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Background

e Warm autoimmune hemolytic anemia (WAIHA) is the most common form of autoimmune hemolytic
ﬁr’ anemia (AIHA), accounting for 60% to 70% of cases, and is characterized by autoantibody-mediated
red blood cell destruction at body temperature'™

e Oral corticosteroids (OCSs) are typically first-line therapy, although only 30% of patients achieve
sustained remission®®

e Many patients require rescue therapy, such as blood transfusions and intravenous (1V)
corticosteroids, despite treatment®®

e Rituximab is frequently used as a second-line agent as monotherapy or in combination with OCSs®

- Although treatment with rituximab is often repeated following relapse, real-world evidence regarding
outcomes of patients who were retreated with rituximab following relapse remains limited"®

- The definition of hemoglobin response differs between real-world evidence studies of rituximab

and recent clinical trials of other therapies, which limits the ability to assess relative outcomes™

Objectives

e Describe initial rituximab treatment outcomes

@ e Evaluate the durable hemoglobin response based on the criteria used in clinical trials®"
e Characterize the occurrence of treatment-based relapse and complications related to rituximab infusion
e Analyze efficacy after the second course of rituximab

Results

Study Population

e Of 503 patients with wAIHA who were treated with rituximab, 403 patients with sufficient hemoglobin measurements were included in the analyses (Table 1)

e Median age was 68.0 years, and 55% of patients were female

TABLE 1: Patient characteristics
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Characteristic Eligible patients (n = 403) Patients with repeat rituximab treatment (n = 65)
Median (IQR) age at diagnosis date, years 68.0 (64.0, 76.0)
Female, n (%) 221 (54.8)
Calendar year of wAIHA diagnosis, n (%)
2010-2014 81(201)
2015-2019 216 (53.6)
2020-2023 106 (26.3)
Median (IQR) duration of follow-up, years 34 (1.6, 5.7)
Primary wAIHA, n (%)* 209 (51.9)
Secondary wAIHA, n (%) 194 (48.1)
Hematologic malignancy 128 (31.8)
Solid tumors 53 (13.2)
Immunodeficiency 35 (8.7)
Autoimmune disease 46 (114)
Charlson Comorbidity Index score, n (%)
o) 150 (37.2)
12 144 (35.7)
>3 109 (27.0)
Median (IQR) weight at index treatment, kg 80.8 (694, 974)
Median (IQR) hemoglobin, g/dL 6.45 (5640, 7.50)
Anemia severity, n (%)
Moderate (hemoglobin 8-9.9 g/dL) 80 (19.9)
Severe (hemoglobin 6.5-7.9 g/dL) 115 (28.5)
Very severe (hemoglobin <6.5 g/dL) 208 (51.6)
Median (IQR) LDH, units/L 478 (331, 724)
Median (IQR) haptoglobin, mg/dL 10.0 (8.0, 30.0)
Median (IQR) indirect bilirubin, mg/dL 2.25 (1.30, 3.93)

“Primary wAIHA was defined as patients with the absence of a related underlying condition shown in this table under “Secondary wAIHA.” IQR=interquartile range, LDH=lactate dehydrogenase, wAIHA=warm autoimmune hemolytic anemia.

Response and Relapse

2.35 (1.08, 3.95)

e Within 6 months of the first course of rituximab, 65% of patients achieved a durable response, with a median time to response of 90 days (Figure 2)

- Among the 65 patients who received a second course of rituximab, the durable response rate decreased to 52%, with a longer median time to

response of 160 days
FIGURE 2: Time to durable hemoglobin response
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FIGURE 1: Study design e Treatment-based relapse was
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follow-up

Patient characteristics Course types, time/rate relapse

hemoglobin measurement below the threshold

- Hemoglobin less than the response threshold defined above after attaining durable response

e The median time to hemoglobin-based loss of response was approximately 200 days shorter following a second versus first course of rituximab (Figure 3)

- Loss of response occurred in 33.8% of patients within 6 months and in 47.2% (cumulative) within 12 months following the first course of rituximab,

while it occurred in 44.3% and 62.9% (cumulative) of patients within 6 and 12 months following a second course of rituximab, respectively

FIGURE 3: Time of loss of durable hemoglobin response
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e The median time to treatment-based relapse was 234 days following the first course of rituximab compared with 178 days following the second
course of rituximab (Figure 4)

- Within 12 months of the first administration of rituximab, 60.2% of patients required rescue therapy; this increased to 70.2% within 12 months
after the start of the second course of rituximab

- Treatment-based relapse was largely driven by a new course of OCSs (33% of patients) and IV corticosteroids (31% of patients)

FIGURE 4: Time to treatment-based relapse
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Key lakeaways

Applying the definition of durable hemoglobin response
from clinical trials to the outcomes following rituximab
treatment allows for more specific characterization

In a real-world setting, the 6-month durable hemoglobin
response rate, median time to loss of hemoglobin
response, and median time to treatment-based relapse
were all greater with the first course of rituximab

(65%, 400 days, and 234 days, respectively) compared
with the second course (52%, 204 days, and 178 days,
respectively)

Six months after the initial dose, patients who received
rituximab regimens with <4 infusions within 42 days had
lower rates of durable hemoglobin response (49.3%)

associated with more AEs

Together, these results highlight the potential limitations
of repeat treatment with rituximab and support the

e Overall, only 40.9% of patients received 4 infusions of rituximab within 42 days (the most commonly employed regimen); 16.1% received only a single infusion

- Regardless of the regimen, durable hemoglobin response at 6 months was higher for patients who received =4 infusions within 42 days compared
with those who did not (Table 2)

TABLE 2: Achievement of a durable hemoglobin response by rituximab treatment regimen

Regimens with 24 infusions Regimens with <4 infusions

4 infusions® >4 infusions® Total: 24 infusions 2-3 infusions® Single infusion | Total: <4 infusions
(n =165) (n=103) (n=268) (n=53) (n=65) (n=118)

Percentage of population 40.9 25.6 13.2 16.1

Months from
initial administration, %

1 33.9 311 32.8 24.5 17.0 204
2 491 544 5111 32.2 17.0 23.8
3 571 62.5 592 38.3 278 32.5
4 621 68.9 64.7 491 31.5 394
5 65.2 71 67.5 51.3 35.6 427
6 68.3 74.6 70.7 56.0 43.9 49.3

*Within 42 days. "Without a gap of >90 days between doses.

AEs

e Regardless of the dosing schedule, more than 20% of patients experienced an AE following rituximab treatment, most commonly infections, with the
highest percentage of AEs among the 103 patients who received >4 infusions (36.9%; Table 3)

- This increased frequency was driven by a greater incidence of cardiovascular AEs and bowel obstruction or perforation

e The median time from rituximab initiation to first AE was 60 days in patients who received >4 infusions compared with 32 days for patients who
received 4 infusions and 13 days for those who received a single infusion (Table 3)

TABLE 3: First observed AEs following rituximab initiation by treatment regimen

Regimens with 24 infusions Regimens with <4 infusions

4 infusions® >4 infusions® Total: 24 infusions 2-3 infusions® Single infusion | Total: <4 infusions
(n=165) (n=103) (n=268) (n=53) (n =65) (n=118)

Any AE, n (%) 33 (20.0) 38 (36.9) 71(26.5) 15 (28.3) 15 (231) 30 (254)
Death 2 (1.2) 0 2 (0.7) 0 0 0
Infection 13 (7.9) 14 (13.6) 27 (10.1) 8 (15.) 7 (10.8) 15 (12.7)
Cardiovascular 7(4.2) 10 (9.7) 17 (6.3) 2 (3.8) 4 (6.2) 6 (5.1)

Bowel obstruction

and perforation 7(4.2) 9 (8.7) 16 (6.0) 2 (3.8) 2 (31) 4 (34)

Infusion reactions 2 (1.2) 4 (3.9) 6 (2.2) 3 (5.7) 0] 3 (2.5)

Tumor lysis syndrome 2(1.2) 1(1.0) 3 (11) 0 2 (31) 2 (1.7)
Median (IQR) time from 32 (9, 48) 60 (14, 153) 39 (12, 86) 22 (8, 54) 13 (9, 71) 18 (4, 47)

initiation to first AE, days

*Within 42 days. "Without a gap of >90 days between doses. AE=adverse event, IQR=interquartile range.
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