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Axatilimab Targets Key 
Mediators of cGVHD Pathology

• CSF-1R–dependent monocytes and 
macrophages mediate inflammation 
and fibrosis1,2

• Axatilimab is an investigational 
monoclonal antibody that targets CSF-
1R on monocytes and macrophages2

• Axatilimab has shown favorable 
safety and promising efficacy in 
recurrent/refractory cGVHD, with an 
ORR of 67% in the first 6 cycles2

cGVHD, chronic graft-versus-host disease; CSF-1R, colony-stimulating factor 1 receptor; ORR, overall response rate. 
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1. MacDonald et al. Blood. 2017;129:13-21. 2. Kitko et al. J Clin Oncol. 2022;41:1864-1875. 3.

Jardine et al. J Clin Invest. 2020;130:4574-4586.

Axatilimab Mechanism of Action1-3



Secondary and exploratory endpoints

• Clinically meaningful improvement in mLSS (≥7 points)

• Organ-specific response rates, DOR, FFS, OS

• Safety

DOR, duration of response; FFS, failure-free survival; mLSS, modified Lee Symptom Scale; mTOR, mammalian target of rapamycin; NIH, National Institutes of Health; OS, overall 

survival.

Primary endpoint

• ORR in the first 6 cycles as defined by NIH 2014 

Consensus Criteria1

• Endpoint was met if lower bound of 95% CI >30%
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1. Jagasia et al. Biol Blood Marrow Transplant. 2015;21:389-401.

Key eligibility criteria

• Age ≥2 years with ≥2 prior lines of 

systemic therapy

• Active cGVHD defined per 2014 NIH 

Consensus Criteria1

• Concomitant use of corticosteroids (65%), 

calcineurin inhibitors (28%), or mTOR 

inhibitors (12%) was allowed but not required

• No additional systemic cGVHD therapy 

was allowed

AGAVE-201: Study Design and Methods



Primary Efficacy Endpointa Met in All Cohorts

Q2W, every 2 weeks; Q4W, every 4 weeks.
aPrimary endpoint was overall response rate in the first 6 cycles as defined by NIH 2014 Consensus Criteria.1
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Time to response, median 

months (range)
1.7 (0.9–8.1) 1.9 (0.9–8.6) 1.4 (0.9–5.6)

Response maintained for            

≥12 months, % (95% CI)
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Overall Response Rates With Axatilimab

1. Lee at al. Biol Blood Marrow Transplant. 2015;21:984-999.
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Organ Responses in 0.3 mg/kg Q2W

BSA; body surface area; GI, gastrointestinal; Q2W, every 2 weeks. aDue to rounding, complete response and partial response numbers may not add up to total response rate.
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Responses were notable in fibrosis-dominated organs, 

including esophagus (78%), joints and fascia (76%), lung (47%), and skin (27%)
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44% had 

reduction in 

BSA involved 

by sclerosis

66% had 

improvement in 

skin and joint 

tightening 

severity



NE, not estimable; Q2W, every 2 weeks.
aDefined as time from randomization to death or new systemic cGVHD therapy, where axatilimab dose increase is not considered new therapy.

Failure-free Survivala in 0.3 mg/kg Q2W
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Median FFS was 17.3 (95% CI, 14.2–NE) months
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Conclusions

• Axatilimab at 0.3 mg/kg Q2W is highly effective and has a 

manageable safety profile in recurrent/refractory cGVHD

• Rapid and durable responses were documented in all organs and 

patient subgroups

• Significant reduction of symptom burden was reported by 

most patients, including those with fibrotic cGVHD manifestations

• Adverse events were mostly low grade, reversible, and increased 

with higher doses

• Unique mechanism of action may represent a new therapeutic 

strategy in cGVHD
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Q2W, every 2 weeks.
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Lenalidomide, and Dexamethasone (VRd) Versus VRd Alone 
in Patients With 
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PERSEUS: Study Design
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Primary endpoint: PFSc

Key secondary endpoints: Overall CR rate,c overall MRD-negativity rate,d OS 

VRd
V: 1.3 mg/m2 SC 

Days 1, 4, 8, 11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

D-VRd
DARA: 1,800 mg SCb Q2W

VRd administered as in 
the VRd group

R
R: 10 mg PO Days 1-28 until PD

MRD
positive

MRD
negative

Continue 
D-R 

until PD

Discontinue 
DARA therapy only

D-R
DARA: 1,800 mg 

SCb Q4W
R: 10 mg PO 

Days 1-28

Key 
eligibility 
criteria

• Transplant-
eligible NDMM

• Age 18-70 years
• ECOG PS ≤2
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Maintenance

28-day cycles2 cycles of 28 days

Consolidation

4 cycles of 28 days

D-VRd
DARA: 1,800 mg SCb

QW Cycles 1-2
Q2W Cycles 3-4

VRd administered as in 
the VRd group

Induction
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VRd
V: 1.3 mg/m2 SC 

Days 1, 4, 8, 11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

Restart DARA therapy 
upon confirmed loss of CR  

without PD or 
recurrence of MRD

Discontinue DARA therapy only
after 24 months of D-R maintenance for 

patients with CR and 12 months of  
sustained MRD negativity

ECOG PS, Eastern Cooperative Oncology Group performance status; V, bortezomib; SC, subcutaneous; PO, oral; d, dexamethasone; IV, intravenous; QW, weekly; Q2W, every 2 weeks; PD, progressive disease; 
Q4W, every 4 weeks; MRD, minimal residual disease; OS, overall survival; ISS, International Staging System; rHuPH20, recombinant human hyaluronidase PH20; IMWG, International Myeloma Working Group; 

VGPR, very good partial response. aStratified by ISS stage and cytogenetic risk. bDARA 1,800 mg co-formulated with rHuPH20 (2,000 U/mL; ENHANZE drug delivery technology, Halozyme, Inc., San Diego, CA, USA).

cResponse and disease progression were assessed using a computerized algorithm based on IMWG response criteria. 
d

MRD was assessed using the clonoSEQ assay (v.2.0; Adaptive Biotechnologies, Seattle, WA, USA) in 

patients with VGPR post-consolidation and at the time of suspected CR. Overall, the MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity (10–5 threshold) and CR at any time. 



PERSEUS: Progression-free 
Survival

HR, hazard ratio; CI, confidence interval. 57

• 58% reduction in the risk of progression or death in patients receiving D-VRd

Median follow-up: 47.5 months
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D-VRd

HR, 0.42; 95% CI, 0.30-0.59; P <0.0001

VRd

48-month PFS

84.3%

67.7%



PERSEUS: Overall and Sustained 
MRD-negativity Ratesa
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MRD negativity (10–5) MRD negativity (10–6) Sustained MRD negativity (10–5) 12 months
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• Deep and durable MRD negativity was achieved with D-VRd
• 64% (207/322) of patients receiving maintenance in the D-VRd group discontinued DARA after 

achieving sustained MRD negativity per protocold
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PERSEUS: Overall Survival
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D-VRd
(n = 355)

VRd
(n = 354)

Events, n (%) 34 (9.6) 44 (12.4)
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• OS data trend favorably for D-VRd
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