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New Lupus Treatment Approved 

On July 30, 2021, the FDA approved SaphneloTM (anifrolumab-fnia) for the treatment of adult patients with 
moderate to severe systemic lupus erythematosus (SLE) who are receiving standard therapy. This marks 
the first FDA approval for a type I interferon (type I IFN) receptor antagonist and the first new treatment 
approved for SLE in more than 10 years. Up to 80% of adult SLE patients have an increased type 1 IFN 
signaling, which is associated with increased disease activity and severity.  Saphnelo works by binding to 
subunit 1 of the type 1 IFN receptor, blocking the activity of type 1 IFNs and leading to less inflammation.  It is 
administered via intravenous infusion every 4 weeks.   

Lupus is a life-long, autoimmune disease that affects many organ systems in the body, the most common 
being the heart and kidney, as well as skin and joints. The disease is a result of the immune system attacking 
and destroying healthy tissue.  There are different types of lupus, with systemic lupus erythematosus (SLE) 
being the most common and most serious form of lupus.  More than 50% of patients with SLE develop 
permanent organ damage, caused by the disease or existing high dose steroid treatments. SLE affects up to 
200,000 people in the United States with a higher prevalence among African-American, Hispanic and Asian 
women. The exact cause of SLE is unknown and there is no cure.  

The FDA approval of Saphnelo was based on safety and efficacy results from the Phase 3 TULIP-1 and TULIP-2 
trials.  TULIP-1 and TULIP-2 (Treatment of Uncontrolled Lupus via the Interferon Pathway) included two 
randomized, double-blind, placebo-controlled studies.  In the TULIP-1, 457 patients with moderate to severe 
disease despite standard-of care therapy (SOC) which included oral corticosteroids, antimalarials 
(hydroxychloroquine), and immunosuppressants (methotrexate, azathioprine, or mycophenolate mofetil) 
were enrolled. Patients were randomized to receive either a fixed-dose intravenous infusion of 150mg 
Saphnelo, 300mg Saphnelo or placebo every 4 weeks, in addition to standard therapy.  TULIP-1 failed to meet 
its primary endpoint of SLE Responder Index (SRI) at 52 weeks.  SLE Responder Index is a composite 
measurement for disease activity and response based on three different internationally validated indices. 
However, investigators determined after the trial that some patients taking anifrolumab had been 
inappropriately labeled as non-responders because the trial automatically required any patient who used a 
restricted drug, including NSAIDs, to be classified as a non-responder even if they used the medication for 
something unrelated to SLE. When these rules were amended in a post hoc analysis, differences between the 
groups treated with anifrolumab and placebo widened in secondary endpoints only such as oral corticosteroid 
dose reduction and decreased inflammatory skin response.  

Data from the follow-up TULIP-2 trial demonstrated superiority across multiple efficacy endpoints vs placebo 
with both groups receiving standard therapy.  In the trial, 362 patients were randomized to receive either a 
fixed-dose intravenous infusion of 300mg Saphnelo or placebo every four weeks.  TULIP-2 assessed the effect 
of Saphnelo in reducing disease activity as measured by the BILAG-Based Composite Lupus Assessment (BICLA) 
scale. BICLA response is defined as at least one gradation of improvement in baseline BILAG scores in all body 
systems with moderate or severe disease activity at entry, no new body system disease activity, no worsening 
of disease activity, ≤10% deterioration in physician’s global assessment and no initiation of non-protocol 
treatment.  The BICLA response was 47.8% in patients taking anifrolumab and 31.5% in placebo-treated 
patients (P = .001). 
 
Pooled safety and efficacy data from these trials demonstrated that more patients treated with Saphnelo 
experienced a reduction in overall disease activity across organ systems, including skin and joints, and 
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achieved sustained reduction in oral corticosteroid use compared to placebo, with both groups receiving 
standard therapy.  However, these endpoints were not formally reviewed for statistical significance. 
 
The most frequent adverse events in people who received Saphnelo in the three clinical trials included 
nasopharyngitis, upper respiratory tract infections, bronchitis, infusion-related reactions, and herpes zoster 
(shingles). In the most recent (Phase 3) clinical trials, all cases of herpes zoster were only on the skin and most 
resolved with medication. None were severe enough to cause people to stop receiving Saphnelo. In patients 
taking Saphnelo, there was no increase in serious infections or in overall serious adverse events. 

The current SLE market leader, BenlystaTM (belimumab), was approved by the FDA in 2011.  Similar to 
Saphnelo, Benlysta is a biologic medication and considered an additional treatment for lupus patients who are 
receiving standard of care therapy.  Benlysta has an annual cost of $50,000 and works by inhibiting B-cell 
activating factor therefore decreasing inflammation. Like Saphnelo, Benlysta is administered IV every 4 weeks 
in adults. Benlysta IV is also approved for SLE in pediatrics ≥ 5 years of age and a has a subcutaneous 
formulation for use in adults.  A subcutaneous formulation of Saphnelo is in Phase 3 trials and expected to be 
complete in 2024. The annual wholesale acquisition cost of Saphnelo is anticipated to be approximately 
$60,000 per patient.  It is expected to launch at the end of August.  Saphnelo offers a new treatment option 
with a novel mechanism of action for lupus patients which may allow physicians to avoid treating patients with 
broad-spectrum immunosuppressives and reduce the use of corticosteroids medications. 
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