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Long-Term Anifrolumab Treatment Normalizes Hematologic
Parameters and Several Serologic Markers in Patients With
Systemic Lupus Erythematosus
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Objective. To evaluate the long-term effects of anifrolumab on hematologic and serologic parameters over four
years.

Methods. This analysis included 536 patients with moderate-to-severe systemic lupus erythematosus (SLE) who
received intravenous anifrolumab 300 mg (n = 358) or placebo (n = 178) in the 52-week, phase 3 TULIP-1/2 trials
(NCT02446912 and NCT02446899) and continued the same treatment in the 3-year, long-term extension (LTE,
NCT02794285), or would have done if not discontinued early; 369 patients entered the LTE. Changes from baseline
to week 208 in lymphocytes, hemoglobin, platelets, neutrophils, complement C3, C4, anti-double-stranded DNA
(dsDNA), and Igs were analyzed descriptively. British Isles Lupus Assessment Group—-based Composite Lupus Assess-
ment (BICLA) response at week 52 was analyzed by treatment and lymphocyte, hemoglobin, and platelet normalization
in responders versus nonresponders, regardless of treatment.

Results. Numerically greater improvements from baseline in lymphocyte, hemoglobin, platelet, and neutrophil
levels were observed with anifrolumab over placebo. Comparing anifrolumab versus placebo, lymphocyte and hemo-
globin normalization rates were higher and platelet normalization was comparable. BICLA response was associated
with lymphocyte, hemoglobin, and platelet normalization over four years, regardless of treatment. Conversely, BICLA
responses were higher with anifrolumab versus placebo, irrespective of baseline lymphocyte, hemoglobin, and platelet
levels. Improvements in anti-dsDNA, C3, C4, and Igs from baseline were greater with anifrolumab versus placebo.

Conclusion. The normalization of hematologic parameters and sustained improvements in serologic markers sup-
port the long-term efficacy of anifrolumab in patients with moderate-to-severe SLE. Clinical response to anifrolumab

was associated with improvements in biomarkers, suggesting restoration of overall immune health.

INTRODUCTION

One of the early manifestations of systemic lupus erythema-
tosus (SLE) is hematologic involvement, which can present before
diagnosis per SLE classification criteria, predominates within the
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first years of the disease, and can persist throughout the disease
course.'™ The most frequent hematologic abnormalities among
patients include but are not limited to anemia (>50% of patients),
lymphopenia (20%—-75%), thrombocytopenia (mild: 25%-50%;
severe: 10%), leukopenia (22%-42%), and neutropenia (20%—
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40%), which are associated with increased disease activity, infec-
tion risk, bleeding risk, and organ damage accrual.’*=° Patients
with SLE may also have increased infection risk due to conven-
tional immunosuppressive therapy, which can worsen disease-
associated T-cell and B-cell abnormalities, including CD8+ T-cell
exhaustion and impaired cytolytic function.'®!! Serologic bio-
markers of SLE are linked to disease activity and immune dysreg-
ulation, including complement proteins (C3 and C4), Igs (I9G, IgA,
and IgM), and autoantibodies (anti-double-stranded DNA [anti-
dsDNA], anti-BRNP, and anti-Sjégren syndrome antibodies A/B
[anti-SSA/anti-SSB]).'2 There is growing evidence that high type
| interferon (IFN) levels are a key driver in the pathogenesis of
active SLE, including hematologic abnormalities (lymphopenia,
anemia, thrombocytopenia, and neutropenia), low complement
levels, and the presence of autoantibodies including anti-dsDNA,
anti-SSA, and anti-RNP.'716

Anifrolumab, a fully human IgGk monoclonal antibody that
inhibits the type | IFN receptor, is a biologic therapy approved in
multiple countries for the treatment of patients with moderate-
to-severe SLE in addition to standard therapy.’”2" The phase
2 MUSE trial, three-year MUSE open-label extension trial, and
phase 3, placebo-controlled TULIP-1/2, and long-term extension
(LTE) trials demonstrated the safety and efficacy of anifrolumab,
with reduced disease activity and glucocorticoid (GC) use over
a period of up to four years.??72° A post hoc analysis of the MUSE
trial showed that one year of anifrolumab treatment reversed SLE-
related lymphopenia, neutropenia, and thrombocytopenia,®’
and an LTE analysis demonstrated greater improvements
in hematologic and serologic measures with anifrolumab
versus placebo.?® Because hematologic abnormalities in SLE
can persist for many years," we aimed to evaluate the long-term
impact of anifrolumab compared with placebo on hematologic
and serologic parameters over the four-year TULIP plus LTE
period.

MATERIALS AND METHODS

Study design and patients. Full details on the phase
3, randomized, placebo-controlled, double-blind TULIP-I
(NCT02446912), TULIP-2  (NCT02446899), and LTE
(NCT02794285) trials including the study designs, methods, pro-
cedures, and inclusion/exclusion criteria are previously
described.??™2* Briefly, eligible patients were adults (aged 18-70
years) with moderate-to-severe SLE receiving standard therapy
who fulfilled the 1997 American College of Rheumatology classifi-
cation criteria at TULIP-1/2 entry.23242° During the LTE, investi-
gators were permitted to add or modify standard therapy, such
as tapering of immunosuppressants and GCs, which was
encouraged to reflect real-world practice but not required.??

Here, hematologic and serologic changes were analyzed in
patients who were randomized to receive intravenous anifrolumab
300 mg or placebo in the TULIP-1/2 trials and who continued with

the same treatment in the LTE period, or would have continued if
not discontinued early (the combined TULIP + LTE population).??
Data for patients randomized to placebo in TULIP-1/2 who were
rerandomized to anifrolumab 300 mg in the LTE were not
included in this analysis. For key hematologic and serologic
assessments, the subgroup of patients who were randomized to
anifrolumab 300 mg or placebo in TULIP-1/2, continued in the
LTE, and received the same treatment in TULIP-1/2 and the LTE
(the LTE population) was also analyzed.?? The combined TULIP
+ LTE population and the LTE population are identical after LTE-
study entry (week 52).

This study was conducted in accordance with principles of
the Declaration of Helsinki and the International Conference on
Harmonisation Guidance for Good Clinical Practice. All patients
provided informed consent, and the study was approved by the
ethics committee or institutional review board.

Data collection. Baseline was defined as the last measure-
ment before randomization and investigational product administra-
tion on day 1 of the TULIP-1/2 trials. Hematologic and serologic
assessments were analyzed from blood samples collected at base-
line, every four weeks during the TULIP study period until week
52 (end of TULIP/LTE-entry),%>2* and during the LTE period at select
time points up to week 208 (end of LTE).?2

Hematology. All hematologic parameters (lymphocytes,
hemoglobin, platelets, and neutrophils) were measured using
complete blood cell counts in the combined TULIP + LTE popula-
tion and in the LTE population. Mean changes from baseline were
assessed in prespecified analyses, and hematologic levels
were also stratified post hoc into the following subgroups: (1)
low (lymphocytes <1 109 cells [Gl]/L; hemoglobin <120 g/L;
platelets <150 GI/L; and neutrophils <1.5 GI/L), (2) normal (lym-
phocytes >1 GI/L and <4 GI/L; platelets >150 GI/L and <450 Gl/
L) or normal/high (hemoglobin >120 g/L; neutrophils >1.5 GI/L),
(8) high (lymphocytes >4 Gl/L; platelets >450 Gl/L), or (4)
withdrawal.

British Isles Lupus Assessment Group-based
Composite Lupus Assessment response. Normalization of
lymphocytes, hemoglobin, and platelets from baseline was ana-
lyzed post hoc by the British Isles Lupus Assessment Group
(BILAG)-based Composite Lupus Assessment (BICLA) response
at week 52 in the combined TULIP + LTE population only, regard-
less of treatment allocation. BICLA response was defined as all of
the following: reduction of any moderate-to-severe baseline dis-
ease activity as measured by changes in BILAG-2004 A and B
domain scores to B/C/D and C/D, respectively, with no worsen-
ing in any of the nine BILAG-2004 organ systems, no worsening
of the SLE Disease Activity Index-2000 (SLEDAI-2K) score from
baseline, no increase of >0.3 points in the Physician Global
Assessment (range 0-3) from baseline, no discontinuation of
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investigational product, and no use of restricted medications
beyond protocol-allowed thresholds.?® BICLA response rates at
week 52 were also analyzed by the treatment group and by sub-
groups with low or normal/high lymphocyte, hemoglobin, and
platelet levels at baseline.

Serology. Changes in serologic markers (C3, C4, IgG, IgA,
IgM, and anti-dsDNA) were measured using immunosorbent
assays. Mean changes from baseline in C3, C4, and anti-dsDNA
antibody levels were assessed in prespecified analyses in the
combined TULIP + LTE population and in the LTE population;
mean changes from baseline in IgG, IgA, and IgM levels were ana-
lyzed post hoc only in the combined population.

Statistical analysis. The following data were analyzed
using descriptive statistics: (1) baseline SLE-related treatments
and baseline hematologic and serologic assessments, (2) changes
from baseline in hematologic measures and serologic markers, and
(8) lymphocyte, hemoglobin, and platelet normalization from base-
line by the treatment group, and by BICLA response at week
52 irrespective of the treatment group. BICLA response rates at
week 52 by the treatment group and by lymphocyte, hemoglobin,
and platelet subgroups at baseline (low vs normal or normal/high)
were analyzed using a stratified Cochran-Mantel-Haenszel
approach, with stratification factors of SLEDAI-2K score at screen-
ing (10 points), week 0 GC dose (10 mg/day prednisone or equiva-
lent), and type | IFN gene signature test results at screening (high vs
low). Patients with missing data were included at each time point
for changes from baseline in hematologic and serologic measures.
Missing values for BICLA response at week 52 were imputed using
last observation carried forward (LOCF) unless week 48 data were
also missing, in which case nonresponder imputation was applied.
Data underlying the findings described in this manuscript may be
obtained in accordance with AstraZeneca’s data sharing policy
described at https://astrazenecagrouptrials.pharmacm.com/ST/
Submission/Disclosure. Reuse is permitted only with permission
from AstraZeneca.

RESULTS

Baseline patient characteristics. A total of 536 patients
received anifrolumab 300 mg or placebo in the TULIP-1/2 studies
and continued the same treatment in the LTE, or would have done
if they had not discontinued early (anifrolumab 300 mg, n = 358;
placebo, n = 178; the combined TULIP + LTE population). Of these
patients, 369 entered the LTE (anifrolumab 300 mg, n = 257; pla-
cebo, n = 112; the LTE anifrolumab and LTE placebo groups,
respectively). Demographics, disease characteristics, and hemato-
logic and serologic assessments were generally balanced between
treatment groups at the start of the TULIP studies in the combined
TULIP + LTE population (Table 1) and in the LTE population
(Supplementary Table S1, which presents hematologic and some

Table 1. SLE-related treatments, and hematologic and serologic
parameters at TULIP baseline in the combined TULIP + LTE groups*

Anifrolumab Placebo
Characteristic 300 mg (n=358) (n=178)
Baseline SLE treatments
GC?
GC dose,® mg/day
<10 169 (47.2) 88 (49.4)
>10 189 (52.8) 90 (50.6)
Mean (+ SD) 9.6 (9.9) 9.9 (8.7)
Immunosuppressants,
n (%)
Yes 172 (48.0) 90 (50.6)
Antimalarials, n (%)
Yes 242 (67.6) 134 (75.3)
Hematology parameters, n
(%) unless otherwise
stated
Lymphocytes
Mean (SD), GI/L 1.3(0.7) 1.3(0.6)
Low (<1 GI/L) 138 (38.5) 74 (41.6)
Normal (=1 GI/L and <4 219 (61.2) 103 (57.9)
GI/L)
High (>4 GI/L) 1(0.3) 1(0.6)
Hemoglobin
Mean (SD), g/L 125.1 (14.8) 126.7 (15.8)
Low (<120 g/L) 115(32.1) 51 (28.7)
Normal/high (=120 g/L) 243 (67.9) 127 (71.3)
Platelets
Mean (SD), GI/L 239.9(78.3) 248.2 (76.5)
Low (<150 GI/L) 38(10.6) 16 (9.0)
Normal (=150 and <450 315 (88.0) 160 (89.9)
GI/L)
High (=4 GlI/L) 5(1.4) 2(1.1)
Neutrophils
Mean (SD), GI/L 3.8(1.8) 41 (2.1)
Low (<1.5 GI/L) 1.1 (0.3) 1.1(0.3)
Normal/high (=1.5 GI/L) 3.9(1.8) 42 (2.1)
Serology markers
Anti-dsDNA positive©
n (%) 165 (46.1) 69 (38.8)
Mean (SD), U/mL 129.6 (262.9) 115.3(166.4)
Low C3°¢
n (%) 129 (36.0) 63 (35.4)
Mean (SD), g/L 0.7 (0.2) 0.7 (0.1)
Low C4°
n (%) 83(23.2) 37(20.8)
Mean (SD), g/L 0.07 (0.02) 0.07 (0.01)
Ing, mean (SD), g/L 143 (5.2) 13.8(4.8)
IgA%, mean (SD), g/L 3.1(1.7) 3.0(1.4)
IgM®, mean (SD), g/L 1.1(0.9) 1.0 (0.6)

*C3, complement 3; C4, complement 4; dsDNA, double-stranded
DNA; GC, glucocorticoid; Gl, 10"9 cells; LTE, long-term extension;
SLE, systemic lupus erythematosus.

2GC contains prednisone dose or equivalent.

PIncludes patients not taking GC at the corresponding visit
(0 mg/day).

“Includes only patients with baseline positive anti-dsDNA or abnor-
mal C3 or C4 levels.

9Mean (SD) calculated from n = 354 patients in the anifrolumab
group and n = 176 patients in the placebo group.

serologic markers only, because demographics and clinical char-
acteristics, including levels of anti-dsDNA, C3, and C4 were previ-
ously published for this population®?).
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Among the combined TULIP + LTE population at baseline,
thrombocytopenia was present in 11% and 9% of the anifrolumab
300 mg and placebo groups, respectively, and lymphopenia
present in 39% and 42%, respectively (Table 1). Low C4 levels
(23% and 21%) and positive anti-dsDNA levels (46% and 39%)
were present at baseline.

Lymphocyte levels over time. Overal, numerically
greater increases in mean lymphocyte levels were observed in the
combined anifrolumab versus the combined placebo group, irre-
spective of baseline lymphocyte levels (Figure 1A). For patients with
low lymphocyte levels at baseline (lymphopenia: <1 GI/L), patients
receiving anifrolumab had higher rates of lymphocyte normalization

A

0.6
0.5 1
0.4 1
0.3 1
0.2 1

0.1 A

Change from baseline in lymphocytes, GI/L
(mean = SE)

—&— Anifrolumab 300 mg (n = 358)

compared with placebo, and this effect was maintained from week
4 (39.9%, n = 55 vs 27.0%, n = 20) through week 208 (39.9%,
n=55vs 12.2%, n = 9; Figure 1B). The percentage of patients with
persistent lymphopenia post-baseline tended to decrease over time
in both treatment groups. Similar trends were observed in the LTE
anifrolumab and placebo groups (Supplementary Figure S1).
Although the percentage of patients with baseline lymphopenia
who withdrew generally increased in both treatment groups over
time, withdrawal rates were numerically lower in the anifrolumab
group compared with placebo, and the treatment difference was
maintained from week 4 (0.7%, n = 1 vs 2.7%, n = 2) to week
208 (35.5%, n = 49 vs 54.1%, n = 40); withdrawal rates increased
over time in both treatment groups (Supplementary Figure S2).
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of patients in panel B do not add up to 100% due to missing data. Baseline data only show proportions of patients with lymphopenia (low) or nor-
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Hemoglobin levels over time. Numerically greater
increases in mean hemoglobin levels were observed with anifrolu-
mab combined group versus placebo combined group, irrespec-
tive of baseline levels (Figure 2A). For patients with low
hemoglobin levels at baseline (anemia: <120 g/L), a higher pro-
portion of anifrolumab-treated patients had normal/high hemo-
globin levels compared with placebo, and this effect was
maintained over time from week 4 (19.1%, n = 22 vs 17.6%,
n = 9) to week 208 (27.0%, n = 31 vs 13.7%, n = 7; Figure 2B).
Similar trends were observed in the LTE groups (Supplementary
Figure S3). Withdrawal rates in patients with anemia were numer-
ically lower in the anifrolumab group compared with placebo from
week 40 (12.2%, n = 14 vs 17.6%, n = 9) to week 208 (35.7%,
n =41 vs 54.9%, n = 28), and rates increased over time in both
treatment groups (Supplementary Figure S4).

Platelet levels over time. Numerically greater increases in
mean platelet levels were observed early with anifrolumab versus
placebo in the combined groups, irrespective of baseline levels
(Figure 3A). For patients with low platelet levels at
baseline (thrombocytopenia: <150 Gl/L), no clear trends were
observed for rates of platelet normalization in the anifrolumab and
placebo groups from week 4 (44.7%, n = 17 vs 50.0%, n = 8) to
week 208 (34.2%, n = 13 vs 31.3%, n = 5; Figure 3B); similar trends
were observed in the LTE groups (Supplementary Figure S5). With-
drawal rates in patients with thrombocytopenia generally increased
over time in both treatment groups; withdrawal rates were numeri-
cally higher with anifrolumab versus placebo as early as week
8 (2.6%, n =1 vs 0%) up to week 88 (26.3%, n = 10 vs 18.8%,
n = 3) and were numerically lower with anifrolumab versus placebo
from week 104 to 208 (Supplementary Figure S6).
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Figure 2. Effect of anifrolumab treatment on hemoglobin levels in the combined TULIP + LTE groups. (A) Change from baseline in hemoglobin
levels. (B) Hemoglobin normalization over time in patients with anemia at baseline. LTE, long-term extension
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Normalization of lymphocyte, hemoglobin, and
platelet levels in BICLA responders versus
nonresponders. Among all of patients with “low” hematologic
parameters at baseline, normalization (low to normal or normal/
high) of lymphocytes, hemoglobin, and platelet levels at week
52 were associated with BICLA response (responders vs nonre-
sponders, lymphocytes: 56.1% [64 of 114] vs 33.8% [44 of
130]; hemoglobin: 33.0% [31 of 94] vs 20.2% [22 of 109]; plate-
lets: 57.6% [19 of 33] vs 40.0% [12 of 30)). The percentage of
patients with lymphocyte normalization from baseline was numer-
ically higher among BICLA responders versus nonresponders at
every visit from week 4 (36.2% [42 of 116] vs 30.5% [57 of 187])
to week 208 (76.5% [62 of 81] vs 50.9% [28 of 55]) (Figure 4A).
Rates of patients with hemoglobin normalization from baseline

were also higher in BICLA responders for most time points from
week 4 (18.6% [18 of 97] vs 17.7% [29 of 164]) to week
128 (564.3% [38 of 70] vs 39.1% [25 of 64]) (Figure 4B). Platelet
normalization rates from baseline were associated with BICLA
response during part of the LTE period from week 52 (57.6%
[19 of 33] vs 40.0% [12 of 30]) to week 128 (80.0% [16 of 20] vs
60.0% [12 of 20]) (Figure 4C).

BICLA response by the treatment group and by
lymphocyte, hemoglobin, and platelet levels at
baseline. At week 52, BICLA response rates were numerically
greater with anifrolumab versus placebo for all patients, irre-
spective of their hemoglobin, lymphocyte, or platelet levels at

baseline. In patients with lymphopenia, anemia, or
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Figure 3. Effect of anifrolumab treatment on platelet levels in the combined TULIP + LTE groups. (A) Change from baseline in platelet levels.
(B) Platelet normalization over time in patients with thrombocytopenia at baseline. No increases in mean platelet levels from baseline led to high
platelet counts above the normal range at any time point (ie, mean levels did not exceed =450 GI/L). G, 1079 cells; LTE, long-term extension
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thrombocytopenia at baseline, percentages of BICLA
responders were 49.7% (69 of 138), 51.0% (58 of 115), and
42.1% (16 of 38) in the anifrolumab group versus 23.8% (33 of
138), 24.1% (28 of 114), and 40.6 (13 of 32) in the placebo

group, respectively (Supplementary Figure S7). In patients with
normal or normal/high lymphocyte, hemoglobin, and platelet
levels at baseline, BICLA response rates were 46.4% (102 of
220), 46.7% (113 of 243), and 48.3% (155 of 320) with
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anifrolumab versus 35.2% (78 of 222), 34.0% (83 of 246), and
30.0% (98 of 328) with placebo, respectively.

Neutrophil levels over time. Changes in mean neutro-
phil levels from baseline were numerically greater in the anifrolu-
mab combined group versus placebo combined group
irrespective of baseline levels from week 4 (mean + SD change
from baseline: anifrolumab, 0.79 + 1.86 GI/L; placebo, —0.004
+1.74 GI/L) to week 208 (anifrolumab, 0.58 + 2.37 GI/L; pla-
cebo, -0.18 £ 2.15 GlI/L; Supplementary Figure S8A). Improve-
ments in patients with low baseline neutrophils (<1.5 GI/L) were
greater with anifrolumab versus placebo for most time points
and as early as week 4 (mean + SD change from baseline: anifro-
lumab, 1.69 +1.45 GI/L; placebo, 0.07 + 0.23 GI/L) through
week 64 (anifrolumab, 1.59 + 0.76 GlI/L; placebo, 1.46 + 1.61
Gl/L), and a similar trend was observed from week 104 to
208 (Supplementary Figure S8B). In patients with normal or high
baseline neutrophils (>1.5 GlI/L) changes from baseline were
greater with anifrolumab versus placebo for all time points as early
as week 4 (mean + SD change from baseline: anifrolumab, 0.76
+ 1.87 Gl/L; placebo, —0.006 + 1.77 Gl/L) through week 208 (ani-
frolumab, 0.54 + 2.39 GlI/L; placebo, —0.24 + 2.12 Gl/L). Similar
trends were seen in the LTE groups (Supplementary Figure S9).

Changes in anti-dsDNA and complement levels
over time. Numerically greater reductions in mean anti-dsDNA
levels from baseline were observed with anifrolumalb versus pla-
cebo as early as week 4 (mean = SE change from baseline:
-5.55 + 18.65 U/mL vs 50.0 + 28.12 U/mL), and this trend was
maintained to week 208 (mean = SE. anifrolumab, -22.1
+ 45.64 U/mL; placebo, 15.57 + 28.66 U/mL; Figure 5A) in the
combined TULIP + LTE groups. Improvements in mean C3 levels
from baseline were greater with anifrolumab versus placebo and
were maintained from week 4 (mean + SE change from baseline:
0.08 + 0.01 g/L vs 0.02 + 0.01 g/L) to week 208 (mean + SE:
0.19 + 0.03 g/L vs 0.09 + 0.06 g/L; Figure 5B). Greater improve-
ments in mean C4 levels from baseline were observed with anifro-
lumab versus placebo for most time points from week 4 (mean +
SE change from baseline: 0.006 + 0.002 g/L vs 0.003 + 0.002
g/L) to week 208 (mean + SE: 0.05 + 0.01 g/L vs 0.01 + 0.009
g/L; Figure 5C). Similar trends were seen in the LTE groups
(Supplementary Figure S10).

Changes in Ig levels over time. Numerically greater
reductions from baseline in mean IgG and IgA were observed over
time with anifrolumab versus placebo and were maintained from
week 24 to 208 (IgG mean + SD change from baseline: —0.84
+2.32 g/L vs 0.54 £2.16 g/L and -1.14 + 3.21 g/L vs 0.34
+2.61 g/L; IgA mean = SD change from baseline: -0.14 + 0.47
g/L vs 0.05+0.48 g/L and -0.26 = 0.71 g/L vs -0.07 + 0.69
g/L). Reductions from baseline in mean IgM levels were lower with
anifrolumab compared with placebo for all time points up to week

104 (mean + SD change from baseline: —0.06 + 0.46 g/L vs
-0.009 + 0.30 g/L).

DISCUSSION

Complex immune dysregulation perpetuates both disease
activity and risk of infection in patients with SLE."" Existing thera-
pies targeting circulating immune cells directly may add to the
burden of immune suppression.':® More effective, well-tolerated,
targeted therapies that maintain disease control over time while
improving hematologic and serologic abnormalities are needed.
High type I IFN activity in SLE is associated with greater disease
activity, hematologic manifestations (lower hemoglobin and lym-
phocyte levels), and lower complement levels.'*'® Type | IFNs
have been shown to directly impact the metabolic fitness of
CD8+ T cells, resulting in reduced cell viability.>° Determining
whether hematologic involvement is disease related or due to
treatment side effects in patients with SLE may be challenging,
because standard immunosuppressives and GC therapies have
been associated with lymphopenia, anemia, and/or neutrope-
nia."® With the exception of GC, concomitant use of standard
therapy was generally comparable during the LTE period between
the anifrolumab and placebo groups; further information on con-
comitant medications was previously reported in the LTE study.??
Anifrolumab is a first-in-class type | IFN receptor inhibitor
approved for treatment of moderate-to-severe SLE despite stan-
dard of care.’” 2" This study evaluated hematologic and serologic
changes over four years with long-term anifrolumab treatment in
patients with moderate-to-severe SLE from the phase 3 TULIP-
1/2 and LTE trials.?*™* Qur findings show that, compared with
placebo, patients receiving anifrolumab had early and greater
improvements in lymphocyte, hemoglobin, platelet, and neutro-
phil levels, which were sustained over the four-year TULIP + LTE
period. Long-term data reported here are valuable for physicians
treating patients with anifrolumab (in line with current EULAR rec-
ommendationssw) for the management of this chronic, autoim-
mune disease.

In this study, the baseline rate of lymphopenia was generally
consistent with lymphopenia rates (20%-75%) commonly
observed in patients with SLE.! However, baseline rates of ane-
mia and thrombocytopenia were all lower than the reported
hematologic manifestation rates observed in SLE (anemia:
>50%; mild and severe thrombocytopenia: 25%-50% and 10%,
respectively).” In our study, higher rates of lymphocyte and
hemoglobin  normalization were observed over time in
anifrolumab-treated patients compared with placebo; these treat-
ment differences were maintained until the end of the LTE, at year
4. Rates of patients with persistent lymphopenia or anemia who
remained in the study tended to decrease over the four-year
TULIP + LTE period in both treatment groups, although a higher
dropout rate was observed in patients receiving placebo plus
standard therapy. Long-term improvements in lymphocyte,
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hemoglobin, and platelet levels from baseline were all numerically
greater with anifrolumab compared with placebo and were sus-
tained over four years. These findings are consistent with a MUSE
post hoc analysis, which showed that anifrolumab suppressed
inflamlnmatory proteins associated with SLE disease activity, and
reversed lymphopenia, neutropenia, and thrombocytopenia.?’
These results supplement the preliminary observations from the
TULIP-LTE analysis by showing long-term hematologic changes
over time, further supporting the hypothesis that blocking type |
IFN signaling with anifrolumab normalizes SLE-related hemato-
logic parameters in patients with SLE.28

Although there may be multiple mechanisms for neutropenia
in SLE, type I IFNs have been shown to promote cell death by fer-
roptosis.®? Increased neutrophil cell death also occurs via neutro-
phil extracellular traps (NETs), an interferogenic process, and
correlates with disease activity and cardiovascular risk.233% A
study of patients treated with anifrolumab in the MUSE trial
showed that one year of anifrolumab treatment significantly
reduced levels of NET complex markers that positively correlated
with an IFN gene signature, compared with placebo.®® Consistent
with these findings, a recent TULIP-1/2 study of the immunomod-
ulatory effects of anifrolumab demonstrated that NETosis path-
ways in SLE were downregulated with anifrolumab.®®
Meanwhile, GC therapy is known to cause neutrophilia by
increased mobilization of neutrophils from bone marrow into cir-
culation and reduced migration into tissues.®® Our study shows
that anifrolumab-treated patients had greater neutrophil improve-
ments in the overall and high neutrophil subgroups compared
with placebo, and these improvements were sustained over the
entire four years of the TULIP + LTE period. Even though change
from baseline values in patients with neutropenia did not increase
over time, improvements from baseline with anifrolumab were
numerically greater versus placebo for most time points through-
out the study duration. Taken together, these results suggest a
mechanism by which anifrolumalb may reduce neutrophil cell
death and may have implications for restoring neutrophil levels,
which are often dysregulated in the immunopathology of SLE.

Lymphopenia is a common hallmark of hematologic involve-
ment in patients with SLE that is significantly associated with dis-
ease activity, especially when occurring in conjunction with
thrombocytopenia, which independently associates with disease
activity. "*8 Importantly, the presence of lymphopenia associates
with infection risk, and thrombocytopenia associates with risk of
bleeding, organ damage, and death.”*"° In our analysis, the rate
of BICLA response was associated with lymphocyte, hemoglo-
bin, and platelet normalization over time, regardless of treatment
during the four-year TULIP + LTE period. These interesting

findings suggest that achieving a lower disease activity state con-
fers an overall improvement in SLE hematologic manifestations
and associated symptoms. To our knowledge, this is the first
report showing that, compared with nonresponders, more
patients who are BICLA responders can also achieve hemato-
logic improvements regardless of the treatment type and can sus-
tain these benefits of reduced disease activity over time.
Conversely, higher rates of BICLA response were associated with
anifrolumab treatment versus placebo, irrespective of hemato-
logic involvement at baseline, suggesting anifrolumab efficacy
over standard of care alone in reducing disease activity in both
subgroups of patients with hematologic involvement and in those
with normal hematologic parameters at baseline. This builds on
previous efficacy findings from the TULIP-1 and TULIP-2 trials,
which demonstrated higher BICLA rates with anifrolumab versus
placebo in patients with moderate-to-severe SLE.2324

Type | IFNs play crucial roles in generation of germinal cen-
ters and B-cell differentiation to plasma cells.®” The presence of
autoantibodies including anti-dsDNA, anti-SSA, anti-SSB, and
anti-BRNP are also linked to increased type | IFN levels in
circulation.”*"® Serologic assessments over time with long-term
anifrolumab treatment revealed that patients had numerically
greater anti-dsDNA, C3, and C4 improvements from baseline
compared with placebo, and the treatment benefit was main-
tained over time. Reductions in IgG over time were greater in
patients receiving anifrolumab compared with placebo, and
improvements were generally maintained. These inhibitory effects
of anifrolumab on IgG levels might suggest an indirect impact on
aberrant B-cell activity, and are supported by recently published
transcriptomic data, which showed downregulation of several
B-cell activating proteins associated with SLE during anifrolumab
treatment.®® These results support previous efficacy findings with
anifrolumab on disease activity, which showed greater BICLA
response rates in serologic subgroups of patients with active
SLE from the TULIP-1/2 trials,®® and are consistent with the
immunosuppressive mechanism of action of anifrolumab in
reducing type | IFN signaling and inhibiting autoantibody-
producing cells in SLE."":%°

Strengths of this study include the study duration, the
double-blinded trial design, and the number of time points to eval-
uate normalization of baseline hematologic parameters. This is the
longest randomized, placebo-controlled study to date that
directly compares hematologic and serologic effects of anifrolu-
mab plus standard therapy versus standard therapy alone. Limi-
tations of this study are the relatively small sample sizes and that
this study was not powered for statistical comparison of efficacy
of the studied outcomes between treatment groups. Another

Figure 5. Effects of anifrolumab treatment on serologic markers in the combined TULIP + LTE groups. Change from baseline in levels of (A) anti-
dsDNA, (B) C3, and (C) C4 over time among patients who were anti-dsDNA positive or had low C3 or C4 at baseline, respectively. C3, comple-
ment 3; C4, complement 4; dsDNA, double-stranded DNA; LTE, long-term extension.
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limitation that should be considered during interpretation of the
results from this LTE study is the potential survival bias, because
the rates of patients with persistent hematologic manifestations
could be expected to decrease over time. No imputation was per-
formed for patients who withdrew, and increasing dropout rates
were observed across both treatment groups for patients with
baseline lymphopenia, anemia, or thrombocytopenia over the
course of the LTE. Higher withdrawal rates were observed in
the placebo group compared with anifrolumab for all hematologic
measures reported (lymphocytes, hemoglobin, and platelets).
Additionally, there were no treatment differences in platelet nor-
malization rates over time between the anifrolumab and placebo
groups, which may be due to lower numbers of patients with
thrombocytopenia at baseline compared with the respective lym-
phocyte and hemoglobin analyses over time, so there remains
uncertainty over this effect.

Given the early, chronic, and IFN-related nature of hematologic
manifestations in SLE and the need for targeted therapies over the
extended disease duration, determining the long-term effects of ani-
frolumab on hematology is crucial. The results of this four-year, long-
term analysis support the prelminary efficacy findings from the
phase 2 MUSE ftrial of anifrolumab (greater SLE Responder Index-4
rates including GC tapering),2° sustained SLEDAI-2K disease activity
improvements in the MUSE open-label extension study over three
years,?® and the hematologic and serologic efficacy of anifrolumab
in the MUSE post hoc analysis.?” This study builds on the founda-
tional evidence of anifrolumab efficacy seen in the previous phase
3 TULIP-1, TULIP-2, and TULIP-LTE trials (greater BICLA response
rates, reduced SLEDAI-2K scores over time, and lower GC
use),?22* and further expands on the preliminary laboratory marker
analysis of the TULIP-LTE study.?® These data provide additional
support for the long-term efficacy of anifrolumab in patients with
active SLE,?22540 a5 shown by early and sustained improvements
in disease activity, hematologic manifestations, and serologic
markers over time. The observations here are consistent with earlier
experimental data indicating the role of type | IFNs in promoting the
hematologic and serologic abnormalities of SLE.™®"® Thus, anifrolu-
mab therapy may reduce pathogenic inflammation while also
improving biomarkers that denote overall immune health. These
improvements may be relevant to a wider range of other long-term
outcomes important to patients’ health and quality of life.

ACKNOWLEDGMENT

The authors would like to thank the investigators, research staff,
health care providers, and especially the participating patients who par-
ticipated in this study.

AUTHOR CONTRIBUTIONS

All authors contributed to at least one of the following manuscript
preparation roles: conceptualization AND/OR methodology, software,
investigation, formal analysis, data curation, visualization, and validation

AND drafting or reviewing/editing the final draft. As corresponding
author, Dr Vital confirms that all authors have provided the final approval
of the version to be published, and takes responsibility for the affirma-
tions regarding article submission (eg, not under consideration by
another journal), the integrity of the data presented, and the statements
regarding compliance with institutional review board/Declaration of Hel-
sinki requirements. All authors contributed to the investigation, formal
analysis of the data, and writing, reviewing, and editing of the
manuscript.

ROLE OF THE STUDY SPONSOR

This study and medical writing support was funded by AstraZe-
neca. AstraZeneca was involved in the study design, data collection,
analysis, and interpretation and in the decision to submit the paper for
publication. All authors interpreted the data, critically reviewed the man-
uscript for important intellectual content, approved the final draft, and
agreed to its submission.

REFERENCES

1. Santacruz JC, Mantilla MJ, Rueda |, et al. A practical perspective of
the hematologic manifestations of systemic lupus erythematosus.
Cureus 2022;14:22938.

2. Md Yusof MY, Psarras A, EI-Sherbiny YM, et al. Prediction of autoim-
mune connective tissue disease in an at-risk cohort: prognostic value
of a novel two-score system for interferon status. Ann Rheum Dis
2018;77:1432-1439.

3. Petri M, Orbai AM, Alarcon GS, et al. Derivation and validation of the
Systemic Lupus International Collaborating Clinics classification cri-
teria for systemic lupus erythematosus. Arthritis Rheum 2012;64:
2677-2686.

4. Vila LM, Alarcon GS, McGwin G, Jr., et al; Lumina Study Group. Sys-
temic lupus erythematosus in a multiethnic US cohort, XXXVII: associ-
ation of lymphopenia with clinical manifestations, serologic
abnormalities, disease activity, and damage accrual. Arthritis Rheum
2006;55:799-806.

5. Zhao H, Li S, Yang R. Thrombocytopenia in patients with systemic
lupus erythematosus: significant in the clinical implication and progno-
sis. Platelets 2010;21:380-385.

6. Kandane-Rathnayake R, Louthrenoo W, Golder V, et al; Asia Pacific
Lupus Collaboration. Independent associations of lymphopenia and
neutropenia in patients with systemic lupus erythematosus: a longitu-
dinal, multinational study. Rheumatology (Oxford) 2021;60:5185—
51983.

7. CarliL, Tani C, Vagnani S, et al. Leukopenia, lymphopenia, and neu-
tropenia in systemic lupus erythematosus: prevalence and clinical
impact-a systematic literature review. Semin Arthritis Rheum 2015;
45:190-194.

8. Alhammadi NA, Gladman DD, Su J, et al. Isolated neutropenia in sys-
temic lupus erythematosus. J Rheumatol 2023;50:459-460.

9. LidJ, Pan Z, Liu H, et al. Retrospective analysis of the risk of hemor-
rhage associated with moderate and severe thrombocytopenia of
173 patients with systemic lupus erythematosus. Medicine
(Baltimore) 2018;97:e11356.

10. Tsokos GC, Lo MS, Costa Reis P, et al. New insights into the immu-
nopathogenesis of systemic lupus erythematosus. Nat Rev Rheuma-
tol 2016;12:716-730.

11. Chen PM, Tsokos GC. The role of CD8+ T-cell systemic lupus erythe-
matosus pathogenesis: an update. Curr Opin Rheumatol 2021;33:
586-591.

12. Yu H, Nagafuchi 'Y, Fuijio K. Clinical and immunological biomarkers for
systemic lupus erythematosus. Biomolecules 2021;11.



12 of 12

VITAL ET AL

13.

14.

15.

16.

17.

18.

19.

20.

21

22.

23.

24.

25.

26.

Bashal F. Hematological disorders in patients with systemic lupus ery-
thematosus. Open Rheumatol J 2013;7:87-95.

Postal M, Vivaldo JF, Fernandez-Ruiz R, et al. Type | interferon in the
pathogenesis of systemic lupus erythematosus. Curr Opin Immunol
2020;67:87-94.

Oke V, Gunnarsson |, Dorschner J, et al. High levels of circulating
interferons type |, type Il and type lll associate with distinct clinical fea-
tures of active systemic lupus erythematosus. Arthritis Res Ther 2019;
21:107.

Kirou KA, Lee C, George S, et al. Activation of the interferon-alpha
pathway identifies a subgroup of systemic lupus erythematosus
patients with distinct serologic features and active disease. Arthritis
Rheum 2005;52:1491-1503.

SAPHNELO (anifrolumab-fnia) [Prescribing Information]. 2024.
Accessed May 15, 2026. https://www.accessdata.fda.gov/
drugsatfda_docs/label/2024/761123s005Ibl.pdf

AstraZeneca. Saphnelo approved in the EU for the treatment of mod-
erate to severe systemic lupus erythematosus. 2022. Accessed May
15, 2026. https://www.astrazeneca.com/media-centre/press-releas
es/2022/saphnelo-approved-in-eu-for-sle.html

AstraZeneca. Saphnelo approved in Japan for systemic lupus erythe-
matosus. 2021. Accessed May 15, 2026. https://www.astrazeneca.
com/media-centre/press-releases/2021/saphnelo-approved-in-japa
n-for-sle.html

AstraZeneca Canada inc. SAPHNELO™ anifrolumab for injection.
Product monograph. 2021. Accessed May 15, 2026. https://www.
astrazeneca.ca/content/dam/az-ca/downloads/productinformation/

saphnelo-product-monograph-en.pdf

. AstraZeneca pty Itd MPN. SAPHNELO®(anifrolumab) concentrated

solution for infusion. Australian product information. 2022. Accessed
May 15, 2026. https://www.guildlink.com.au/gc/ws/astra/pi.cfm?
product=appsaphn10322

Kalunian KC, Furie R, Morand EF, et al. A randomized, placebo-
controlled phase Il extension trial of the long-term safety and tolerabil-
ity of anifrolumab in active systemic lupus erythematosus. Arthritis
Rheumatol 2023;75:253-265.

Morand EF, Furie R, Tanaka Y, et al; TULIP-2 Trial Investigators. Trial
of anifrolumab in active systemic lupus erythematosus. N Engl J Med
2020;382:211-221.

Furie RA, Morand EF, Bruce IN, et al; TULIP-1 study investigators.
Type | interferon inhibitor anifrolumab in active systemic lupus erythe-
matosus (TULIP-1): a randomised, controlled, phase 3 trial. Lancet
Rheumatol 2019;1:€208-e219.

Chatham WW, Furie R, Saxena A, et al. Long-term safety and efficacy
of anifrolumab in adults with systemic lupus erythematosus: results of
a phase Il open-label extension study. Arthritis Rheumatol 2021;73:
816-825.

Furie R, Khamashta M, Merrill JT, et al; CD1013 Study Investigators.
Anifrolumab, an anti-interferon-alpha receptor monoclonal antibody,
in moderate-to-severe systemic lupus erythematosus. Arthritis Rheu-
matol 2017;69:376-386.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Casey KA, Guo X, Smith MA, et al. Type | interferon receptor blockade
with anifrolumab corrects innate and adaptive immune perturbations
of SLE. Lupus Sci Med 2018;5:e000286.

Vital E, Amoura Z, Kalunian K, et al. AB0514 laboratory marker
improvements following long-term treatment with anifrolumab in
adults with sysetmic lupus erythematosus in the placebo-controlled
tulip extension study. Ann Rheum Dis 2023;82:1451-1452.

Hochberg MC. Updating the American College of Rheumatology
revised criteria for the classification of systemic lupus erythematosus
[letter]. Arthritis Rheum. 1997;40(9):1725.

Buang N, Tapeng L, Gray V, et al. Type | interferons affect the meta-
bolic fitness of CD8(+) T cells from patients with systemic lupus ery-
thematosus. Nat Commun 2021;12:1980.

Fanouriakis A, Kostopoulou M, Andersen J, et al. EULAR recommen-
dations for the management of systemic lupus erythematosus: 2023
update. Ann Rheum Dis 2024;83:15-29.

Li P, Jiang M, Li K, et al. Glutathione peroxidase 4-regulated neutro-
phil ferroptosis induces systemic autoimmunity. Nat Immunol 2021;
22:1107-1117.

Casey KA, Smith MA, Sinibaldi D, et al. Modulation of cardiometabolic
disease markers by type | interferon inhibition in systemic lupus ery-
thematosus. Arthritis Rheumatol 2021;73:459-471.

Caielli S, Wan Z, Pascual V. Systemic lupus erythematosus pathogen-
esis: interferon and beyond. Annu Rev Immunol 2023;41:533-560.

Baker T, Sharifian H, Newcombe PJ, et al. Type | interferon blockade
with anifrolumab in patients with systemic lupus erythematosus mod-
ulates key immunopathological pathways in a gene expression and
proteomic analysis of two phase 3 trials. Ann Rheum Dis 2024;83:
1018-1027.

Ronchetti S, Ricci E, Migliorati G, et al. How glucocorticoids affect the
neutrophil life. Int J Mol Sci 2018;19(12):4090.

Dahlgren MW, Plumb AW, Niss K, et al. Type | interferons promote
germinal centers through B cell intrinsic signaling and dendritic cell
dependent Th1 and Tfh cell lineages. Front Immunol 2022;13:
932388.

Bruce IN, van Vollenhoven R, Tanaka Y, et al. Efficacy of anifrolumab
in serological subgroups of patients with SLE participating in 2 phase
3 trials [abstract]. Arthritis Rheumatol 2021;73. Accessed May 15,
2026. https://acrabstracts.org/abstract/efficacy-of-anifrolumalb-in-
serological-subgroups-of-patients-with-sle-participating-in-2-phase-
3-trials/

Riggs JM, Hanna RN, Rajan B, et al. Characterisation of anifrolumab,
a fully human anti-interferon receptor antagonist antibody for the
treatment of systemic lupus erythematosus. Lupus Sci Med 2018;5:
e000261.

Vollenhoven Rv, Morand E, Furie R, et al. LBO1 DORIS remission in
patients with SLE treated with anifrolumab or placebo during the
4-year TULIP-LTE trial: post hoc analysis. Lupus Sci Med 2024;11:
A169-A170.


https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761123s005lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761123s005lbl.pdf
https://www.astrazeneca.com/media-centre/press-releases/2022/saphnelo-approved-in-eu-for-sle.html
https://www.astrazeneca.com/media-centre/press-releases/2022/saphnelo-approved-in-eu-for-sle.html
https://www.astrazeneca.com/media-centre/press-releases/2021/saphnelo-approved-in-japan-for-sle.html
https://www.astrazeneca.com/media-centre/press-releases/2021/saphnelo-approved-in-japan-for-sle.html
https://www.astrazeneca.com/media-centre/press-releases/2021/saphnelo-approved-in-japan-for-sle.html
https://www.astrazeneca.ca/content/dam/az-ca/downloads/productinformation/saphnelo-product-monograph-en.pdf
https://www.astrazeneca.ca/content/dam/az-ca/downloads/productinformation/saphnelo-product-monograph-en.pdf
https://www.astrazeneca.ca/content/dam/az-ca/downloads/productinformation/saphnelo-product-monograph-en.pdf
https://www.guildlink.com.au/gc/ws/astra/pi.cfm?product=appsaphn10322
https://www.guildlink.com.au/gc/ws/astra/pi.cfm?product=appsaphn10322
https://acrabstracts.org/abstract/efficacy-of-anifrolumab-in-serological-subgroups-of-patients-with-sle-participating-in-2-phase-3-trials/
https://acrabstracts.org/abstract/efficacy-of-anifrolumab-in-serological-subgroups-of-patients-with-sle-participating-in-2-phase-3-trials/
https://acrabstracts.org/abstract/efficacy-of-anifrolumab-in-serological-subgroups-of-patients-with-sle-participating-in-2-phase-3-trials/

	Long‐Term Anifrolumab Treatment Normalizes Hematologic Parameters and Several Serologic Markers in Patients With Systemic L...
	INTRODUCTION
	MATERIALS AND METHODS
	Study design and patients
	Data collection
	Hematology
	British Isles Lupus Assessment Group–based Composite Lupus Assessment response
	Serology
	Statistical analysis

	RESULTS
	Baseline patient characteristics
	Lymphocyte levels over time
	Hemoglobin levels over time
	Platelet levels over time
	Normalization of lymphocyte, hemoglobin, and platelet levels in BICLA responders versus nonresponders
	BICLA response by the treatment group and by lymphocyte, hemoglobin, and platelet levels at baseline
	Neutrophil levels over time
	Changes in anti‐dsDNA and complement levels over time
	Changes in Ig levels over time

	DISCUSSION
	ACKNOWLEDGMENT
	AUTHOR CONTRIBUTIONS
	ROLE OF THE STUDY SPONSOR
	References


