Nipocalimab for Warm Autoimmune Hemolytic Anemia: Updates From

the Phase 2/3 Randomized Double-Blind ENERGY Study

Bruno Fattizzo,"” Irina Murakhovskaya,® Yasutaka Ueda,* Doug Schlichting,® Kristen Sweet,” Michael Zelasky,’
Jagriti Craig,®> Jocelyn H. Leu,” Sheryl Pease,” Cathye Shu®>*

'Hematology Unit, Fondazione IRCCS Ca' Granda Ospedale Maggiore Policlinico, Milan, Italy; “Department of Oncology and Hemato-Oncology, University of Milan,
Milan, Italy; °Albert Einstein College of Medicine/Montefiore Medical Center, Bronx, NY, USA; “The University of Osaka, Suita, Osaka, Japan; °Johnson & Johnson,
Spring House, PA, USA; °®Johnson & Johnson, Raritan, NJ, USA

Background
¥

autoantibody-driven disease'

Warm autoimmune hemolytic anemia (wAIHA) is a life-threatening, relapsing-remitting,

e Immunoglobulin G (IgG) autoantibodies mediate premature destruction of red blood cells (RBCs),

and most patients have severe anemia at onset"?

e WAIHA results in significant patient burden

Symptoms include debilitating fatigue*

Main complications include infections and thrombosis'

5-year mortality was ~30% in a Swedish database study®

Approximately 50% of patients require transfusions and hospital admission®°

e Management involves off-label broadly immunosuppressive regimens that are associated with

relapse and adverse events

- With corticosteroids, two-thirds of patients relapse or do not respond’

- With rituximab, ~560% of patients relapse and median time to response is 90 days after the

first treatment course®’

e Nipocalimab is the first US Food and Drug Administration—approved treatment for wAIHA
and is indicated for patients =12 years of age previously or currently treated with

corticosteroids®

- Nipocalimab is a fully human monoclonal antibody and binds the neonatal Fc receptor (FcRn)
with high specificity and affinity to block the IgG-recycling pathway®

Objective

'@ To evaluate the efficacy and safety of intravenous (IV) nipocalimab in wAIHA

Results

Demographic and Clinical Characteristics

e A total of 115 participants were randomized to nipocalimab 30 mg/kg IV g4w, 15 mg/kg IV q2w, or placebo

(Table 1)

- Baseline characteristics and treatments were generally consistent with the wAIHA patient population

and largely comparable among the 3 groups (Figure 2)

TABLE 1: Baseline characteristics

Nipocalimab

Nipocalimab

30 mg/kg IV g4w 15 mg/kg IV q2w Placebo

Characteristic (n=38) (n=38) (n=39)
Mean (SD) age, y 56.1(16.59) 53.1(18.98) 59.9 (15.73)
Female, n (%) 21(55.3) 22 (57.9) 20 (51.3)
Region, n (%)

Asia 13 (34.2) 15 (39.5) 13 (33.3)

Europe 18 (47.4) 15 (39.5) 19 (48.7)

USA and ROW 7 (18.4) 8 (21.1) 7 (17.9)
Race, n (%)

White 16 (42.1) 17 (44.7) 20 (51.3)

Black or African American 0 1(2.6) 1(2.6)

Asian 13 (34.2) 15 (39.5) 13 (33.3)

Other/not reported® 9 (23.7) 5(13.2) 5(12.8)
Ethnicity, n (%)

Hispanic or Latino 2 (5.3) 4 (10.5) 2 (5.1)

Not Hispanic or Latino 33 (86.8) 32 (84.2) 34 (87.2)

Not reported 3(7.9) 2 (5.3) 3 (7.7)
wAIHA disease classification, n (%)°

Primary wAIHA 35 (92.1) 33 (86.8) 32 (82.1)

Secondary wAIHA 3(7.9) 5(13.2) 7 (17.9)
Mean (SD) baseline Hgb, g/dL 9.2 (1.39) 8.6 (1.33) 9.0 (1.42)

Hgb >8.5 g/dL, n (%) 28 (73.7) 22 (57.9) 25 (64.1)

Hgb <8.5 g/dL, n (%)° 10 (26.3) 16 (42.1) 14 (35.9)
Mean (SD) FACIT-Fatigue total score 34.5 (10.67) 35.0 (10.54) 31.1(12.16)
Prior treatments for wAIHA, n (%)

Prior rituximab use 16 (42.1) 21(55.3) 19 (48.7)

Prior transfusions 22 (57.9) 22 (57.9) 23 (59.0)

Prior splenectomy 1(2.6) 6 (15.8) 4 (10.3)

CS=corticosteroids, FACIT-Fatigue=Functional Assessment of Chronic lllness Therapy—Fatigue, Hgb=hemoglobin, IST=immunosuppressive therapy, IV=intravenous, q2w=every 2 weeks, g4w=every 4 weeks, ROW=rest of world,

SD=standard deviation, wAIHA=warm autoimmune hemolytic anemia.

*No participants who identified as “American Indian or Alaska Native” or “Native Hawaiian or other Pacific Islander” were enrolled.

°Stratification factors (primary or vs secondary wAIHA; screening Hgb <8.5 g/dL or vs >8.5 g/dL; no treatment or CS <20 mg/day of prednisone or equivalent with no IST vs IST or CS >20 mg/day of prednisone or equivalent or

no such treatment).

FIGURE 2: Baseline concomitant therapies
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IST=immunosuppressive therapy, IV=intravenous, q2w=every 2 weeks, q4w=every 4 weeks.
Numbers shown within bars indicate number of participants.
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*Presenting author.

Methods

e The phase 2/3, multicenter, randomized ENERGY trial
(ClinicalTrials.gov identifier: NCT04119050) evaluated the
efficacy and safety of IV nipocalimab for the treatment of Screening

FIGURE 1: ENERGY (NCT04119050) study design

24-week double-blind period

Key lakeaways

Nipocalimab, an FcRn blocker that
selectively lowers IgG including
pathogenic autoantibodies,
demonstrated consistent and
clinically meaningful benefits
across multiple endpoints

Nipocalimab 30 mg/kg IV q4w
showed a significant durable Hgb
response and favorable responses

in prespecified supporting Hgb
measures; Hgb increase was rapid,
with 1 g/dL improvement observed at

144-week OLE period

wAIHA (Figure 1) 1

e Key eligibility criteria: adults (=18 years of age) with
primary or secondary wAIHA for 23 months (Hgb <10 g/dL,
laboratory evidence of hemolysis, positive direct antiglobulin
test) who received =1 prior therapy
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e Participants were randomized 1:1:1 to nipocalimab
30 mg/kg IV every 4 weeks (q4w), 15 mg/kg IV every
2 weeks (q2w), or placebo during the 24-week double-
blind period

e Stable doses of concomitant corticosteroids or
immunosuppressants were allowed

- Participants on corticosteroids who met the primary
end point were required to taper corticosteroids by
10% q2w

e Primary end point: durable Hgb response (Hgb =10 g/dL
and =2 g/dL increase from baseline at 23 consecutive

Nipocalimab 15 mg/kg IV q2w
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>
||

Week 1 and maintained over 24 weeks
®

For nipocalimab 30 mg/kg IV q4w,
improvement in fatigue was evident
as early as Week 2 and maintained
through Week 24

OLE/
follow-up

Nipocalimab was generally well

visits [228 days] starting by Week 16, without rescue
therapy or new/increased steroids/immunosuppressants)

e Key secondary end points

- Mean change from baseline in Functional Assessment
of Chronic lliness Therapy—Fatigue (FACIT-Fatigue)
at Week 24

- Percent reduction in corticosteroid dose at Week 24

Participants with
inadequate response

Participants requiring
rescue therapy

at or after Week 4 at or after Week 16
(mandatory taper for Hgb responders only)
allowed early escape allowed early escape
e Multiplicity was controlled via equal weight analysis for to OLE to OLE

each dose arm, with a 1-sided a = 0.02499

tolerated, with no new safety signals
identified; the occurrence of grade 23
infections was no higher than placebo,
and no hypogammaglobulinemia

was observed

IV=intravenous, OLE=open-label extension, q2w=every 2 weeks, qdw=every 4 weeks, R=randomization.
*Nipocalimab 30 mg/kg IV at Week O and g4w through Week 20, and placebo IV at Week 2 and g4w through Week 22.

Primary End Point and Related Hgb Analyses

e Among all participants who were treated with nipocalimab, durable Hgb response was achieved in 22.4% (P = 0.017)

e Nipocalimab 30 mg/kg IV g4w significantly improved durable Hgb response versus placebo (P = 0.015; Figure 3)

e Participants who were treated with nipocalimab 30 mg/kg IV g4w were more likely to achieve additional prespecified Hgb endpoints
compared with those who received placebo

FIGURE 3: Prespecified Hgb response analyses
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Except for the primary end point, all P values are nominal. Composite analysis strategy (participants with intercurrent events [including any use of rescue therapies or initiation or dose increase of protocol-specified standard-of-care background therapy]) were considered to
be nonresponders.

*P <0.02499. **P <0.01. ***P <0.001 versus placebo.

’Last of 3 consecutive visits.

Hgb=hemoglobin, IV=intravenous, q2w=every 2 weeks, q4w=every 4 weeks.

e Hgb improvement with nipocalimab was observed as early as Week 1 and maintained throughout the double-blind period (Figure 4)
FIGURE 4: Change from baseline in Hgb
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BL=baseline, Hgb=hemoglobin, IV=intravenous, q2w=every 2 weeks, q4w=every 4 weeks, SE=standard error.

Time to Treatment Discontinuation

e 25/38 (66%)and 22/37 (59%) participants completed 24 weeks of double-blind treatment with nipocalimab 30 mg/kg IV g4w and
nipocalimab 15 mg/kg IV g2w, respectively, versus 14/39 (36%) for placebo (Figure 5)

e 4/38 (11%), 8/38 (21%), and 4/39 (10%) in the nipocalimab 30 mg/kg IV gq4w, nipocalimab 15 mg/kg IV q2w, and placebo groups,
respectively, discontinued the study

- 9/38 (24%), 8/38 (21%), and 22/39 (56%) in the nipocalimab 30 mg/kg IV q4w, nipocalimab 15 mg/kg IV g2w, and placebo groups,
respectively, had early escape to the open-label extension

FIGURE 5: Time to treatment discontinuation during the double-blind period
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IV=intravenous, OLE=open-label extension, qQ2w=every 2 weeks, g4w=every 4 weeks.
*Participants requiring rescue therapy at or after Week 4 were allowed early escape to the OLE.
°Participants who completed the double-blind period were censored at the time of the last double-blind visit.

Key Secondary End Points

e Reduction in FACIT-Fatigue score from baseline to Week 24 was nominally significant for nipocalimab 30 mg/kg IV q4w (P = 0.007)
versus placebo (Figure 6)

e More participants experienced corticosteroid reductions at Week 24 with nipocalimab versus placebo (Table 2)

FIGURE 6: FACIT-Fatigue total score change from baseline

7.5

Early escapes imputed to zero

5.0

Nipocalimab 30 mg/kg IV g4w
- Nipocalimab 15 mg/kg IV q2w
Placebo

0 -

\ ]

.|_ 1 . : -1

| CLedl

J- 1) ‘/ %/% " /I[ J- ﬁI— | \\%

in FACIT-Fatigue total score
N
o
|

Mean (*SE) change from baseline

I I
BL 2 4 6 8 10 12 14 162 18 20 22 24
Weeks

BL=baseline, FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy—Fatigue, Hgb=hemoglobin, IV=intravenous, OLE=open-label extension, q2w=every 2 weeks, g4w=every 4 weeks, SE=standard error.
*Participants who met the failure criteria (ie, presence of symptoms and failure to demonstrate =1 g/dL Hgb increase) at or after Week 16 were allowed discontinuation of double-blinded treatment and early escape to the OLE at the investigator’s discretion.

TABLE 2: Reduction in average daily dose of corticosteroids® at Week 24

Nipocalimab 30 mg/kg IV g4w | Nipocalimab 15 mg/kg IV q2w Placebo
(n=38) (n=38) (n=39)

Patients taking corticosteroids at baseline, n 26 32 28
Mean (SD) change from baseline, mg -3.7 (8.3) -2.5 (6.8) -0.7 (2.7)
Mean (SD) change from baseline, % -151 (28.24) -14.0 (30.42) -3.9 (16.33)
One-sided P value® 0.039 0.055 -

Hgb=hemoglobin, LS=least squares, OLE=open-label extension, g2w=every 2 weeks, g4w=every 4 weeks, SD=standard deviation.
*Participants taking corticosteroids who met the primary endpoint were required to initiate steroid tapering, unless medically infeasible. Doses were reduced by 10% of baseline g2w and paused/reversed if Hgb decreased =1 g/dL.
°Based on LS means on ranks.

Safety in the Double-Blind Period (Table 3)

e The most common adverse events (AEs; 210%) among all participants in the combined nipocalimab group were wAIHA (37.2%),
diarrhea (11.5%), and fatigue and pyrexia (both 10.3%); the most common AEs among participants in the placebo group were
wAIHA (51.3%) and COVID-19 and nasopharyngitis (both 10.3%)

- The majority of treatment-emergent AEs (TEAEs) were grade 2 or 3
- No participant experienced profound hypogammaglobulinemia (total IgG <1 g/L for 2 consecutive visits)
- By preferred term, no TEAE leading to discontinuation was reported in >1 participant

e Two cases of major adverse cardiovascular events occurred in participants with complex medical histories in the nipocalimab
15 mg/kg IV gq2w group, which later led to death

- Causes of death were not related to study treatment
TABLE 3: Safety

Nipocalimab
15 mg/kg IV q2w
(n=37)°

Nipocalimab
30 mg/kg IV g4w
(n=38)

Placebo
(n=39)

Participants, N (%)

TEAEs 35 (92.) 30 (81.) 35 (89.7)
SAEs 8 (21.1) 6 (16.2) 14 (35.9)
AEs leading to discontinuation 2 (5.3) 5 (13.5) 1(2.6)
AEs of interest
Grade =3 infections 2 (5.3) 3(8.) 5 (12.8)
Adjudicated MACE 0 2 (5.4) 0
Adjudicated VTE (DVT and/or PE) 1(2.6) 0 0
Hypoalbuminemia (albumin <20 g/L) 0 0 0
Death 0 2 (5.4) 0

AE=adverse event, DVT=deep vein thrombosis, IV=intravenous, MACE=major adverse cardiovascular event, PE=pulmonary embolism, q2w=every 2 weeks, qdw=every 4 weeks, SAE=serious adverse event, TEAE=treatment-emergent adverse event, VTE=venous thromboembolism.
*One patient was randomized to nipocalimab 15 mg/kg IV g2w, but did not receive nipocalimab.
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