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Introduction

While traditional therapies, such as 
corticosteroids and immunosuppressive drugs, 
have been the mainstay of SLE treatment for 
decades, these treatments often come with 
significant side effects and do not target the 
underlying disease mechanisms. Over the 
past two decades, biologics have emerged as a 
promising new class of targeted therapies that 
aim to address specific pathways in the immune 
system that contribute to SLE pathogenesis. 
Biologics have shown significant promise in 
improving disease control and quality of life 
for patients with SLE, but challenges remain 
regarding their widespread adoption, long-
term efficacy, and safety. This article explores 
the role of biologics in managing SLE, discusses 
the current challenges in their use, and looks 
ahead at future directions for improving 
biologic therapies for lupus patients [1-4].

Understanding Systemic Lupus 
Erythematosus (SLE)

SLE is a complex, heterogeneous disease 

that affects multiple organ systems. It is 
predominantly seen in women of childbearing 
age, with a higher prevalence among 
individuals of African, Hispanic, and Asian 
descent. The disease is characterized by the 
production of autoantibodies, including anti-
nuclear antibodies (ANAs), anti-dsDNA, and 
anti-Smith antibodies, which target various 
self-antigens. These autoantibodies contribute 
to the formation of immune complexes that 
can deposit in tissues, causing inflammation 
and damage [5].

Common clinical manifestations of SLE 
include skin rashes (e.g., the butterfly-shaped 
malar rash), arthritis, kidney involvement 
(lupus nephritis), neurological symptoms, 
and hematologic abnormalities such as 
anemia and leukopenia. The unpredictable 
course of the disease, with periods of flare-
ups and remissions, adds complexity to the 
management of SLE [6].

Despite the availability of immunosuppressive 
drugs such as hydroxychloroquine, 
corticosteroids, and cyclophosphamide, 
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managing SLE remains a significant clinical challenge due 
to the need for individualized therapy and the potential 
for serious side effects. For instance, corticosteroids are 
often used to control inflammation but can lead to long-
term complications such as osteoporosis, cardiovascular 
disease, and metabolic disorders. This has driven 
the search for more targeted and effective therapies, 
particularly biologics.

The Rise of Biologics in SLE Treatment

Biologic therapies, which are derived from living 
organisms or contain components of living organisms, 
represent a novel approach to treating autoimmune 
diseases like SLE. Biologics are designed to target specific 
molecules or immune system components involved in 
the disease process, offering a more precise and targeted 
treatment option compared to traditional therapies [7].

Several biologics have been developed for SLE, primarily 
targeting key components of the immune system, such 
as B cells, T cells, and interferons, which are involved in 
the pathogenesis of lupus. These therapies are typically 
used in patients with moderate to severe SLE who have 
not responded adequately to standard treatments.

Current Biologic Therapies for SLE

1. Belimumab (Benlysta)

Belimumab, the first biologic approved for SLE, 
is a monoclonal antibody that targets and inhibits 
B-lymphocyte stimulator (BLyS), a protein essential for 
the survival and activation of B cells. By reducing the 
number of pathogenic B cells, belimumab helps prevent 
the formation of autoantibodies, thus reducing disease 
activity in SLE.

Belimumab has been shown to be effective in reducing 
disease activity, particularly in patients with serologically 
active lupus. It has been approved for use in both adults 
and pediatric patients and has become a cornerstone 
of lupus therapy, especially for patients with persistent 
disease despite conventional treatment. However, 
while belimumab offers significant benefits for many 
patients, it is not universally effective. Some patients 
do not experience a significant improvement in their 
disease activity, and the long-term safety and efficacy 
of belimumab in diverse patient populations remain an 
area of ongoing research.

2. Rituximab (Rituxan)

Rituximab is a monoclonal antibody that targets CD20, 
a surface protein found on B cells. By depleting B cells, 
rituximab can reduce the production of autoantibodies 
and modulate the immune response. Rituximab has 
shown promise in the treatment of SLE, particularly 

in patients with lupus nephritis and other organ 
involvement. Although rituximab is not specifically 
approved for SLE by regulatory agencies such as the 
U.S. FDA, it has been used off-label in clinical practice, 
especially in patients who do not respond to other 
therapies. Clinical trials have shown that rituximab can 
reduce disease activity and improve renal outcomes in 
lupus nephritis, although the results have been mixed 
in terms of overall efficacy. However, rituximab is 
associated with a number of potential side effects, 
including infusion reactions, infections, and a risk of 
progressive multifocal leukoencephalopathy (PML), 
a rare but serious neurological complication. These 
concerns have led to the exploration of other biologics 
with fewer safety risks [8-10].

3. Anifrolumab (Saphnelo)

Anifrolumab is a monoclonal antibody that targets the 
type I interferon receptor, which plays a central role in 
the pathogenesis of SLE. Type I interferons are involved 
in the activation of immune cells and the production 
of autoantibodies, making them a key player in lupus 
inflammation. By inhibiting this receptor, anifrolumab 
can reduce the overall inflammatory response and help 
control disease activity. The approval of anifrolumab in 
2021 marked a significant milestone in the treatment 
of SLE. Clinical trials have shown that anifrolumab 
is effective in reducing disease activity, particularly in 
patients with moderate to severe lupus. The drug has 
been well-tolerated, with a safety profile similar to that 
of other biologics, although concerns about the long-
term risks remain.

Current Challenges in Biologic Therapy for SLE

Despite the promise of biologics, several challenges 
remain in their use for managing SLE.

1. Individual Variability in Response

One of the biggest challenges in biologic therapy for SLE 
is the variability in patient response. Not all patients 
respond to biologics in the same way, and some may 
not benefit from these treatments at all. This variability 
may be due to genetic differences, disease heterogeneity, 
or other factors that influence how a patient’s immune 
system interacts with the biologic. As a result, identifying 
the right biologic therapy for each patient is often a trial-
and-error process. Precision medicine, which takes into 
account a patient’s genetic makeup, disease biomarkers, 
and clinical features, may help optimize biologic therapy 
in the future.

2. Cost and Accessibility

Biologics are expensive, and their cost remains a 
significant barrier to access, particularly in low- and 
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middle-income countries. Although these drugs have 
proven benefits, their high cost limits their availability 
to many patients who could potentially benefit from 
them. Efforts to reduce the cost of biologics, such as the 
development of biosimilars, may help address this issue.

3. Safety Concerns

While biologics offer targeted treatment for SLE, they 
are not without risks. The immunosuppressive nature of 
these therapies can increase the risk of infections, and 
some biologics have been associated with severe side 
effects such as infusion reactions, blood dyscrasias, and 
organ-specific toxicity. Long-term safety data are still 
needed to fully understand the risk profile of biologics 
in SLE, especially given the chronic nature of the disease 
and the need for lifelong treatment.

Future Directions in Biologic Therapy for SLE

The future of biologic therapies in SLE lies in refining 
current treatments and developing new agents that are 
more targeted, effective, and safer for patients. Some of 
the key areas of future research include:

Targeting New Pathways: Although current biologics 
target B cells, T cells, and interferons, many other 
immune system pathways remain under investigation. 
Targeting novel pathways, such as those involved in 
neutrophil activation or the complement system, may 
offer new therapeutic options for patients who do not 
respond to existing biologics.

Personalized Approaches: Advances in genomics and 
biomarker discovery may allow for the development of 
personalized treatment strategies for SLE patients. By 

identifying specific biomarkers associated with response 
to particular biologics, clinicians could select the 
most appropriate therapy for each patient, improving 
outcomes and minimizing side effects.

Combination Therapies: Combining biologics with 
other treatment modalities, such as conventional 
immunosuppressive drugs or non-biologic 
immunomodulators, may enhance efficacy and allow for 
lower doses of biologics, reducing the risk of side effects. 
Clinical trials exploring combination therapies will be 
crucial in determining optimal treatment regimens.

Improving Access: Efforts to reduce the cost of 
biologics, including the development of biosimilars and 
more affordable treatment models, will help increase 
access to these therapies, particularly in underserved 
populations.

Conclusion

Biologics have revolutionized the management of 
systemic lupus erythematosus, offering targeted 
treatments that address specific immune pathways 
involved in the disease. While current biologics such 
as belimumab, rituximab, and anifrolumab have 
demonstrated significant efficacy, challenges remain in 
terms of variability in response, safety concerns, and cost. 
Future developments in biologic therapies will focus on 
refining current treatments, exploring new therapeutic 
targets, and tailoring treatments to individual patients. 
With continued research and innovation, biologics have 
the potential to significantly improve the prognosis and 
quality of life for patients with SLE.



274 Int. J. Clin. Rheumatol. (2024) 19(10)

References
1. Ahmadi-Simab K, Lamprecht P, Jankowiak C, et al. Successful 

treatment of refractory adult onset Still’s disease with rituximab. 
Ann Rheum Dis 65: 1117-1118(2006).

2. Lee WS, Yoo WH. Rituximab for refractory adult-onset Still's 
disease with thrombotic microangiopathy. Rheumatology (Oxford) 
53: 1717-8(2014).

3. Al-Samkari H, Kuter DJ. Optimal use of thrombopoietin receptor 
agonists in immune thrombocytopenia. Ther Adv Hematol 10: 
2040620719841735(2019).

4. Zufferey A, Kapur R, Semple JW. Pathogenesis and Therapeutic 
Mechanisms in Immune Thrombocytopenia (ITP). J Clin Med 
6: E16(2017).

5. González-López TJ, Alvarez-Román MT, Pascual C, et al. Use of 
eltrombopag for secondary immune thrombocytopenia in clinical 
practice. Br J Haematol 178: 959-970(2017).

6. Mahévas M, Gerfaud-Valentin M, Moulis G, et al. Characteristics, 
outcome, and response to therapy of multirefractory chronic 
immune thrombocytopenia. Blood 128: 1625-30(2016).

7. Gómez-Almaguer D, Colunga-Pedraza PR, Gómez-De A, 
et al. Eltrombopag, low-dose rituximab, and dexamethasone 
combination as frontline treatment of newly diagnosed immune 
thrombocytopaenia. Br J Haematol 184: 288-290(2019).

8. Aljarad S, Alhamid A, Sankari A, et al. The impact of helicobacter 
pylori eradication on platelet counts of adult patients with 
idiopathic thrombocytopenic purpura. BMC Hematol18: 
28(2018).

9. Lee A, Hong J, Chung H, et al. Helicobacter pylori eradication 
affects platelet count recovery in immune thrombocytopenia. Sci 
Rep 10: 18198(2020). 

10. Zain MA, Zafar F, Ashfaq A, et al. Helicobacter pylori: An 
Underrated Cause of Immune Thrombocytopenic Purpura. A 
Comprehensive Review. Cureus 11: e5551(2019).

Perspective
Ralley E Prentice

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1798247/#:~:text=We found that etanercept and,American College of Rheumatology criteria.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1798247/#:~:text=We found that etanercept and,American College of Rheumatology criteria.
https://www.researchgate.net/publication/38068354_Thrombotic_microangiopathy_in_adult-onset_Still's_disease_Case_report_and_review_of_the_literature
https://www.researchgate.net/publication/38068354_Thrombotic_microangiopathy_in_adult-onset_Still's_disease_Case_report_and_review_of_the_literature
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6460888/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6460888/
https://www.researchgate.net/publication/313583176_Pathogenesis_and_Therapeutic_Mechanisms_in_Immune_Thrombocytopenia_ITP
https://www.researchgate.net/publication/313583176_Pathogenesis_and_Therapeutic_Mechanisms_in_Immune_Thrombocytopenia_ITP
https://www.researchgate.net/publication/317334928_Use_of_eltrombopag_for_secondary_immune_thrombocytopenia_in_clinical_practice
https://www.researchgate.net/publication/317334928_Use_of_eltrombopag_for_secondary_immune_thrombocytopenia_in_clinical_practice
https://www.researchgate.net/publication/317334928_Use_of_eltrombopag_for_secondary_immune_thrombocytopenia_in_clinical_practice
https://www.sciencedirect.com/science/article/pii/S0006497120341239
https://www.sciencedirect.com/science/article/pii/S0006497120341239
https://www.sciencedirect.com/science/article/pii/S0006497120341239
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6187430/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6187430/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6187430/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6148778/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6148778/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6148778/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3921481/#:~:text=Platelet counts increased in ITP,counts increased significantly in H.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3921481/#:~:text=Platelet counts increased in ITP,counts increased significantly in H.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6820323/#:~:text=ITP is a diagnosis of,of HP in triggering ITP.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6820323/#:~:text=ITP is a diagnosis of,of HP in triggering ITP.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6820323/#:~:text=ITP is a diagnosis of,of HP in triggering ITP.

