
dose of CDX-0159. 14 of 19 patients completed the 12-week study observation period and five were ongoing (range of 2-8 weeks) as of June 11, 2021.
·

·

·
·

·

All 19/19 (100%) patients experienced a clinical response as assessed by provocation threshold testing; 18/19 (95%) experienced a complete
response and 1/19 (5%) experienced a partial response.
o 10/10 (100%) patients with cold urticaria experienced a complete response.
o 8/9 (89%) patients with symptomatic dermographism experienced a complete response and 1/9 (11%) experienced a partial response.
o Complete responses were observed in all 3 patients (1 cold urticaria; 2 symptomatic dermographism) with prior Xolair® (omalizumab)
experience, including two who were Xolair refractory.
Rapid onset of responses after dosing and sustained durability were observed.
o Most patients with cold urticaria and symptomatic dermographism experienced a complete response by week 1 and by week 4,
respectively.
o The median duration of response for patients was 77+ days for cold urticaria and 57+ days for symptomatic dermographism.
Improvements in disease activity as reported by physician's and patient’s global assessment of disease severity were consistent with the complete
responses as measured by provocation testing.
A single 3 mg/kg dose of CDX-0159 resulted in rapid, marked and durable suppression of serum tryptase and depletion of skin mast cells (87%
depletion) as measured through biopsy.
o The kinetics of serum tryptase and skin mast cell depletion mirrored clinical activity.
o This confirmed that serum tryptase level is a robust pharmacodynamic biomarker for assessing mast cell burden and clinical activity in
inducible urticaria and potentially in other diseases with mast cell driven involvement.
CDX-0159 was generally well tolerated. The most common adverse events were hair color changes, mild infusion reactions, and transient changes
in taste perception.
o Hair color changes (generally small areas of hair color lightening) and taste disorders (generally partial changes of ability to taste salt) are
consistent with inhibiting KIT signaling in other cell types and are expected to be fully reversible.

o

·

As previously reported, a single severe infusion reaction of brief loss of consciousness was observed in a patient with a history of
fainting. The patient rapidly recovered. Importantly, no evidence of mast cell activation as measured by serum tryptase monitoring was
observed.
o There was no evidence of clinically significant decreases in hematology parameters—an important finding for a KIT inhibitor.
One patient with symptomatic dermographism enrolled in the study also had a diagnosis of prurigo nodularis. After a single dose of CDX-0159,
this patient experienced both a complete response of symptomatic dermographism and notable improvement of the prurigo nodularis.

The subcutaneous formulation of CDX-0159 is planned to enter the clinic in the third quarter of 2021. The Company plans to initiate a study in prurigo
nodularis in the fourth quarter of 2021. Celldex remains on track to initiate the Phase 2 studies in both spontaneous and inducible urticaria in the first half
of 2022. Initial results from the cholinergic cohort are planned for presentation at a scientific congress in the first quarter of 2022. Treatment results from
the Phase 1b study in chronic spontaneous urticaria are planned for presentation at a scientific congress in early summer of 2022. The Company plans to
expand development into a fourth indication by year end 2022.
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