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EXECUTIVE SUMMARY 

This review by the Division of Risk Management (DRM) evaluates whether a risk evaluation and 
mitigation strategy (REMS) for the new molecular entity (NME) Saphnelo (anifrolumab-fnia) is necessary 
to ensure the benefits outweigh its risks. AstraZeneca Pharmaceuticals LP (Applicant) submitted a 
Biologic Licensing Application (BLA) 761123 for anifrolumab-fnia with the proposed indication for the 
treatment of adult patients with moderate to severe systemic lupus erythematosus (SLE) who are 
receiving standard therapy. Anifrolumab-fnia is associated with an increased risk for potentially fatal 
infections and hypersensitivity and infusion related reactions. The Applicant did not submit a proposed 
REMS or risk management plan with this application. 

The Division of Risk Management (DRM) has determined that a REMS is not needed to ensure the 
benefits of anifrolumab-fnia outweigh its risks. The increased risk for potentially fatal infections and 
hypersensitivity and infusion related reactions are similar to another approved targeted 
immunosuppressive therapy for SLE. Anifrolumab-fnia is likely to be prescribed by rheumatologists 
familiar with SLE and administered in an outpatient infusion setting. Prescribers and outpatient infusion 
settings are expected to screen patients for signs and symptoms of infection and treat hypersensitivity 
and infusion related reactions accordingly. The safety profile of anifrolumab-fnia, consistent with 
predicted risks, will be communicated in the Warnings and Precautions section in labeling. 

1 Introduction 
This review by the Division of Risk Management (DRM) evaluates whether a risk evaluation and 
mitigation strategy (REMS) for the new molecular entity (NME) Saphnelo (anifrolumab-fnia) is necessary 
to ensure the benefits outweigh its risks. AstraZeneca Pharmaceuticals LP (Applicant) submitted a 
Biologic Licensing Application (BLA) 761123 for anifrolumab-fnia with the proposed indication for the 
treatment of adult patients with moderate to severe SLE who are receiving standard therapy. This 
application is under review in the Division of Rheumatology and Transplant Medicine (DRTM). The 
Applicant did not submit a proposed REMS or risk management plan with this application. 

2 Background 

2.1 PRODUCT INFORMATION 
Anifrolumab-fnia, a new molecular entity,a is a first-in-class type I interferon (IFN) receptor antagonist 
proposed for the treatment of adult patients with moderate to severe SLE who are receiving standard 
therapy. Blockade of receptor mediated type I IFN signaling inhibits interferon responsive gene 
expression and downstream inflammatory and immunological processes. Inhibition of type I IFN blocks 
plasma cell differentiation and normalized peripheral T-cell subsets, restoring the balance between 
adaptive and innate immunity that is dysregulated in multiple autoimmune disorders.1  

Anifrolumab-fnia is proposed to be available as an injection for intravenous infusion in a 300 mg/2 mL 
single dose vial. The product is diluted in 100 mL of 0.9% sodium chloride and intravenously infused over 

 
a Section 505-1 (a) of the FD&C Act: FDAAA factor (F): Whether the drug is a new molecular entity. 
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30 minutes every 4 weeks. Duration of treatment with anifrolumab-fnia is expected to be long term and 
administered in an outpatient infusion setting.b Anifrolumab-fnia is not currently approved in any 
jurisdiction.  

2.2 REGULATORY HISTORY 
The following is a summary of the regulatory history for BLA 761123 relevant to this review:   

• 08/22/2014: IND 101849 submitted with Breakthrough Therapy request 

• 10/17/2014: FDA denied Breakthrough Therapy citing a lack of clinical evidence demonstrating 
substantial improvement over existing therapy 

• 07/23/2015: IND 101849 submitted with Fast Track designation request 

• 08/13/2015: FDA granted Fast Track designation 

• 07/31/2020: BLA 761123 received for anifrolumab-fnia 

• 01/29/2021: Mid-Cycle Communication meeting held and FDA informed the Applicant that no 
safety issues that may require a REMS for anifrolumab-fnia have been identified 

3 Therapeutic Context and Treatment Options 

3.1 DESCRIPTION OF THE MEDICAL CONDITION 
Systemic lupus erythematosus (SLE) is an autoimmune disease that affects many organ systems, is more 
prevalent in females, and has no known etiology. The systems commonly involved include muscle and 
joints, brain and peripheral nervous system, lungs, heart, kidneys, skin, serous membranes, and 
components of the blood. The pathogenetic factors causing lupus remain enigmatic, and while 
predominantly immunological, are influenced and modified by multiple systems such as the endocrine 
or clotting systems.2 Clinical presentation ranges from mild joint and skin involvement to life-
threatening renal, hematologic, or central nervous system involvement. The prevalence ranges from 20 
to 150 cases per 100,000 in the United States and appears to be increasing as the disease is recognized 
more readily and survival increases.c In the United States, people of African, Hispanic, or Asian ancestry, 
as compared with those of other racial or ethnic groups, tend to have an increased prevalence of SLE 
and greater involvement of vital organs. The 10-year survival rate is about 70%.3 

3.2 DESCRIPTION OF CURRENT TREATMENT OPTIONS 
Non pharmacologic interventions for management of SLE include lifestyle modifications (balanced diet, 
exercise, smoking cessation) and avoidance of direct sunlight and ultraviolet light sources. Table 1 lists 
current FDA-approved treatments for SLE. 

 
b Section 505-1 (a) of the FD&C Act: FDAAA factor (D): The expected or actual duration of treatment with the drug. 

c Section 505-1 (a) of the FD&C Act: FDAAA factor (A): The estimated size of the population likely to use the drug 
involved. 
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The Applicant proposed inclusion of hypersensitivity reactions in the Warnings and Precautions section 
of the label to address this safety concern. 

The clinical reviewer concluded the safety profile of anifrolumab-fnia is consistent with predicted risks of 
targeted immunosuppressive therapy and the overall benefit-risk profile appears acceptable. 

6 Expected Postmarket Use 
Anifrolumab-fnia is likely to be prescribed by rheumatologists familiar with SLE and administered in an 
outpatient infusion setting. The likely prescribers and outpatient infusion settings are expected to be 
familiar with predicted risks of targeted immunosuppressive therapy and be able to screen patients for 
signs and symptoms of infection and treat hypersensitivity and infusion related reactions accordingly. 

7 Risk Management Activities Proposed by the Applicant 
The Applicant did not propose any risk management activities for anifrolumab-fnia beyond routine 
pharmacovigilance and labeling. 

8 Discussion of Need for a REMS 
The clinical reviewer recommends approval of anifrolumab-fnia citing the efficacy and safety data from 
the three pivotal studies (Study 1013, Study 04, and Study 05), the seriousness of SLE, and an adequately 
favorable benefit-risk profile. 

The following statutory factors were considering in determining if a REMS was necessary for the benefits 
of anifrolumab-fnia to outweigh its risks: the estimated size of the population likely to use the drug, the 
seriousness of the disease or condition that is to be treated, the expected benefit of the drug, expected 
or actual duration of treatment, the seriousness of any known or potential adverse events that may be 
related to anifrolumab-fnia and the background incidence of such events in the population likely to use 
the drug and if the drug is a new molecular entity. 

Systemic lupus erythematosus is an autoimmune disease that affects many organ systems, is more 
prevalent in females, and has no known etiology. The systems commonly involved include muscle and 
joints, brain and peripheral nervous system, lungs, heart, kidneys, skin, serous membranes, and 
components of the blood. Clinical presentation ranges from mild joint and skin involvement to life-
threatening renal, hematologic, or central nervous system involvement. The prevalence ranges from 20 
to 150 cases per 100,000 in the United States and 10-year survival rate is about 70%. 

Two phase 3 studies (Study 04 and Study 05) and one phase 2 study (Study 1013) evaluated efficacy of 
anifrolumab-fnia in adults with active SLE. Studies 1013 and 04 evaluated patients with moderate to 
severe disease while receiving standard SLE therapy and achieved a statistically significant and clinically 
meaningful result in SRI-4 and BICLA primary endpoints, respectively, in the anifrolumab-fnia group 
compared to placebo. Study 05 demonstrated improved clinical outcome over placebo in post-hoc 
analysis for BICLA.  

The serious risks associated with anifrolumab-fnia include an increased risk for serious and sometimes 
fatal infections and hypersensitivity and infusion related reactions. The proposed prescribing 
information, at this time, includes precautionary language in the Warnings and Precautions section of 
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the label for these risks. Upper respiratory tract infections, bronchitis, and herpes zoster infections, 
consistent with predicted risks of targeted immunosuppressive therapy, will be described as adverse 
reactions in the label. 

Anifrolumab-fnia is an NME; however, the safety concerns associated with anifrolumab-fnia use are 
similar to other FDA approved IV targeted immunosuppressive therapy for SLE, which are not approved 
with a REMS. In general, healthcare providers who treat SLE should be familiar with monitoring and 
treating infections and hypersensitivity and infusion related reactions associated with 
immunosuppressive therapies. Therefore, this reviewer is not recommending a REMS for the 
management of the risks of anifrolumab-fnia therapy. 

9 Conclusion & Recommendations 
Relying on the data available, a REMS is not necessary to ensure the benefits of anifrolumab-fnia 
outweigh the risks for serious and sometimes fatal infections and hypersensitivity and infusion related 
reactions. The safety concerns associated with anifrolumab-fnia use are similar to other FDA approved 
IV targeted immunosuppressive therapy for SLE and they are not approved with a REMS. Healthcare 
providers who treat SLE should be familiar with monitoring and treating infections and hypersensitivity 
and infusion related reactions. The risks of serious infections and hypersensitivity reactions will be 
communicated in labeling in Warnings and Precautions. At the time of this review, labeling is still under 
negotiation and the clinical review is ongoing. Should DRTM have any concerns or questions or if new 
safety information becomes available, please send a consult to DRM. 

10 Appendices 
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