
Objective
•	 To evaluate the maintenance of disease control in 

the context of glucocorticoid tapering in patients 
with systemic lupus erythematosus (SLE) treated 
with dapirolizumab pegol (DZP) in the phase 3 
PHOENYCS GO trial.

Introduction
•	 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. 

•	 Glucocorticoid exposure in SLE is associated with toxicity and organ damage 
accrual;3,4 treatment guidelines encourage tapering and/or withdrawal.4,5 

•	 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 
(49.5% versus 34.6%; p=0.0110), alongside improvements in other clinical 
measures.6 The PHOENYCS GO Primary manuscript is available now (see QR 
code in the bottom right corner). A confirmatory phase 3 trial (PHOENYCS 
FLY; NCT06617325) is ongoing (see QR code in the bottom left corner).

Methods
•	 PHOENYCS GO, a 48-week, randomised, double-blind, PBO-controlled 

trial, included patients aged ≥16 years with moderate-to-severe,  
active SLE (Figure 1).

•	 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,4 with tapering starting no later than Week 8.

•	 Stable reduction of glucocorticoid dose (achievement of ≤7.5 mg/day 
prednisone equivalent by Week 24 and maintenance of this through Week 
48 in patients with baseline dose >7.5 mg/day) was analysed alone and 
alongside clinical outcomes.

•	 Moderate BILAG-2004 flares were defined using a post hoc definition  
of ≥2 BILAG-2004 Grade Bs in different organ systems across up to three 
consecutive visits (i.e. over three months).7 Severe BILAG-2004 flares 
were defined using a pre-specified definition of ≥1 BILAG-2004 Grade A, 
confirmed by blinded adjudication.

Results
•	 At baseline, approximately half of the patients had glucocorticoid dose  

>7.5 mg/day prednisone equivalent; baseline characteristics by 
glucocorticoid dose are presented in Table 1.

•	 Overall, and in patients with a baseline dose >7.5 mg/day prednisone 
equivalent,6 a higher proportion of patients receiving DZP+SOC 
versus PBO+SOC achieved ≤7.5 mg/day prednisone equivalent by 
Week 48 (Figure 2A).

•	 In patients with baseline dose >7.5 mg/day prednisone equivalent, 
a higher proportion receiving DZP+SOC versus PBO+SOC reduced 
to ≤7.5 mg/day by Week 24 and maintained this through Week 48 
(Figure 2B), and also:

	‒ Achieved BICLA response at Week 48 (Figure 2C);
	‒ Achieved SRI-4 response at Week 48 (Figure 2D);
	‒ Remained moderate/severe BILAG-2004 flare-free through  

Week 48 (Figure 2E);
	‒ Achieved BICLA response at Week 48 AND remained moderate/severe 

BILAG-2004 flare-free through Week 48 (Figure 2F).
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≤7.5 mg/day >7.5 mg/day

DZP+SOC 
(n=103)

PBO+SOC 
(n=56)

DZP+SOC 
(n=105)

PBO+SOC  
(n=51)

Age, years, mean (SD) 45.7 (13.7) 44.5 (11.8) 41.4 (10.3) 38.3 (12.3)

Female, n (%) 92 (89.3) 53 (94.6) 101 (96.2) 47 (92.2)

Time since diagnosis, 
years, mean (SD) 10.7 (8.5) 11.2 (9.1) 9.5 (7.3) 8.2 (7.5)

SLEDAI-2K total score, 
mean (SD) 10.1 (3.0) 10.2 (2.9) 11.3 (3.7) 12.4 (3.6)

SLEDAI-2K ≥10, n (%) 60 (58.3) 34 (60.7) 80 (76.2) 45 (88.2)

BILAG-2004 total score, 
mean (SD) 17.8 (3.4) 17.6 (3.3) 19.0 (4.5) 19.8 (5.1)

Concomitant systemic 
glucocorticoids, n (%) 66 (64.1) 36 (64.3) 105 (100.0) 51 (100.0)

Glucocorticoid dose,a  
mg/day, mean (SD) 3.5 (2.8) 3.7 (3.0) 12.3 (4.8) 16.0 (6.8)

Glucocorticoid dose,a 
mg/day, median (min, max)

5.0 
(0.0, 7.5)

5.0 
(0.0, 7.5)

10.0 
(8.0, 40.0)

15.0 
(10.0, 40.0)

Concomitant 
immunosuppressants, n (%) 61 (59.2) 32 (57.1) 68 (64.8) 38 (74.5)

Full analysis set; NRI. All p-values are nominal and were not controlled for multiplicity. Difference (95% CI) in proportions responding between DZP+SOC and PBO+SOC and p-values were estimated and tested using the CMH risk difference 
estimate controlling for the randomisation stratification factors. For the analyses including BICLA and SRI-4, a composite strategy was used for escape treatment intervention, premature withdrawal from the study or permanent discontinuation 
of study medication, where patients were counted as non-responders. After intercurrent event handling, remaining missing data were handled using NRI. For the moderate/severe BILAG-2004 flare analyses, pre-specified escalations of SLE 
escape treatment, expected to be associated with moderate/severe flares, were counted as flares; low levels of SLE escape treatment, not expected to be associated with moderate/severe flares, were not counted as flares, and observed 
data after escape treatment were used to determine flare status. Missing data were handled using MI-MAR. For the BICLA component of the moderate/severe BILAG-2004 flare analyses, a composite strategy was used for escape treatment 
intervention, premature withdrawal from the study or permanent discontinuation of study medication, where patients were counted as non-responders. After intercurrent event handling, remaining missing data were handled using NRI.
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Full analysis set. [a] Prednisone equivalent dose.

C) Stable reduction of glucocorticoids plus achievement of BICLA 
response at Week 48

D) Stable reduction of glucocorticoids plus achievement of SRI-4 
response at Week 48
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E) Stable reduction of glucocorticoids plus remaining  
moderate/severe BILAG-2004 flare-free through Week 48

F) Stable reduction of glucocorticoids plus achievement of BICLA 
response at Week 48 and remaining moderate/severe BILAG-2004 
flare-free through Week 48
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B) Stable reduction of glucocorticoids (dose tapered to ≤7.5 mg/day at 
Week 24 and maintained through Week 48)

A) Glucocorticoid dose ≤7.5 mg/day by Week 48
In patients with SLE receiving 
moderate‑to‑high dose glucocorticoids 
at baseline, treatment with DZP+SOC 
versus PBO+SOC was associated with 
greater proportions simultaneously 
achieving low glucocorticoid dose 
while maintaining disease control.

These data suggest a durable 
glucocorticoid-sparing effect of DZP 
alongside achievement of response 
endpoints and reduction of flares, 
which could enable patients to reach 
recommended treatment targets.

For more information 
on PHOENYCS FLY, 
scan the QR code

To access the abstract 
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Figure 2 Proportion of patients who achieved glucocorticoid dose ≤7.5 mg/day prednisone equivalent by Week 48 (A), and by Week 24 with 
maintenance through Week 48 alongside other clinical outcomes (B–F)

Figure 1 PHOENYCS GO study design

Table 1 Baseline demographics and disease characteristics by 
baseline glucocorticoid dose


