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Objective
•	 To report the impact of dapirolizumab pegol (DZP) on  

patient-reported fatigue, musculoskeletal pain, and morning 
stiffness in patients with systemic lupus erythematosus (SLE)  
in the phase 3 PHOENYCS GO trial.

Background
•	 Fatigue, musculoskeletal pain, and joint stiffness are common manifestations of SLE, 

presenting considerable treatment challenges, particularly in addressing chronic fatigue.1–3

•	 DZP is a novel CD40L inhibitor with broad modulatory effects on SLE immunopathology;4,5  
it consists of a polyethylene glycol (PEG)-conjugated antigen-binding fragment (Fab’), which 
lacks an Fc domain.

•	 In the phase 3 PHOENYCS GO trial (NCT04294667), the primary endpoint was met; DZP 
plus standard of care (DZP+SOC) resulted in a significantly higher rate of BICLA response 
compared with placebo (PBO)+SOC at Week 48 (49.5% versus 34.6%; p=0.0110), alongside 
improvements in other clinical measures.6

Methods
•	 PHOENYCS GO, a 48-week, randomized, double-blind, PBO-controlled trial, included patients 

aged ≥16 years with moderate-to-severe, active SLE characterized by persistently active 
or frequently flaring/relapsing-remitting disease activity despite stable SOC medication 
(antimalarials, glucocorticoids, and/or immunosuppressants; Figure 1).

•	 Fatigue was assessed using Functional Assessment of Chronic Illness Therapy  
(FACIT)-Fatigue and FATIGUE-PRO (which consists of three domains: Physical Fatigue,  
Mental and Cognitive Fatigue, and Susceptibility to Fatigue).7–11

	‒ An improvement of ≥4 points was considered to represent a minimal clinically important 
difference (MCID) for FACIT-Fatigue and was used to define response.12 An MCID has not 
been established yet for FATIGUE-PRO.

•	 Musculoskeletal pain and morning stiffness were evaluated using the visual analogue scales 
(VAS) from the Lupus Arthritis and Musculoskeletal Disease Activity (LAMDA) instrument.

Results
•	 The study was completed on treatment through Week 48 by 85.4% (182/213) of patients 

randomized to DZP+SOC and 79.6% (86/108) randomized to PBO+SOC.

•	 Baseline fatigue, musculoskeletal pain, and morning stiffness scores were comparable 
between the groups (full analysis set; DZP+SOC: n=208; PBO+SOC: n=107; Table 1).

•	 Patients receiving DZP+SOC demonstrated consistently larger improvements in  
FACIT-Fatigue at all assessed timepoints (nominal p<0.05; Figure 2A). By Week 48, a greater 
proportion of patients receiving DZP+SOC (50.5%) achieved an improvement of ≥4 points 
(MCID) compared with those receiving PBO+SOC (35.5%); achievement over time is shown 
in Figure 2B.

•	 Patients receiving DZP+SOC demonstrated greater improvements from baseline to Week 
48 in all three FATIGUE-PRO scores compared with those receiving PBO+SOC, with greater 
improvements versus PBO+SOC seen as early as Week 4 for Physical fatigue and Week 8 for 
Susceptibility to fatigue (nominal p<0.05; Figure 3).

•	 Improvements in musculoskeletal pain and morning stiffness were also larger for those 
receiving DZP+SOC versus PBO+SOC at Weeks 24, 36 and 48 (nominal p<0.05; Figure 4).
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Full analysis set.

[a] Randomized set; [b] Investigators were required to initiate glucocorticoid tapering for patients with a dose >7.5 mg/day prednisone 
equivalent at baseline with the goal of reaching ≤7.5 mg/day, in line with EULAR 2019 treatment guidelines,13 with tapering starting no later 
than Week 8. Guidance was provided on tapering, but the exact tapering regimen was at the discretion of the investigator and adapted to 
the individual patient’s disease state. Tapering between Week 44 and 48 was avoided. 

Full analysis set; MMRM. LAMDA is a composite musculoskeletal disease activity measure; VAS range: 0–100, higher scores indicate more 
musculoskeletal pain or morning stiffness and a decrease in score over time reflects improvement. All p-values are nominal and were not 
controlled for multiplicity. A hypothetical strategy was used for escape treatment intervention, premature withdrawal from the study or 
permanent discontinuation of study medication (while remaining in the study), where data were set to missing. After intercurrent event 
handling, MMRM with fixed effects for treatment, stratification factors, baseline value, visit, treatment by study week interaction and 
baseline value by study week interaction was conducted on the remaining data. The LS mean, difference between DZP+SOC and PBO+SOC, 
95% CIs, and p-values were computed using a MMRM.
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DZP+SOC
n=208

PBO+SOC
n=107

Age, years, mean (SD) 43.5 (12.3) 41.5 (12.4)
Female, n (%) 193 (92.8) 100 (93.5)
Time since first diagnosis of SLE, years, mean (SD) 10.1 (7.9) 9.8 (8.5)
SLEDAI-2K, mean (SD) 10.7 (3.5) 11.2 (3.4)

SLEDAI-2K ≥10, n (%) 140 (67.3) 79 (73.8)
Concomitant systemic glucocorticoids, n (%) 171 (82.2) 87 (81.3)

Glucocorticoid dose, mg/day, mean (SD) 7.9 (5.9) 9.6 (8.1)
Glucocorticoid dose >7.5 mg/day, n (%) 105 (50.5) 51 (47.7)

FACIT-Fatigue, mean (SD) 28.5 (11.2) 27.7 (10.5)
FATIGUE-PRO, mean (SD)    

Physical Fatigue 49.2 (22.7) 51.4 (23.0)
Mental and Cognitive Fatigue 35.2 (23.8) 38.2 (24.1)
Susceptibility to Fatigue 49.3 (24.1) 49.7 (23.4)

LAMDA, mean (SD)    
Musculoskeletal pain 56.0 (23.1) 54.1 (25.5)
Morning stiffness 54.9 (26.2) 52.7 (26.1)

A) LS mean change from baseline in FACIT-Fatigue

B) �Proportion of patients with improvement from baseline in  
FACIT-Fatigue ≥MCID

Table 1 Baseline demographics and disease characteristics

Figure 1 PHOENYCS GO study design

Full analysis set; MMRM. FATIGUE-PRO score range: 0–100 calculated for each of the three domains, higher scores indicate greater fatigue 
and a decrease in score over time reflects improvement. All p-values are nominal and were not controlled for multiplicity. A hypothetical 
strategy was used for escape treatment intervention, premature withdrawal from the study or permanent discontinuation of study 
medication (while remaining in the study), where data were set to missing. After intercurrent event handling, MMRM with fixed effects for 
treatment, stratification factors, baseline value, visit, treatment by study week interaction and baseline value by study week interaction 
was conducted on the remaining data. The LS mean, difference between DZP+SOC and PBO+SOC, 95% CIs, and p-values were computed 
from the MMRM.

Figure 4 LS mean change from baseline in LAMDA  
musculoskeletal pain and morning stiffness
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Portions of these data were previously presented at EULAR 2025

Improvements in fatigue, musculoskeletal pain, 
and morning stiffness were greater in patients 
treated with DZP+SOC versus PBO+SOC.

Alongside the previously reported improvements 
in clinical measures of SLE disease activity,6 the 
current data suggest that DZP improves core 
patient-reported symptoms in SLE.

Figure 2 Improvements in FACIT-Fatigue

Full analysis set. FACIT-Fatigue score range: 0–52, lower scores indicate greater fatigue and an increase in score over time reflects 
improvement. All p-values are nominal and were not controlled for multiplicity. A hypothetical strategy (A) or composite strategy (B)  
was used for escape treatment intervention, premature withdrawal from the study or permanent discontinuation of study medication  
(while remaining in the study), where data were set to missing (A) or patients were assigned as non-responders (B). (A) MMRM. After 
intercurrent event handling, MMRM with fixed effects for treatment, stratification factors, baseline value, visit, treatment by study 
week interaction and baseline value by study week interaction was conducted on the remaining data. The LS mean, difference between 
DZP+SOC and PBO+SOC, 95% CIs, and p-values were computed from the MMRM. (B) NRI. After intercurrent event handling, remaining 
missing data were handled using NRI. Difference in proportion responding between DZP+SOC and PBO+SOC, 95% CIs, and p-values were 
estimated and tested using the CMH risk difference estimate controlling for the randomization stratification factors.
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Figure 3 LS mean change from baseline in FATIGUE-PRO
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