1duasnue Joyiny vd-HIN

1duasnue Joyiny vd-HIN

NATIG,

o
HE

s sy,
Y

10

NS

NIH Public Access

Author Manuscript

Published in final edited form as:
AmJ Med. 2012 April ; 125(4): 327-336. doi:10.1016/j.amjmed.2011.09.010.

B-cell-depleting Therapy in Systemic Lupus Erythematosus

Manuel Ramos-Casals?, Ifiaki Sanz®, Xavier Bosch®, John H. Stoned, and Munther A.
Khamashta®

aLaboratory of Autoimmune Diseases Josep Font, IDIBAPS, Department of Autoimmune
Diseases, Hospital Clinic, Barcelona, Spain

bDivision of Allergy, Immunology and Rheumatology, Department of Medicine, University of
Rochester, School of Medicine and Dentistry, Rochester, NY

¢Department of Internal Medicine, ICMID, Hospital Clinic, Barcelona, Spain
dRheumatology Unit, Massachusetts General Hospital, Boston

®Lupus Research Unit, The Rayne Institute, St. Thomas’ Hospital, King's College, London, UK

Abstract

The emergence of a new class of agents (B-cell-depleting therapies) has opened a new era in the
therapeutic approach to systemic lupus erythematosus, with belimumab being the first drug
licensed for use in systemic lupus erythematosus in more than 50 years. Four agents deserve
specific mention: rituximab, ocrelizumab, epratuzumab, and belimumab. Controlled trials have
shown negative results for rituximab, promising results for epratuzumab, and positive results for
belimumab. Despite these negative results, rituximab is the most-used agent in patients who do not
respond or are intolerant to standard therapy and those with life-threatening presentations. B-cell-
depleting agents should not be used in patients with mild disease and should be tailored according
to individual patient characteristics, including ethnicity, organ involvement, and the
immunological profile. Forthcoming studies of B-cell-directed strategies, particularly data from
investigations of off-label rituximab use and postmarketing studies of belimumab, will provide
new insights into the utility of these treatments in the routine management of patients with
systemic lupus erythematosus.
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Systemic lupus erythematosus, a disease that predominantly affects young women and that
may cause severe organ impairment and even death, is considered paradigmatic of systemic
autoimmune diseases.! The treatment of systemic lupus erythematosus remains a challenge
because a balance must be sought between the demonstrated efficacy of immunosuppressive
agents (mostly used off-label) and the adverse effects of immunosuppression. For the first
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time in more than 50 years, the United States Food and Drug Administration and the
European Medicines Agency have licensed a new drug for use in systemic lupus
erythematosus: belimumab, a biological therapy targeting B lymphocytes. This suggests that
a new era may be opening in our therapeutic approach to systemic lupus erythematosus,
based on new drugs with more specific mechanisms of action.? It seems an opportune
moment for a practical update on this new class of drugs in systemic lupus erythematosus.

B-CELL DEPLETION IN LUPUS TODAY

Current Agents

B-cell therapies are designed to eliminate either the majority of B cells (general depletion)
or only some B-cell populations (selective depletion)3 (Table 1). In both cases, depletion is
achieved through 2 principal mechanisms:

1. Direct killing by monoclonal antibodies against B-cell surface molecules CD19,
CD20 (rituximab, ocrelizumab), and CD22 (epratuzumab). The most widely tested
category of anti-B-cell agents is anti-CD20 antibodies, which induce a broad and
deep B-cell depletion.

2. Attrition due to inhibition of B-cell survival factors BLyS (belimumab) and APRIL
(atacicept). Belimumab has a significantly more restricted and attenuated B-cell
effect®5 by blocking the essential survival effect of BLyS. Atacicept induces the
depletion of a significantly larger swathe of B cells and plasma cells, although this
powerful effect also may increase the risk of severe infections.

Results of Controlled Trials

Rituximab—Two randomized controlled trials (RCTs) have evaluated the use of rituximab
in patients with systemic lupus erythematosus (Table 2). The Study to Evaluate the Efficacy
and Safety of Rituximab in Patients With Severe Systemic Lupus Erythematosus
(EXPLORER) trial included 257 patients with moderate-severe nonrenal systemic lupus
erythematosus.® Patients were randomized to the addition of rituximab (n = 169) or placebo
(n = 88) to the baseline immunosuppressive agents, together with a 10-week course of high-
dose glucocorticosteroids. The 2 arms of the trial showed no statistically significant
reduction in clinical activity compared with baseline, and the hypothesized superiority of
rituximab plus standard of care (SOC) over SOC alone was not demonstrated. The second
RCT was the Study to Evaluate the Efficacy and Safety of Rituximab in Subjects With ISN/
RPS Class 111 or 1V Lupus Nephritis (LUNAR) trial, a phase 111 trial that included 144
patients with proliferative lupus nephritis. The definitive results are not yet published, but
preliminary results’:8 show that the trial did not achieve its primary and secondary endpoints
(Table 1). The failures of EXPLORER and LUNAR taught the community of lupus
investigators valuable lessons about clinical trial design in this condition and influenced the
development of subsequent lupus trials.

Ocrelizumab—The Study to Evaluate Ocrelizumab in Patients With Nephritis Due to
Systemic Lupus Erythematosus (BELONG) trial tested ocrelizumab in patients with lupus
nephritis with a design similar to that of the LUNAR trial. In March 2010, Roche (Basel,
Switzerland) and Biogen (Cambridge, Mass) decided to suspend the ongoing trials of
ocrelizumab in patients with rheumatoid arthritis and systemic lupus erythematosus
following the recommendations of an independent monitoring board. The board had
detected an infection-related safety signal (including severe and opportunistic infections),
several of which were fatal, among the 2400 patients from more than 30 countries. The
recently reported details of the BELONG trial® showed a trend to a better response in the
ocrelizumab 400 mg (62%) and 1000 mg (64%) arms in comparison with the placebo arm
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(51%, P =.075). The percentage of patients experiencing serious infections was twice as
high in patients who received concomitant mycophenolate (32% vs 16% in the placebo
arm). A specific geographical distribution of severe infections was detected in Asian
patients.?

Epratuzumab—The first trials of epratuzumab in systemic lupus erythematosus were
terminated early due to difficulties in supplying the active agent. However, the results from
55 patients enrolled showed that epratuzumab-treated patients required smaller quantities of
glucocorticosteroids when compared with placebo-treated patients over 24 weeks.10:11
Preliminary results of the 12-week Epidemiology of Burkitt Lymphoma in East Africa
Children or Minors (EMBLEM) trial, a phase 1B RCT including 227 patients, have shown a
clinical response of 38% (epratuzumab 600 mg weekly) and 35% (epratuzumab 1200 mg
weekly) in comparison with the placebo arm (22%).12

Belimumab—-Clinical trials of belimumab in systemic lupus erythematosus began
inauspiciously, with failure of a dose-ranging phase Il trial of 449 patients to achieve its
primary outcome.®> However, the trial included 30% of patients who had no antinuclear
antibodies at baseline, raising questions about the validity of their systemic lupus
erythematosus diagnoses. A subsequent analysis of a continuation trial in 296 of these 449
patients found that immunologically positive patients treated with belimumab showed
sustained improvement in disease activity and a decrease in flares over 6 years of follow-up,
accompanied by a reduction in glucocorticosteroid use.13

The recently published results of the Study of Belimumab in Subjects With Systemic Lupus
Erythematosus (BLISS-52) trial marked the first positive RCT of a biologic agent in
systemic lupus erythematosus (Table 2). This trial included 865 patients with positive
immunological markers and moderate-severe disease.1* A clinical response at 52 weeks was
achieved by 44% of placebo-treated patients compared with 51% of those receiving
belimumab 1 mg/kg and 58% of those treated with belimumab 10 mg/kg (P =.013 and .
0006, respectively), with modest but consistent improvements across a range of clinical
outcome measures. A second trial (BLISS-76) included 819 patients with a similar design,
although patients and investigators remained blinded for an additional 24 weeks (Table 2).
The advance results at 52 weeks showed that the percentage of patients achieving a clinical
response was 34% with placebo, 41% with 1 mg/kg, and 43% with 10 mg/kg (P = .10 and P
=.021, respectively).15 Analysis of the combined 1864 patients in both BLISS trials at 52
weeks shows reductions in disease activity and prevention of worsening in internal organ
involvement.16 Superiority in the BLISS trials was observed only when the clinical outcome
was measured with a newly developed outcome measure, the Systemic Lupus
Erythematosus Responder Index.1”

In summary, the results of the BLISS trials were modest but consistently favored a positive
treatment effect of belimumab over placebo. The trials established that rigorous trials
leading to positive outcomes can be performed in systemic lupus erythematosus, and clinical
trial methodologies employed in studies of belimumab have important implications for
future lupus trials. The fact that these trials excluded patients with active central nervous
system (CNS) involvement and severe lupus nephritis limits the generalizability of results to
these patient subsets.

Atacicept—Recently, a phase Il trial of atacicept in combination with mycophenolate

mofetil in lupus nephritis was suspended due to a high rate of severe infections; a phase 11/
11 trial of atacicept for patients with nonrenal lupus is ongoing.18
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Uncontrolled Studies

Substantial clinical experience with off-label rituximab use has been accumulated in recent
years, with nearly 200 cases included in open-label studies and small case series through
2008.1? Since 2009, more than 700 additional patients have been reported.2%-22 Thus, nearly
1000 patients with systemic lupus erythematosus have been enrolled in approximately 30
uncontrolled studies. Data from these investigations indicate rates of complete response to
rituximab that range from 21% to 55%, and overall responses from 60% to 91%.20-29
Significant clinical responses also have been observed in specific systemic lupus
erythematosus subsets, including patients with lupus nephritis and CNS involvement.1? In
contrast to the case with rituximab, other therapies that target B cells specifically have not
been employed outside of clinical trials to any significant degree.

USING B-CELL-DEPLETING AGENTS IN CLINICAL PRACTICE

Clinical Indications

The use of B-cell-depleting agents in clinical practice, overwhelmingly restricted to
rituximab, is centered on 3 main clinical situations: patients who do not respond to standard
therapy, patients who are intolerant to SOC therapy, and those with life-threatening
presentations. The most common clinical scenario in which B-cell-targeted strategies are
employed is in lupus nephritis (proliferative or membranous) that has proven refractory to
cyclophosphamide and mycophenolate/azathioprine. Other frequent situations include the
use of rituximab as second/third-line therapy in patients with refractory cytopenias, lupus-
related vasculitis, and CNS involvement, and even as first-line therapy in life-threatening
situations (renal failure, pulmonary hemorrhage, myelitis).

There is no consensus on the dosage of rituximab in systemic lupus erythematosus. It is
overwhelmingly used as an induction therapy; either as 4 weekly doses of 375 mg/m? or 2
fortnightly doses of 1000 mg (no study has compared the 2 dosages). With respect to
belimumab, the recommended dosage will probably be 10 mg/kg administered intravenously
over at least 120 minutes twice in the first month followed by monthly administration
(therapy duration has not yet been defined).

Re-treatment and Maintenance Therapy

Information on the use of rituximab in the re-treatment of relapses is limited. The majority
of uncontrolled studies show that flares often occur between 6 and 18 months after induction
therapy, when circulating B cells have returned.30 Flares have been treated in a
heterogeneous manner, with an increase in the dose of glucocorticosteroids, the addition of
immunosuppressive agents, or re-treatment with rituximab. A recent study found that the
efficacy of rituximab retreatment was 82% at 6 months and 65% at 12 months, and that the
second cycle produces a more sustained clinical response than induction therapy.23 These
authors also found that some patients who do not respond to the first cycle of rituximab
responded to a second cycle. There is no reported information on the use of rituximab as a
maintenance regimen, although some authors have suggested that repeated treatment every 6
months might induce the depletion of protective B-cell subsets involved in the re-
establishment of self tolerance.3!

Role of Concomitant Therapies

The effect of baseline therapies has proven to be the main problem in assessing significant
differences between the B-cell-depleting agents and the placebo arms in lupus trials. High-
dose glucocorticosteroids (EXPLORER) or the concomitant use of mycophenolate
(LUNAR) have probably reduced the power of these studies to demonstrate the clinical
advantage of adding rituximab to the SOC.32 The high treatment-response rates in the
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comparison groups in these trials, which have approached 50%, underscore the need for
larger trials to detect a relatively small clinical benefit, as recently demonstrated by the
BLISS trials.

No controlled clinical studies have compared the benefits of the use of B-cell-depleting
agents alone or in combination with other therapies (eg, glucocorticosteroids,
immunosuppressants, or other biological agents). The majority of uncontrolled studies used
an increased dosage of baseline oral glucocorticosteroids or intravenous glucocorticosteroids
at the time of rituximab infusion. The most frequent reported immunosuppressant used in
combination with rituximab is cyclophosphamide (2 infusions of 500-750 mg), but no
controlled data have demonstrated superiority in comparison with rituximab alone.
Concomitant oral immunosuppressive agents are often stopped when rituximab is given,
although in some studies they are used continuously throughout.3? Therefore, there are no
standardized recommendations on the use of concomitant immunosuppressive agents in
patients with systemic lupus erythematosus treated with B-cell-depleting agents.

TAILORING B-CELL-DEPLETING AGENTS ACCORDING TO INDIVIDUAL
CHARACTERISTICS

Ethnicity

Agents that target B cells are not appropriate for all patients with systemic lupus
erythematosus. Optimal uses of these treatment strategies would tailor therapies according to
patients’ individual characteristics, including ethnicity, organ involvement, or the
immunological profile.

Recently ethnicity has emerged as an important factor to be taken into account when
response to immunosuppressive/biological agents is evaluated in patients with systemic
lupus erythematosus.33:34 The EXPLORER trial showed that the highest percentage of
clinical response to rituximab and the lowest placebo response was found in patients of
Hispanic and African ancestry,8 which seems to be related to the more refractory disease
often observed in these patients. A trend to benefit in Blacks with lupus nephritis treated
with rituximab also has been recently reported in the LUNAR study.’-8 In the BLISS-52
trial, a trend to a better response to belimumab was observed in patients from eastern Europe
in comparison with those from Asia and Latin America.14

Organ Involvement

Few studies have analyzed differences in the response to B-cell-depleting agents according
to organ involvement. Little information is available on the specific response to rituximab of
the different types of lupus nephritis, and some uncontrolled data suggest a higher rate of
complete response in patients with refractory type 111 lupus nephritis compared with type
IV.35 CNS involvement seems to have a good response to B-cell depletion in small
uncontrolled studies. With respect to belimumab, data from the combined BLISS trials show
significant improvement in the vascular and cutaneous Safety of Estrogen in Lupus
Erythematosus National Assessment-Systemic Lupus Erythematosus Disease Activity Index
(SELENA-SLEDALI) domains and in the musculoskeletal and mucocutaneous British Isles
Lupus Assessment Group disease activity index (BILAG) domains; conversely, poorer
results were observed in the hematological and renal domains. Contrasting results were
found in the neurological domains (excellent results in the SLEDAI domain, poor results in
the BILAG domain).38

There is no solid evidence that some manifestations are more amenable to treatment with
rituximab than belimumab or vice versa. Patients included in the BLISS trials showed

Am J Med. Author manuscript; available in PMC 2014 February 15.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Ramos-Casals et al.

Page 6

predominantly mucocutaneous and musculoskeletal features (60%-80%),16 while the largest
international series analyzing the off-label use of rituximab in 317 patients (the IR-BIS-
SLICC Registry) found that the major organ involvements leading to rituximab treatment
were renal (50%) and hematological involvement (21%), with musculoskeletal and
cutaneous features representing <10% of cases.3” Additional studies of belimumab across a
broader range of manifestations are required before this therapy can be employed with
confidence in lupus nephritis, CNS disease, and other lupus features not adequately
represented in the trials performed to date.

Immunological Profile

Some studies have suggested a differing response according to the baseline immunological
profile. The effect of B-cell-depleting agents in reducing autoantibody production and
normalizing complement levels has consistently been shown in the majority of trials and
uncontrolled studies, and correlates with the greater efficacy of B-cell-depleting agents in
patients with active disease.38 The combined results of the 2 BLISS trials showed a
significantly better response to belimumab in patients with positive immunological markers
(46% vs 29% in the placebo arm, P = .006).16 In contrast, some studies have suggested a
poor response to rituximab in some specific immunological subsets, such as those with
positive anti-Ro/SS-A or anti-Sm.39

B-cell-depletion Predictors

The degree and duration of B-cell depletion in systemic lupus erythematosus, although more
variable and less predictable than in rheumatoid arthritis, often correlates with clinical

response. Therefore, identification of baseline predictors of depletion may be useful (Table
3).39-44

B-CELL-TARGETING THERAPIES: MAIN SIDE EFFECTS

Infusion reactions are often mild to moderate, with severe reactions principally related to the
lack of premedication. A recent study found a lower incidence of infusion-related reactions
in patients with systemic lupus erythematosus in comparison with those with rheumatoid
arthritis treated with rituximab; this may be due to the higher dosage of glucocorticosteroids
used in systemic lupus erythematosus.*> The role of human antichimeric antibodies in
infusion reactions is unclear, but might be associated with delayed serum sickness reactions.

The risk of severe infection is the main factor that should be considered when weighing the
risks and benefits of using B-cell-depleting agents to treat systemic lupus erythematosus
(Figure). Controlled trials using rituximab reported no significant increase in serious adverse
effects, except for a higher rate of neutropenia (8%) and herpes infection (15%) in the
EXPLORER trial.1* In contrast, uncontrolled data suggest that infection is the most frequent
adverse event in the largest series and may be severe in some patients.1® Recent studies have
estimated a rate of 63-66 severe infections per 1000 person-years.26:46 nfection of the
lower respiratory or urinary tracts, together with bacteremia/sepsis, accounted for 75% of
severe infections, most of which were caused by common bacteria.

The major concern about the safety of rituximab in systemic lupus erythematosus was raised
in 2008 after reports of 2 patients who developed progressive multifocal
leukoencephalopathy), although no additional cases have been reported from subsequent
trials and large uncontrolled series.6-8.19-29.37 progressive multifocal leukoencephalopathy
is not exclusively restricted to rituximab use,#’ and current evidence does not seem to
provide a high-enough level of concern to warrant eliminating the off-label use of rituximab
in systemic lupus erythematosus.

Am J Med. Author manuscript; available in PMC 2014 February 15.
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Available controlled safety data for belimumab show that it is generally well tolerated and
has a favorable safety profile. Commonly reported adverse events include headache,
arthralgia, upper respiratory tract infections, urinary tract infections, and influenza. The
BLISS-76 data showed 15% of infusion-related reactions, 7% of severe infections, and a
discontinuation rate due to adverse events of 8%.48

FUTURE PERSPECTIVES

The recent approval of belimumab for use in systemic lupus erythematosus suggests that
biological agents will be increasingly used in the near future and will have a significant
impact on the management of lupus patients.1749:50 However, the efficacy and long-term
safety of belimumab in clinical practice remains to be demonstrated? (Table 4).

Patients with systemic lupus erythematosus display substantial heterogeneity in terms of B-
cell homeostasis, whose functional consequences and implications for B-cell therapy remain
to be determined. New treatments and the successful application of current ones will rest
heavily on thorough understanding of these factors. This, in turn, may allow the customized
application of biological agents targeting specific pathways or B-cell subsets in appropriate
patient populations. Careful evaluations of the risk/benefit profiles of biologic agents in
patients with systemic lupus erythematosus are essential, both in the context of RCTs and in
off-label studies of the uses of these therapies. Finally, only real-life data will establish the
balance between the clinical benefits and cost of B-cell-targeted therapies (estimated as at
least $20,000 annually); in countries where health provision is mainly private, patient access
to these therapies may not be guaranteed.
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Agent Name of SLE activity criteria | Response measurement | Follow-up % of benefit over | % of severe
trial for inclusion instrument placebo infection
Belimumab BLISS-52 SELENA-SLEDAI > 6 SRI 52 weeks
Belimumab BLISS-76 SELENA-SLEDAI 2 6 SRI 52 weeks
Belimumab BLISS-76 SELENA-SLEDAI 2 6 SRI 76 weeks
Rituximab EXPLORER  BILAGA21or BILAG 52 weeks
BILAGB > 2
Rituximab LUNAR LN class Ill/1V Renal response 52 weeks
Epratuzumab EMBLEM BILAG2004 A>1or CRI 12 weeks
BILAG 2004 B > 2 Not detailed
Ocrelizumab  BELONG LN class llI/IV Renal response 48 weeks
Figure.

Summary of the main randomized controlled trials in systemic lupus erythematosus (SLE).
% of benefit over placebo: low dose (light brown) and high dose (dark brown). % of severe
infection: low dose (light brown), high dose (dark brown), and placebo (white). *Statistical
significance difference vs placebo. 20verall response; BILAG = British Isles Lupus
Assessment Group disease activity index; SELENA = Safety of Estrogen in Lupus

Erythematosus National Assessment; SLEDAI = Systemic Lupus Erythematosus Disease

Activity Index; SRI = Systemic Lupus Erythematosus Responder Index; CRI = Combined
Responder Index; LN = lupus nephritis; SLE: systemic lupus erythematosus.
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Table 3

Clinical, Immunological and Genetic Variables That May Influence B-cell Depletion in Patients with SLE
Treated with Rituximab39-44

Variables Effect on B-cell Depletion

Afro-Caribbean origin Early repopulation (<6 months)

Anti-Sm+ carriers Early repopulation (<6 months)

Low IgA levels at baseline Depletion >6 months

Low IgG levels at baseline Depletion >6 months

Serum rituximab levels Correlation with % of peripheral B cells at 2 months
Fcyrllla genotype Independent predictor of B-cell depletion

High numbers of CD19+ B lymphocytes at baseline  Shorter depletion time

IgA = immunoglobulin A; IgG = immunoglobulin G; SLE = systemic lupus erythematosus.

AmJ Med. Author manuscript; available in PMC 2014 February 15.



Page 19

Ramos-Casals et al.

NIH-PA Author Manuscript

'snsorewayiAia sndnj 91WLISAS = 37S {WBISAS SNOAJBU [e1IUBD = SND

a1eAld Ajurew s uoisinoid yifesy a1aym $a1IUN0D Ul eINUUI|Sg 0} SS300Y

1509 pue SHJauaq [BOIUIO USBMIBQ 3dUB[eq 8y L

uonelnp Adesay

qewnwifaqg Jo aj1yoid A1ayes ay L

(s)uessalddnsounwiwi ‘sp10.81S0011109) SUOIIEDIPSLU JUBHLOIUOD JO 8N 8y L

354N09 aseasip ay) Buiinp paresipul ag pInoys gewnwi|ag uiod YoIym 1y

Adelayl siyr 01 aaisuodsal 1sow aq Aew suorrelsayiuew sndnj Yoy

JUBWIBAJOAUI SND 40 siydau sndnj yim siuaired Ui qewinwi|ag 40 asn ay L

suoIeISaJIURW 818A8S ‘A10108.8. UIIM Sluaized Ul qewnwi|ag 40 8sn 8yl

gewnuwijaq o3 asuodsal aduanjpul Aew A121UYI MOH

w.ie 0gaoe|d 8y) Yim UosLIEAWOD Ul S|BLI Ul PUNO) SBOUISJLIP 1SBPOLL JO 80UBAS]SI [dIUIID BY L

slualled 371 a|-[eay U1 PayLIe|D g 0} Uleway Jey) geLunwijag 40 M 8y} Jo s10adsy Ureiy
v 9algel

NIH-PA Author Manuscript NIH-PA Author Manuscript

Am J Med. Author manuscript; available in PMC 2014 February 15.



