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INTRODUCTION

STUDY DESIGN

A three-part double-blind, randomized, placebo-controlled Phase 1 study (NCT06650761) was conducted 

to assess the safety, pharmacokinetics (PK) and pharmacodynamic (PD) impact of CDX-622 in healthy 

participants

CONCLUSIONS
• Mast cell depletion strategies have emerged as powerful therapeutic approaches to treat inflammatory diseases

• We present the first-in-human data demonstrating that neutralization of soluble SCF is a promising strategy for selectively 

inhibiting KIT signaling in mast cells

• CDX-622 is a first-in-class bispecific antibody that neutralizes TSLP and soluble SCF

• CDX-622 was well tolerated

- Headache (Grade 1) was the most commonly reported AE

- No meaningful impact on hematological parameters and no impact on hair or skin pigmentation

• Rapid, profound, dose-dependent and durable reductions in serum tryptase, indicative of tissue MC depletion

- Biopsy data consistent with greater impact on non-cutaneous MCs

• Long antibody half-life and high exposure with subcutaneous administration, consistent with good bioavailability

• No evidence of immunogenicity at any dose 

• Combined TSLP neutralization and MC depletion with CDX-622 may result in broad efficacy in inflammatory diseases where both 
pathways play a pathogenic role

- CDX-622 is currently being studied in patients with mild-moderate asthma (NCT07330778)
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SAD iv (Part 1) MAD iv (Part 2) SAD sc (Part 3)
Total

(n=85)Active 

(n=24)

Placebo

(n=8)

Active 

(n=21)

Placebo

(n=8)

Active 

(n=18)

Placebo

(n=6)

Age 

(median, range, years)
38 

(19-55)

37 

(28-44)

33 

(21-53)

36 

(33-55)

34 

(26-55)

32 

(27-46)

36 

(19-55)

Gender

Female, N (%) 9 (37%) 3 (37%) 7 (33%) 5 (62%) 6 (33%) 2 (33%) 32 (38%)

Race

White, N (%) 20 (83%) 7 (87%) 19 (90%) 7 (87%) 15 (83%) 4 (67%) 72 (85%)

Black/

African American, N (%)
4 (17%) 1 (13%) 1 (5%) 1 (13%) 3 (17%) 2 (33%) 12 (14%)

Weight

(median, range, kg)

76 

(52-98)

78 

(66-96)

79 

(53-95)

69 

(62-98)

80 

(66-95)

79 

(56-82)

78 

(52-98)

Serum Tryptase

(median, range, ng/mL)

4.6 

(1.4-16.1)

4.0 

(1.9-12.0)

3.6 

(1.6-5.4)

3.3 

(1.9-5.5)

3.2 

(1.7-9.0)

3.8 

(2.6-6.3)

3.8

 (1.4-16.1)

• CDX-622 was well tolerated in all study parts and at all dose levels

• No dose-limiting toxicities (DLTs) or related serious adverse events (SAEs)

• One unrelated case of appendicitis reported

• Grade 1 headache was the most common adverse event (AE) reported

• Four patients experienced Grade 1 infusion-related reactions (IRR) in the 9 mg/kg MAD 

cohort 

• 3 participants treated with CDX-622 and 1 treated with placebo

• Reactions were mild, brief and resolved without medical intervention

• Infusion rates slowed in subsequent administrations

• No reported changes in hair or skin pigmentation 

• No meaningful changes in absolute neutrophil counts (ANC) or red blood cell parameters

• Grade 2 neutropenia reported in a single CDX-622 (3 mg/kg)-treated participant who 

entered the study with ANC value at the lower limit of normal (2000 cells/ul)

Safety and tolerability
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Primary Objectives
• Safety and tolerability

Secondary Objectives
• Pharmacokinetics, pharmacodynamics (tryptase) and 

immunogenicity

Exploratory Objectives
• Skin mast cell analysis

BASELINE DEMOGRAPHICS

Treatment Emergent Adverse Events (TEAE) in ≥ 2 CDX-622-treated participants*

SAD iv (Part 1) MAD iv (Part 2) SAD sc (Part 3)

Active 
(n=24)

Placebo
(n=8)

Active 

(n=21)

Placebo

(n=8)

Active 
(n=18)

Placebo
(n=6)

Headache 1 1 6 1 0 0

Oropharyngeal pain 0 1 2 0 2 0

Chest discomfort** 0 0 2 2 0 0

Feeling hot** 0 0 3 0 0 0

Chills 0 0 1 0 1 0

** A subset of AEs were associated with IRRs

CDX-622 does not meaningfully impact hematological 

parameters 

CDX-622 exhibits mAb-like pharmacokinetics
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- Dose-proportional exposure with terminal half-life of 24 days at 9 mg/kg and 28 days at 870 mg

- Good bioavailability (73%) with SC administration 

- No immunogenicity detected at any dose level

Rapid, durable and dose-dependent reduction in serum tryptase
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Data are baseline-normalized; tryptase values below LLoQ (1 ng/mL) normalized to 0

Partial reduction of skin mast cell signatures
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CDX-622 9.0 mg/kg

• 85 participants were enrolled of which 80 completed treatment

• Study conducted at specialized phase 1 unit (Celerion, Tempe AZ)

       iv: intravenous; sc: subcutaneous

• Mast cell depletion strategies are emerging as powerful 

therapeutic approaches for certain inflammatory diseases. 

However, heterogeneity in the pathophysiology of many chronic 

inflammatory disorders suggests a dual mechanism approach may 

offer additional benefit

• Mast cells (MCs) and the alarmin thymic stromal lymphopoietin 

(TSLP) may contribute to the pathology of several of these diseases 

through largely non-redundant mechanisms

• CDX-622 is a bispecific tetravalent antibody that inhibits/ depletes 

MCs by neutralizing the KIT ligand stem cell factor (SCF)1, and 

blocks TSLP

• CDX-622 preferentially inhibits the soluble form of SCF over 

membrane-bound SCF

• The parental SCF mAb of CDX-622 (SCF-12) demonstrated 

profound MC depletion in cynomolgus macaques without 

impacting other KIT-dependent functions, including 

spermatogenesis and melanogenesis2

• CDX-622 was well tolerated in a GLP-compliant toxicology 

studies with a no-observed-adverse-effect level (NOAEL) of 75 

mg/kg 

• Here we present safety, pharmacokinetics (PK) and 

pharmacodynamic (PD) results from a Phase 1 clinical study of 

CDX-622 in healthy participants 

• Combined inhibition of MCs through soluble SCF neutralization with 

TSLP blockade with a single bispecific antibody is a novel 

approach for diseases where both mechanisms are implicated
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CDX-622 0.3 mg/kg

CDX-622 1.0 mg/kg

CDX-622 3.0 mg/kg

CDX-622 9.0 mg/kg

• Meaningful but partial impact on skin MCs 

were observed, despite profound decrease 

in serum tryptase

• Skin MC survival may be more reliant on 

membrane SCF than other MC populations 

(eg. mucosal MCs)

• MC signatures calculated by averaging 

baseline-normalized values of TPSAB1, CPA3, 

CMA1, HDC, and CTSG

* All AEs were Grade 1 and transient

TSLP and SCF elicit inflammatory 

responses through non-redundant 

mechanisms

ILC2: innate lymphoid cell 2

DC: dendritic cell
TH2: T helper 2

• Median serum tryptase levels, a marker of MC burden, were in the normal range 

• Well balanced across all parts

Placebo
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CDX-622 9.0 mg/kg

Placebo
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CDX-622 870 mg
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CDX-622 3.0 mg/kg

CDX-622 9.0 mg/kg

Placebo

CDX-622 1.0 mg/kg
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CDX-622 290 mg

CDX-622 580 mg

CDX-622 870 mg

28-Day 

Screening

Randomization

Screening

Week 18 Week 10Week 0

(Day 1)

Dose

Week 4

(Day 29)

Dose

Week 6

(Day 43)

Dose

Week 2

(Day 15)

Dose

Cohort 2-1

1.0 mg/kg CDX-622 (N = 6)

Placebo N = 2

Cohort 2-2 

3.0 mg/kg CDX-622 (N = 6)

Placebo N = 2

Cohort 2-3 

9.0 mg/kg CDX-622 (N = 6)

Placebo N = 2

Part 2: Multiple Ascending 

Dose (iv)

 EOS EOT

28-Day 

Screening

Randomization

Cohort 1-1

0.3 mg/kg CDX-622 (N = 6)

Placebo N = 2

Cohort 1-2 

1.0 mg/kg CDX-622 (N = 6)

Placebo N = 2

Cohort 1-3 

3.0 mg/kg CDX-622 (N = 6)

Placebo N = 2

Cohort 1-4 

9.0 mg/kg CDX-622 (N = 6)

Placebo N = 2

Screening

 Week 12Day1

Dose

 EOS

Part 1: Single Ascending 

Dose (iv)

Part 3: Single Ascending 

Dose (sc)

28-Day 

Screening

Randomization

Cohort 3-1

290 mg/kg CDX-622 (N = 6)

Placebo N = 2

Screening

 Week 12Day1

Dose

 EOS

Cohort 3-2 

580 mg CDX-622 (N = 6)

Placebo N = 2

Cohort 3-3 

870 mg CDX-622 (N = 6)

Placebo N = 2
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