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Introduction

2

• AZD0486 is an IgG4 fully human 

CD19xCD3 bispecific T-cell engager 
(TCE), with a half-life of 8–12 days1-3

• Two step-up dosing (C1D1: 0.27 mg; 

C1D8: 1 mg; C1D15: target dose) enabled 
administration of the drug to achieve 

therapeutic target dose4,5

• Here, we present updated efficacy, safety, 
and PK/PD data of AZD0486 in patients 

with R/R FL
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Key Eligibility Criteria

• Adults with R/R B-NHL

• CD19+ by flow cytometry or IHC

• ≥2 prior lines of therapy

• Prior anti-CD19 therapies, CAR-T cells, 

and anti-CD20 TCE allowed

• ≥1 measurable lesion

• No active CNS disease

• No circulating disease

• ECOG PS ≤2 

First-in-Human Phase 1 Study of AZD0486
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Assessments

• Disease response: PET-CT by RECIL by ICR1

• CRS and ICANS: ASTCT criteria2

• AEs: CTCAE v5.0

• MRD: PhasED-Seq CLARITY assay in plasma 
ctDNA (sensitivity ~10-6)

Endpoints

• Primary: safety/tolerability, PK, MTD, and RP2D

• Secondary: antitumor activity

ICR, independent central review; RECIL, Response Evaluation Criteria in Lymphoma.

1. Younes A, et al. Ann Oncol. 2017;28:1436-7. 2. Lee DW, et al. Biol Blood Marrow Transplant. 2016;25:625-38.



AZD0486 in a First-in-Human Phase 1 Study
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NCT04594642; data cutoff: 18 June 2024.

aIn the FL cohort (N=56), 6 (11%) patients received a fixed dose, 12 (21%) received 1SUD, and 38 (68%) received 2SUD.

Overall Study Design

2SUD Treatment Schedule

• AZD0486 is administered intravenously

• 2SUD on C1D1, C1D8 with target dose (TD) on C1D15, 
then on D1, D15 each 28-day cycle up to 2 years

– Cycle 1 doses were inpatient

• Patients with 2 consecutive CRs after cycle 6 may receive 
AZD0486 every 4 weeks

Fixed-dose escalationa

0.03 mg to 2.4 mg Q2W

Single step-up (1SUD)a

C1D1: 0.27 mg to 1.0 mg
C1D15 then Q2W: TD (0.8 mg to 10 mg)

Double step-up (2SUD)a

C1D1: 0.27 mg, C1D8: 1 mg
C1D15 then Q2W: TD (2.4 mg to 15 mg)

TD TD TD

1.0 mg

0.27 mg

C1:
D1, 8, 15

C2–24:
D1, 15

2SUD

TD 2.4 mg

TD 7.2 mg

TD 15 mg



Most Patients Had Heavily Pretreated FL
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aRacial demographics included Asian (34%), Black or African American (2%), White (59%), and Not Reported (5%); 57% of patients were male, 43% were female. 
bBulky disease was defined as target lesion ≥7 cm or 3 target lesions each ≥3.

Characteristic N=56a Patients who received target 

doses of ≥2.4 mg (n=41)

Age, median (range), years 62 (33–86) 63 (33–79)

ECOG PS score 2, n (%) 2 (4) 1 (2)

Ann Arbor stage III–IV, n (%) 45 (80) 35 (85)

CD20-negative disease at study entry, n (%) 9 (16) 6 (15)

Bulky diseaseb, n (%) 12 (21) 9 (22)

POD24, n (%) 19 (34) 14 (34)

Median prior lines of therapy (range) 3 (2–12) 3 (2–12)

2 lines, n (%) 20 (36) 14 (34)

≥3 lines, n (%) 36 (64) 27 (66)

Refractory to last line of therapy, n (%) 17 (30) 14 (34)

Prior types of treatment, n (%)

Lenalidomide 23 (41) 15 (37)

CD19-directed CAR T 7 (13) 6 (15)

CD20 T-cell engager 4 (7) 4 (10)

Allogeneic or autologous SCT 3 (5) 2 (5)

Polatuzumab vedotin 1 (2) 1 (2)



High Response Rates Overall and in High-Risk Populations
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Patients N ORR CR rate

All TD ≥2.4 mg 41 95% 85%

Baseline and Disease Characteristics

POD24 14 100% 100%

Bulky disease 9 78% 56%

CD20 negative disease 6 100% 83%

Refractory disease 6 83% 83%

Prior Therapies

CD20 TCE 4 75% 75%

CD19 CAR-T 6 83% 67%

Lenalidomide 14a 93% 93%

aOne patient died prior to response assessment.
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Responses Were Durable After Treatment With AZD0486
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• Median study follow up: 8.4 

months (range, 0.5–39.4)

• Median DOR has not been 

reached

• 2/41 patients in CR relapsed
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Progression-Free Survival by Target Dose

8

Estimated 12-month PFS, 75%
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Tumor Regression
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aWaterfall chart indicates tumor shrinkage in evaluable patients as assessed by RECIL (change in sum of longest diameters).
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• ORR was 95% and CR rate was 85% in patients who received AZD0486 ≥2.4 mg (n=41)
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High Rates of uMRD Were Achieved in Patients With CR
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Target dose
Within 12 weeks

(uMRD/MRD-evaluablea CR)

Anytime 
(uMRD/MRD-evaluablea CR)

2.4 mg 89% (8/9) 100% (9/9)

7.2 mg 93% (13/14) 93% (13/14)

15 mg 100% (3/3) 100% (3/3)

≥2.4 mg 92% (24/26) 96% (25/26)

aMRD is considered evaluable if Phased variants (PVs) were detected in baseline tumor or plasma and longitudinal plasma samples were available for PV tracking.
bForesight PhasED-Seq CLARITY assay has a detection limit of <1 part per million in DLBCL. It is indicated for DLBCL, FL, and classic Hodgkin lymphoma.

• MRD was assessed ~every cycle in cycles 1–3, then every other cycle

• MRD was assessed in plasma by Foresight PhasED-Seq CLARITY assayb



Adverse Events in All Patients With FL
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aIn ≥20% of patients who received fixed, 1SUD, and 2SUD schedules

• The majority of AEs were Grade 1 or 2

• No patients discontinued due to treatment-related AEs
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Only Grade 1 CRS and ICANS in 2SUD Cohorts
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• Events occurred during SUD or following 

administration of the first target dose

– 2 events of CRS occurred at target dose

– 0 events of ICANS occurred at target dose

• Tocilizumab was used to manage CRS in 5 (13%) 

patients

• All patients reached assigned target dose

AE grade

AZD0486 2SUD cohort (n=38)

CRS
n (%)

ICANS
n (%)

1 19 (50) 1 (3)

2 0 0

3 0 0

4 0 0

5 0 0



Conclusions
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• AZD0486 showed a high CR rate and was well tolerated in patients with heavily pretreated 

follicular lymphoma

• ORR 95% and CR rate 85% in R/R FL at target doses ≥2.4 mg

– Among patients achieving CR, uMRD was achieved in 92% by 12 weeks post-treatment

– The exposure–response analysis to support the determination of a recommended phase 2 target 

dose is presented in poster #2794 (Sunday poster session)

• 2SUD allows administration of target doses up to 15 mg with acceptable toxicity

– All CRS events and the ICANS event in the 2SUD cohorts were grade 1

• Additional studies of AZD0486 in patients with 1L and R/R FL are ongoing



Acknowledgments

14

We thank the patients, their caregivers, the investigators, study coordinators, and nurses 

who participated in this study. This study was sponsored by AstraZeneca. Medical writing 

support was provided by Peloton Advantage, LLC (Parsippany, NJ), an OPEN Health 

company and funded by AstraZeneca. The authors directed the development of the 

presentation and are fully responsible for all content and editorial decisions.


	Slide 1
	Slide 2: Introduction
	Slide 3:  First-in-Human Phase 1 Study of AZD0486
	Slide 4: AZD0486 in a First-in-Human Phase 1 Study
	Slide 5: Most Patients Had Heavily Pretreated FL
	Slide 6: High Response Rates Overall and in High-Risk Populations
	Slide 7: Responses Were Durable After Treatment With AZD0486
	Slide 8: Progression-Free Survival by Target Dose
	Slide 9: Tumor Regression
	Slide 10: High Rates of uMRD Were Achieved in Patients With CR
	Slide 11: Adverse Events in All Patients With FL
	Slide 12: Only Grade 1 CRS and ICANS in 2SUD Cohorts
	Slide 13: Conclusions
	Slide 14: Acknowledgments

