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Introduction
	● National Institutes of Health overall response rate (NIH-ORR, including 
complete and partial responses) per the 2014 chronic graft-versus-host 
disease (cGVHD) consensus criteria may not completely assess the clinical 
or symptom benefit of cGVHD therapies1

	● Alternative measures include the clinician-reported graft-versus-host disease 
(GVHD) global activity assessment of patient symptoms and the modified Lee 
Symptom Scale (mLSS), a patient-reported assessment of symptom burden2

	● In the pivotal AGAVE-201 trial (NCT04710576), axatilimab 0.3 mg/kg once 
every 2 weeks (Q2W) demonstrated promising NIH-ORR in patients with 
cGVHD and was generally well tolerated3

Objective
	● In this post hoc analysis, we evaluated positive/negative percent agreement 
(PPA/NPA) and response correlations among NIH-ORR, clinician-reported 
symptom improvement, and mLSS improvement at Cycle (C)7 Day (D)1

Methods
	● In AGAVE-201, patients were randomized 1:1:1 to receive axatilimab 0.3 mg/kg 
Q2W, 1 mg/kg Q2W, or 3 mg/kg once every 4 weeks (Q4W)

	● Clinician-reported GVHD global activity assessment of patient symptoms 
(scale, 0–10) and response determination per NIH consensus criteria was 
performed on D1 of each cycle

	– For clinician-reported GVHD symptoms, a ≥2-point decrease and a 
≥2-point increase in symptom severity were considered improvement and 
worsening, respectively

	● Patients reported symptom improvements using the mLSS; a ≥7-point 
improvement from baseline was considered clinically meaningful

	● Kappa (κ) and PPA/NPA were used to assess response agreement

	– κ values range from −1 to +1, with higher values indicating greater 
agreement; values ≥0.6 indicate at least moderate agreement, while those 
ranging between 0.4 and 0.59 indicate weak agreement and 0.21 and  
0.39 indicate minimal agreement4

	– PPA and NPA, which range from 0 to 1, are probability estimates that 
2 items will demonstrate the same outcome5

	● Tetrachoric correlations were used to assess response correlations  
between NIH-ORR and the clinician-/patient-reported symptom measures 
for binary data

	– Values range from −1 to +1, in which −1 and +1 indicate strong negative 
and positive correlations, respectively, and 0 indicates no correlation6;  
in general, values ≥0.7 are considered to be strong

	● The Kaplan-Meier method was used to estimate failure-free survival (FFS), 
defined as the time from the landmark of C7D1 to addition of another 
systemic immunosuppressive therapy for cGVHD, relapse of underlying 
malignancy, or death, whichever is earlier

Results

Patient Characteristics
	● In total, 241 patients received axatilimab, 80 of whom received 0.3 mg/kg Q2W

	● Among the 141 patients across all doses and the 57 patients with 0.3 mg/kg  
Q2W who had clinician-reported symptom assessments, 58 (41.1%) and 
31 (54.4%) had symptom improvements

	● Baseline demographics and disease characteristics were generally similar 
between patients with and without clinician-reported symptom improvement 
(Table 1)

NIH-ORR/Clinician-Reported Correlation
	● A total of 129 and 47 patients across all axatilimab doses and with  
0.3 mg/kg Q2W had available NIH-ORR and clinician-reported symptom 
assessments

	● Among the 80 patients across all doses and the 33 patients with 0.3 mg/kg 
Q2W who achieved an NIH-ORR, 45 (56.3%) and 25 (75.8%), respectively, 
had clinician-reported symptom improvements

	– Among the 49 and 14 patients with no NIH-ORR, 9 (18.4%) and 4 (28.6%) 
had clinician-reported symptom improvement

	● κ indicated fair agreement between NIH-ORR and clinician-reported symptom 
improvement; moderate positive associations were observed with tetrachoric 
correlations ( Table 2)

NIH-ORR/mLSS (Patient-Reported) Correlation
	● A total of 131 and 48 patients across axatilimab doses and with 0.3 mg/kg 
Q2W had available NIH-ORR and mLSS data

	● Among the 81 and 33 patients who achieved an overall response across all 
doses and with 0.3 mg/kg Q2W, respectively, 57 (70.4%) and 25 (75.8%) 
reported mLSS improvement

	– Among the 50 and 15 patients with no overall response, 25 (50.0%) and 
6 (40.0%) reported mLSS improvement

	● κ indicated fair agreement between overall response and mLSS; minimal 
to weak positive associations were observed with tetrachoric correlations 
(Table 2)

Clinician-Reported/mLSS (Patient-Reported) Correlation
	● A total of 135 and 52 patients across axatilimab doses and with  
0.3 mg/kg Q2W had available clinician-reported symptom and mLSS data

	● Among the 54 and 28 patients who had clinician-reported symptom 
improvement across all doses and with 0.3 mg/kg Q2W, respectively,  
23 (42.6%) and 13 (46.4%) had mLSS improvement

	– Among the 81 and 24 patients with no clinician-reported symptom 
improvement, 30 (37.0%) and 6 (25.0%) had mLSS improvement

	● κ indicated minimal to fair agreement between clinician-/patient-reported 
symptom improvement; weak/mild associations were observed with 
tetrachoric correlations (Table 2)

FFS
	● Landmark analyses of FFS from C7D1 indicate significantly better survival 
for patients with clinician-reported improvement than for those with no 
improvement with 0.3 mg/kg Q2W (P=0.0093; Figure 1A) and across all 
doses (P=0.0292; Figure 1B), although the findings were not statistically 
significant with the 2 higher doses when assessed separately

Safety
	● Treatment-emergent adverse events (TEAEs) of any grade occurred in  
96.2% of patients with 0.3 mg/kg Q2W and 97.9% across all doses;  
grade ≥3 TEAEs occurred in 49.4% and 60.3% of patients, respectively

	● The most frequent TEAEs in AGAVE-201 were elevations in aspartate 
aminotransferase (13.9% with 0.3 mg/kg Q2W and 35.6% across all doses), 
creatine phosphatase (11.4% and 35.1%), lipase (11.4% and 28.9%),  
lactate dehydrogenase (13.9% and 27.2%), and alanine aminotransferase 
(12.7% and 24.7%)

	● With 0.3 mg/kg Q2W and across all doses, 6.3% and 15.5% of patients, 
respectively, had TEAEs that led to discontinuation of treatment

Conclusions
	● These results suggest there is limited agreement between  

NIH-ORR as a clinical trial endpoint and symptom-based 
clinical improvement or worsening perceived by clinicians  
and patients

	● In the 0.3 mg/kg Q2W group, median FFS after C7D1 was 
prolonged among patients with clinician-reported symptom 
improvements vs those without improvements

	● These data provide insights into the clinical benefit achieved 
with axatilimab and suggest that additional exploration of 
secondary endpoints is warranted for cGVHD therapies
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Figure 1. Kaplan-Meier Estimates of FFS by Clinician-Reported Symptom Improvement 
With (A) Axatilimab 0.3 mg/kg Q2W and (B) Axatilimab All Doses
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FFS, failure-free survival; NE, not estimable; Q2W, once every 2 weeks.
n/N represents the number of patient events out of the total number of patients in the analysis.

Table 1. Patient Demographics and Baseline Characteristics by Clinician-Reported 
Symptom Improvement†

Axatilimab  
0.3 mg/kg Q2W

Axatilimab  
all doses

Improvement
(n=31)

No improvement
(n=26)

Improvement
(n=58)

No improvement
(n=83)

Age, median (range), y 48.0 (20–75) 58.0 (7–76) 50.5 (7–75) 52.0 (7–81)

Male, n (%) 19 (61.3) 17 (65.4) 37 (63.8) 52 (62.7)

Time from transplant to 
cGVHD diagnosis, median 
(range), mo

7.6
(0.4–33.6)

9.7
(2.3–37.1)

7.8
(0.4–55.0)

8.1
(1.0–73.3)

Type of transplant, n (%) 
     Myeloablative
     Nonmyeloablative
     Other

	
24 (77.4)
6 (19.4)
1 (3.2)

	
17 (65.4)
9 (34.6)

0

	
41 (70.7)
15 (25.9)
2 (3.4)

	
54 (65.1)
29 (34.9)

0

Time from initial cGVHD 
diagnosis to randomization, 
median (range), y

4.3
(1.4–17.6)

5.9
(0.8–14.4)

4.3
(0.4–17.6)

4.6
(0.8–14.4)

Severe disease, n (%) 23 (74.2) 23 (88.5) 45 (77.6) 70 (84.3)

Prior cGVHD therapy, n (%) 
     Ruxolitinib
     Ibrutinib 
     Belumosudil

28 (90.3)
22 (71.0)
12 (38.7)
7 (22.6)

21 (80.8)
20 (76.9)
9 (34.6)
4 (15.4)

51 (87.9)
42 (72.4)
20 (34.5)
13 (22.4)

70 (84.3)
66 (79.5)
26 (31.3)
18 (21.7)

cGVHD; chronic graft-versus-host disease; Q2W, once every 2 weeks.
† Improvement by ≥2 points at Cycle 7 Day 1.

Table 2. Correlations of NIH-ORR and Clinician-Reported and Patient-Reported 
Symptom Improvements

Axatilimab  
0.3 mg/kg Q2W

Axatilimab  
all doses*

Clinician-reported symptom assessment vs NIH-ORR
     Tetrachoric correlation
     κ
           PPA†

           NPA†

	
0.66
0.44
0.76
0.71

	
0.58
0.34
0.56
0.82

mLSS vs NIH-ORR
     Tetrachoric correlation
     κ
           PPA‡

           NPA‡

	
0.53
0.35
0.76
0.60

	
0.32
0.20
0.70
0.50

Clinician-reported symptom assessment vs mLSS
     Tetrachoric correlation
     κ
           PPA§

           NPA§

	
0.35
0.21
0.68
0.55

	
0.09
0.06
0.43
0.62

κ, kappa; mLSS, modified Lee Symptom Scale; NIH-ORR, National Institutes of Health overall response rate; NPA, negative percent agreement; PPA, positive percent agreement;  
Q2W, once every 2 weeks; Q4W, once every 4 weeks.
* Includes patients who received axatilimab 0.3 mg/kg Q2W, 1 mg/kg Q2W, or 3 mg/kg Q4W.
† PPA is defined as the proportion of patients who are responders by clinician-reported symptom assessment among those who are responders by NIH-ORR; NPA is defined as the 
proportion of patients who are nonresponders by clinician-reported symptom assessment among those who are nonresponders by NIH-ORR.
‡ PPA is defined as the proportion of patients who are responders by mLSS among those who are responders by NIH-ORR; NPA is defined as the proportion of patients who are 
nonresponders by mLSS among those who are nonresponders by NIH-ORR.
§ PPA is defined as the proportion of patients who are responders by clinician-reported symptom assessment among those who are responders by mLSS; NPA is defined as the 
proportion of patients who are nonresponders by clinician-reported symptom assessment among those who are nonresponders by mLSS.
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