
Objective
•	 To report the achievement of Lupus Low Disease Activity 

State (LLDAS) and remission in patients with systemic lupus 
erythematosus (SLE) treated with dapirolizumab pegol (DZP) 
in the phase 3 PHOENYCS GO trial.

Background
•	 DZP is a novel CD40L inhibitor with broad modulatory effects on SLE immunopathology;1,2  

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 
versus placebo (PBO)+SOC at Week 48 (Figure 1), alongside improvements in other 
clinical measures.3

•	 LLDAS and remission (Definition of Remission in SLE [DORIS]) are recommended  
treatment targets in SLE,4 associated with reduced organ damage accrual and  
improved long-term outcomes.5,6

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 2).

•	 LLDAS required: SLEDAI-2K score ≤4 with no activity in major organ systems (renal, CNS, 
cardiopulmonary, vasculitis, fever); no new and/or worsening disease activity defined using 
SLEDAI-2K; PGA ≤33 mm; prednisone equivalent glucocorticoid dose ≤7.5 mg/day in >50% 
of the last 28 days and through the 7 days before a visit, the visit and the day after the visit; 
stable standard maintenance doses of immunosuppressive drugs.

•	 Remission (DORIS) required: clinical SLEDAI-2K score of 0 (SLEDAI-2K without serology: 
anti‑dsDNA and C3/C4 items); PGA ≤16 mm; prednisone equivalent glucocorticoid dose  
≤5 mg/day in >50% of the last 28 days and through the 7 days before a visit, the visit and  
the day after the visit.7

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) of patients randomized to PBO+SOC. 
•	 Baseline characteristics were typical for a moderate-to-severe SLE population (full analysis set; 

DZP+SOC: n=208; PBO+SOC: n=107; Table 1).
•	 Greater proportions of patients receiving DZP+SOC versus PBO+SOC achieved LLDAS (Figure 3), 

with differences observed as early as Week 12. 
	‒ In patients receiving PBO+SOC, achievement of LLDAS plateaued from Week 28.

•	 The mean cumulative visits in LLDAS was higher in patients receiving DZP+SOC versus 
PBO+SOC through Week 48 (2.9 versus 1.8; nominal p=0.0016). Overall, 56.7% of patients 
receiving DZP+SOC versus 40.2% receiving PBO+SOC had ≥1 visit in LLDAS (Figure 4A).

•	 A greater proportion of patients receiving DZP+SOC versus PBO+SOC sustained LLDAS across 
≥3 and ≥4 consecutive visits through Week 48 (Figure 4B). 

	‒ Through Week 48, 23.6% (49/208) of patients receiving DZP+SOC achieved the key 
secondary endpoint of LLDAS in ≥50% of visits (LLDAS-50) versus 15.9% (17/107) of patients 
receiving PBO+SOC (nominal p=0.1042).

•	 A nominally significantly greater proportion of patients receiving DZP+SOC versus PBO+SOC 
achieved remission at Week 48 (Figure 5).
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Compared with PBO+SOC, treatment with 
DZP+SOC resulted in higher rates of achievement 
of, and time in, the prognostically important 
endpoints of LLDAS and remission. 

These findings support the potential for reduced 
organ damage accrual and improved long‑term 
outcomes for patients with SLE following 
treatment with DZP.

Full analysis set; NRI. All p-values are nominal and were not controlled for multiplicity. Difference between DZP+SOC and PBO+SOC, 95% CIs, and p-values were estimated and tested using the CMH risk difference 
estimate controlling for stratification factors. A composite strategy was used for escape treatment intervention, premature withdrawal from the study, or permanent discontinuation of study medication, where 
participants were assigned as non-responders. After intercurrent event handling, any remaining missing data were handled using NRI.

Figure 5 Achievement of remission by visit  

Full analysis set; NRI. All p-values are nominal and were not controlled for multiplicity. Difference between DZP+SOC and PBO+SOC, 95% CIs, and p-values were estimated and tested using the CMH risk difference 
estimate controlling for stratification factors. A composite strategy was used for escape treatment intervention, premature withdrawal from the study, or permanent discontinuation of study medication, where 
participants were counted as not in LLDAS. After intercurrent event handling, remaining missing data were counted as not in LLDAS (analogous to NRI).

Figure 3 Achievement of LLDAS by visit
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Full analysis set; NRI. All p-values are nominal and were not controlled for multiplicity. A composite strategy was used for escape treatment intervention, premature withdrawal, or permanent discontinuation of study medication, counting participants as not in LLDAS. After 
intercurrent event handling, remaining missing data were counted as not in LLDAS (analogous to NRI). (B) Difference between DZP+SOC and PBO+SOC, 95% CIs, and p-values were estimated and tested using the CMH risk difference estimate controlling for stratification factors. 

Figure 4 Total visits in LLDAS and sustained LLDAS 
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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)

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)

Glucocorticoid dose >5 mg/day, n (%) 121 (58.2) 63 (58.9)

Immunosuppressants, n (%) 129 (62.0) 70 (65.4)

SLEDAI-2K, mean (SD) 10.7 (3.5) 11.2 (3.4)

SLEDAI-2K ≥10, n (%) 140 (67.3) 79 (73.8)

BILAG 2004, mean (SD) 18.4 (4.0) 18.7 (4.4)

PGA, mean (SD) 58.9 (14.1) 59.7 (14.1)

Table 1 Baseline demographics and disease characteristics

Figure 2 PHOENYCS GO study design

Figure 1 Primary endpoint: BICLA response at Week 483

[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,8 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; NRI. Data previously presented.3

Full analysis set.
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