
Objective
•	 To report results of the phase 3 PHOENYCS GO trial (NCT04294667) which 

evaluated the efficacy and safety of dapirolizumab pegol (DZP) in patients 
with systemic lupus erythematosus (SLE).

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.

Methods
•	 PHOENYCS GO was a 48-week, global, randomized, double-blind, placebo (PBO)-controlled trial. After 

the treatment period, patients could enter an open-label extension (OLE) or complete a 6-week safety 
follow-up (SFU; Figure 1). 

	‒ Patients aged ≥16 years with moderate-to-severe, active SLE characterized by persistently active 
or frequently flaring/relapsing-remitting disease activity despite stable standard of care (SOC) 
medication (antimalarials, glucocorticoids, and/or immunosuppressants) were included. 

•	 The primary endpoint was BICLA response at Week 48.
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Conclusions

PHOENYCS GO met its primary endpoint of BICLA response 
at Week 48.

Results
•	 In total, 85.4% (182/213) of randomized patients receiving DZP+SOC and 79.6% (86/108) receiving 

PBO+SOC completed the study to Week 48 on treatment. 
•	 Baseline characteristics in both treatment groups were typical for a moderate-to-severe SLE population 

(full analysis set; DZP+SOC: n=208; PBO+SOC: n=107; Table 1).
•	 The primary endpoint was met; significantly more patients receiving DZP+SOC had BICLA response 

at Week 48 versus PBO+SOC (p=0.0110; Figure 2). 
	‒ The first secondary endpoint, BICLA response at Week 24, was not met.

•	 A nominally significant difference in glucocorticoid tapering to ≤7.5 mg/day from baseline dose 
>7.5 mg/day between DZP+SOC and PBO+SOC was seen at Week 48, with differences observed as 
early as Week 8 (Figure 3).

•	 SRI-4 response at Weeks 16–48 was achieved by a greater proportion of patients receiving DZP+SOC 
versus PBO+SOC (Figure 4a). 

•	 At Weeks 16–48, a greater improvement from baseline in SLEDAI-2K was seen in patients receiving 
DZP+SOC versus PBO+SOC (Figure 4b). 

•	 Through Week 48, fewer patients receiving DZP+SOC versus PBO+SOC had severe BILAG  
flares (Figure 4c). 

•	 At Weeks 32–48, more patients receiving DZP+SOC versus PBO+SOC achieved LLDAS (Figure 4d).
	‒ Through 48 weeks, 23.6% (49/208) of patients receiving DZP+SOC achieved LLDAS in ≥50% of visits, 

compared with 15.9% (17/107) of patients receiving PBO+SOC (nominal p=0.1042).
•	 DZP was generally well tolerated; the safety profile was generally consistent with previous 

DZP studies (Table 2).4–6 

Treatment with DZP, a novel CD40L inhibitor, was associated 
with consistent improvements across multiple measures of 
disease activity, alongside successful glucocorticoid tapering,  
in patients with SLE. 

DZP was generally well tolerated. 

A second phase 3 trial (PHOENYCS FLY; NCT06617325) has 
been initiated and is currently enrolling.

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 total score, mean (SD) 10.7 (3.5) 11.2 (3.4)

<10, n (%) 68 (32.7) 28 (26.2)
≥10, n (%) 140 (67.3) 79 (73.8)

≥1 BILAG 2004 Grade A, n (%) 89 (42.8) 48 (44.9)
anti-dsDNA (EliA) >10 IU, n (%) 91 (43.8) 62 (57.9)
C3 <LLN, n (%) 66 (31.7) 43 (40.2)
C4 <LLN, n (%) 112 (53.8) 55 (51.4)
Any aPLs,a n (%) 129 (62.0) 64 (59.8)
LAC ratio >ULN, n (%) 16 (7.7) 13 (12.1)
Concomitant SLE medications at baseline, n (%) 208 (100.0) 107 (100.0)

Antimalarials, n (%) 166 (79.8) 91 (85.0)
Systemic glucocorticoids, n (%) 171 (82.2) 87 (81.3)
Immunosuppressants, n (%) 129 (62.0) 70 (65.4)
Triple therapy, n (%) 86 (41.3) 50 (46.7)

Systemic glucocorticoid dose >7.5 mg/day, n (%) 105 (50.5) 51 (47.7)

Table 1 Baseline demographics and disease characteristics

Full analysis set. [a] aPLs include anti-phosphatidylserine and anti-prothrombin. 

Figure 2 Primary and first secondary endpoint:  
BICLA response

Full analysis set; NRI. BICLA response at Weeks 48 and 24 was controlled for multiplicity; response at all other weeks was not controlled for multiplicity 
and p-values are nominal. 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.  

Figure 3 Glucocorticoid tapering to ≤7.5 mg/day in patients 
with baseline dose >7.5 mg/day

Full analysis set; NRI. All p-values are nominal and were not controlled for multiplicity. 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. 

Table 2 Safety

Safety set. MedDRA v24.0. [a] The two events were reported as “herpes zoster over left eyelid and forehead, V1” and “left herpes zoster ophthlamicus 
(dermatome V1/V2)”; [b] Reported as “herpetic queratitis”.

n, (%) DZP+SOC 
n=213

PBO+SOC 
n=108

Any TEAE 176 (82.6) 81 (75.0)
Serious TEAEs 21 (9.9) 16 (14.8)
Permanent discontinuation of drug or study 
discontinuation due to TEAEs 10 (4.7) 4 (3.7)

Hypersensitivity TEAEs starting on the day of or 
the day after an infusion 6 (2.8) 0 (0.0)

Infections and infestations 131 (61.5) 56 (51.9)
Mild 95 (44.6) 35 (32.4)
Moderate 66 (31.0) 36 (33.3)
Severe 3 (1.4) 4 (3.7)
Serious 8 (3.8) 6 (5.6)

Herpes viral infections 13 (6.1) 14 (13.0)
Herpes zoster 4 (1.9) 7 (6.5)
Ophthalmic herpes zoster 2 (0.9)a 0 (0.0)
Herpes ophthalmic 1 (0.5)b 0 (0.0)

Thromboembolic TEAEs confirmed  
by an adjudication committee 1 (0.5) 0 (0.0)

Acute myocardial infarction 1 (0.5) 0 (0.0)
Deaths 1 (0.5) 0 (0.0)

Gangrene-related sepsis 1 (0.5) 0 (0.0)

Figure 4 Other endpoints

Full analysis set; (A, D) NRI; (B) MMRM; (C) MI-MAR. All p-values are nominal and were not controlled for multiplicity. (A, C, D) 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. (B) The LS mean, the difference between DZP+SOC and PBO+SOC, 95% CIs and p-value were computed from a MMRM.

(A) SRI-4 response (B) Change from baseline in SLEDAI-2K (C) Severe BILAG flares through Week 48 (D) LLDAS

Figure 1 PHOENYCS GO study design

[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,3 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. 
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