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Warm Autoimmune Hemolytic Anemia Is a Life-Threatening, Relapsing-
Remitting, Autoantibody-Driven Disease Associated with Debilitating Fatigue

Life-threatening, relapsing-

remitting, autoantibody-driven Fatigue is the primary patient-reported symptom

disease’3 of wAIHA%®
* IgG autoantibodies mediate premature - Fatigue is identified as the most debilitating symptom by patients
destruction of RBCs with wAIHA, requiring frequent rest during the day and limiting their

e : capacity to function
* WAIHA presents significant risk of

comorbidities such as VTE, MACE, and - Additional symptoms include dizziness, weakness, and shortness of
serious infections breath

* Current management involves off-label wAIHA symptoms impact nearly all domains of HRQoL, including daily
broadly immunosuppressive regimens activities, work, social life, and emotional well-being

that are associated with AEs and relapse , ) )
» Patients report frustration, anxiety, and fear as consequences of

not knowing when they might experience a relapse

1. Barcellini W. Transfus Med Hemother. 2015;42(5):287-293. 2. Brodsky RA. N Engl J Med. 2019;381(7):647-654. 3. Kuter DJ. Hematology Am Soc Hematol Educ Program.2022;2022(1):105-113. 4. Shukla A, et al. Orphanet J Rare Dis. 2025;20(1):403.
5. Pease S, et al. J Patient Rep Outcomes. 2025;9(1):97.
AE=adverse event, HRQoL=health-related quality of life, igG=immunoglobulin G, MACE=major adverse cardiovascular event, RBC=red blood cell, VTE=venous thromboembolism, wAIHA=warm autoimmune hemolytic anemia.



Nipocalimab Targets FcRn to Reduce Pathogenic Autoantibodies

in wAIHA
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FcRn=neonatal Fc receptor, IgG=immunoglobulin G, RBC=red blood cell, wAIHA=warm autoimmune hemolytic anemia.
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Nipocalimab Lowers IgG, Including Pathogenic Autoantibodies,
While Preserving Immune Function

Corticosteroid and immunosuppressants: broad impact

B-cell depleters: B-cell impact

In wAIHA, nipocalimab
; ) .i ) @ Nipocalimab: IgG impact lowers anti-RBC pathogenic

Dendritic cell T cell } Y/} antibodies and has the

| i . .
2 3 Pathogenic IgG potential of decreasing
Q Bedl  Plasma cel =‘Q(' hemolysis and increasing
( " g ~ -

Neutrophil NKcell — Macrophage hem Og|0b|n

gD IgM

1. Challa DK, et al. Curr Top Microbiol Inmunol. 2014;382:249-272. 2. Ling LE, et al. Clin Pharmacol Ther. 2019;105(4):1031-1039. 3. Seth NP, et al. Mabs. 2025;17(1):2461191. 4. Yu F, et al. Hum Vaccin Immunother. 2026;22(1):2664331. 5. Cossu M, et
al. Hum Vaccin Immunother. 2025;21(1):2491269.
FcRn=neonatal Fc receptor, IgG=immunoglobulin G, NK=natural killer, RBC=red blood cell, wAIHA=warm autoimmune hemolytic anemia.



ENERGY Phase 2/3 Study Design

@ Screening 24-week double-blind 144-week OLE period
l I g
S 00 © © 00 © © © © © o o
Objective . Week 2 012 4 6 8 10 12 14 16 18 20 22 24
* Evaluate the safety and efficacy of : :
nipocalimab versus placebo for the
treatment of wAIHA Nipocalimab 30 mg/kg IV q4w?
0Qo
‘ R Nipocalimab 15 mg/kg IV g2w folcl’(';ﬁ/up
Participants

« >18 years of age

* Primary or secondary wAIHA
(for 23 months)

Placebo IV g2w

Partic;ipants Participénts with

* Current or previous treatment requiring inadequate
. < rescue therapy response at or
Hgb 10 g/dL at or after W4 after W16
 Positive DAT (|gG or |gG+C3d) allowed early allowed early

escape to OLE escape to OLE

* Evidence of hemolysis

ClinicalTrials.gov identifier: NCT04119050. Statistical significance determined based on equal-weight approach to control the family-wise type | error rate.
aNipocalimab 30 mg/kg IV at Week O and q4w through Week 20 and placebo IV at Week 2 and q4w through Week 22.
C3d=complement component 3d, DAT=direct antigen test, Hgb=hemoglobin, IgG=immunoglobulin G, IV=intravenous, OLE=open-label extension, g2w=every 2 weeks, gdw=every 4 weeks, R=randomized, wAIHA=warm autoimmune hemolytic anemia.



Study Endpoints

Primary Endpoint: Durable Hemoglobin Response

* Hgb =10 g/dL AND

* Hgb increase =2 g/dL from baseline AND
* For 3 consecutive visits (=28 days) AND
« Starting by Week 16 AND

« Without rescue therapy or dose modification of ongoing stable background treatment for wAIHA,
including any increase in oral corticosteroids

Key Secondary Endpoints

* Improvement in FACIT-Fatigue (Week 24)
» Corticosteroid dose reduction (Week 24; % reduction in daily corticosteroid dose?)

aPrednisone equivalent.
FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy — Fatigue, Hgb=hemoglobin, wAIHA=warm autoimmune hemolytic anemia.



FACIT-Fatigue Is a Fit-For-Purpose PRO to Evaluate

wAIHA-Related Fatigue

v’| FACIT-Fatigue

* Thirteen items scored on a 5-point Likert scale from O to 4
— Total score range: O (worst fatigue) to 52 (no fatigue)

« Contains experience (feeling of fatigue; 5 items) and
impact (daily functioning; 8 items) subscales

» 7-day recall period

* Meaningful change threshold (MCT) for an individual

patient-level improvement on FACIT-Fatigue total score

established as 6 points

— Previously established using an anchor-based approach

with PGIS, supplemented with distribution-based
methods

aEfficacy population (n=115) excluding 3 participants randomized to a discontinued 30 mg/kg gq2w group.
1. Montan |, et al. Value Health. 2018;21(11):1313-1321.

Not at A little Somewhat Quite Very
all bit abit much
I feel fatigued 0 1 2 3 4
I feel weak all over 0 1 2 3 4
I feel listless (“washed OUL”) .........coeeeruererenreerunersencacansesens 0 1 2 3 4
hn2 I feel tired 0 1 2 3 4
I have trouble starting things because [ am tired.............. 0 1 2 3 4
At I have trouble finishing things because I am tired ........... 0 1 2 3 4
I have energy 0 1 2 3 4

Total score calculated

£

General

1
population 43.5

ENERGY
population
baseline®

(27.0-43.0)

0 Mean (IQR) FACIT-Fatigue total score 52
(worst fatigue) (no fatigue)

FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy — Fatigue, IQR=interquartile range, MCT=meaningful change threshold, PGIS=Patient Global Impressions of Severity, PRO=patient-reported outcome, wAIHA=warm autoimmune

hemolytic anemia.



Baseline Characteristics Were Consistent With the wAIHA Patient Population

Nipocalimab Nipocalimab
30 mg/kg q4w 15 mg/kg 2w
Baseline characteristics (n=38) (n=38)

Mean age (range), years 56.1(24-79) 53.1(18-80) 59.9 (24-86)
Female 55% 58% 51%
Primary wAIHA? 92% 87% 82%
Median (IQR) time since diagnosis, months 32 (20-60) 44 (21-81) 23 (17-1)
Mean (SD) baseline hemoglobin, g/dL 9.2 (1.4) 8.6 (1.3) 9.0 (1.4)
Mean (SD) FACIT-Fatigue score 34.5 (10.7) 35.0 (10.5) 311(12.2)
Current treatments for wAIHA (%)

Any concomitant CS 74% 87% 7%

IST or CS at >20 mg/day of prednisone or equivalent? 45% 39% 46%
Prior treatments for wAIHA (%)

Prior rituximab use 42% 55% 49%

Prior transfusions 58% 58% 59%

Prior splenectomy 3% 16% 10%

aStratification factors (primary or versus secondary wAIHA; screening hemoglobin <8.5 g/dL or versus >8.5 g/dL; no treatment or corticosteroids at dose <20 mg/day of prednisone or equivalent with no immunosuppressants versus

immunosuppressants or corticosteroids at >20 mg/day of prednisone or equivalent or no such treatment).

CS=corticosteroids, FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy - Fatigue, IQR=interquartile range, IST=immunosuppressive therapy, q2w=every 2 weeks, gdw=every 4 weeks, SD=standard deviation,

wAIHA=warm autoimmune hemolytic anemia.



Nipocalimab 30 mg/kg g4w Significantly Improved Durable Hemoglobin
Response Versus Placebo (Primary Endpoint) and was Generally Well Tolerated

Primary endpoint: Durable hemoglobin response Summary of AEs

Nipocalimab™ Nipocalimab

p=0.015* 30 mg/kg 15 mg/kg
| ~ | q4w q2w Placebo
p=0.044 AE, n (%) (n=38) (n=38) (n=39)

TEAEs 35(92.1) 30 (81.1) 35(89.7)
SAEs 8 (211) 6 (16.2) 14 (35.9)
AEs leading to

discontinuation 2(53) 5(139) 1(2.6)

AEs of interest

Participants with response (%)

Grade 23 infections 2(5.3) 3(8.1) 5(12.8)
Adjudicated MACE 0 2(5.4) 0
Adjudicated DVT
Nipocalimab Nipocalimab Placebo and/or PE 1(2.6) 0 0
30 mg/kg g4w 15 mg/kg 2w Hypoalbuminemia 0 0 0
(albumin <20 g/L)
Death 0 2(5.4) 0

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 valuesbased on
equal-weight approach to control the family-wise type | error rate with a 1-sided a=0.02499 using a Cochran-Mantel-Haenszel test. *One-sided p<0.02499 versus placebo considered significant.
aPrednisone equivalent.

AE=adverse event, DVT=deep vein thrombosis, FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy - Fatigue, Hgb=hemoglobin, MACE=major adverse cardiovascular event, PE=pulmonary embolism, qQ2w=every 2 weeks, g4w=every 4 10
weeks, SAE=serious adverse event, TEAE=treatment-emergent adverse event.



Nipocalimab 30 mg/kg Delivered Rapid Improvements in Fatigue at
Week 2, Which Was Maintained Through Week 24

Key secondary endpoint: Change in FACIT-Fatigue total score from baseline

Early escapes allowed if
inadequate response

757 . (imputed to zero)
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Change from baseline
in FACIT-Fatigue total score (+SE)

o

| | | | | | | i | | | |
BL 2 4 6 8 10 12 “ 162 18 20 22 24

Weeks
——_Nipocalimab 30 mg/kg g4w —— Nipocalimab 15 mg/kg q2w —0— Placebo

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 valuesbased on
equal-weight approach to control the family-wise type | errorrate.
*One-sided p<0.02499 versus placebo considered nominally significant, based on an equalweight approach to control the family-wise type| error rate.

aParticipants meeting failure criteria (ie, presence of symptoms and failure to demonstrate =1 g/dL hemoglobin increase) at or after Week 16 were, at the investigator’s discretion, allowed discontinuation of double-blinded treatment and early escape to
the OLE.
BL=baseline, FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy — Fatigue, OLE=open-label extension, q2w=every 2 weeks, gdw=every 4 weeks, SE=standard error.
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A Greater Proportion of Patients on Nipocalimab 30 mg/kg q4w Met or
Exceeded the MCT for FACIT-Fatigue
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Participants achieving MCT value of 6-point
improvement or better

p=0.031 p=0.003*

| | | |
29.7 p=0.660 p=0.076 ® Nipocalimab 30 mg/kg q4w
| | 27.0 | | B Nipocalimab 15 mg/kg q2w

M Placebo
18.9
54
By Week 16 By Week 24

P value based on a Stratified Cochran-Mantel-Haenszel test with wAIHA disease classification (primary or versus secondary wAIHA), screening hemoglobin value (<8.5 g/dL versus >8.5 g/dL), and concurrent treatment for wA IHA (no treatment or
corticosteroids at dose <20 mg/day of prednisone or equivalent with noimmunosuppressants versus immunosuppressants or cortic osteroids at >20 mg/day of prednisone or equivalent) as stratification factors. If the Mantel Fleiss criterion was not

satisfied, then a Fisher’s exact test was performed.
*One-sided p<0.02499 versus placebo considered nominally significant.
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FACIT-Fatigue=Functional Assessment of Chronic lllness Therapy — Fatigue, MCT=meaningful change threshold, q2w=every 2 weeks, g4w=every 4 weeks, wAIHA=warm autoimmune hemolytic anemia.



Changes in FACIT-Fatigue Total Score Showed Low to Moderate

Correlation With Changes in Hemoglobin

Change in FACIT-Fatigue total score versus change in hemoglobin
across all time points post-baseline
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Change from baseline in FACIT-Fatigue total score

Correlation with all treatment

groups combined:

* Across all time points
(repeated measures
correlation): r=0.4353

* At Week 24:r=0.3331

Based on 1020 observations; p<0.0001. The correlation coefficient is calculated using all visits and treatments together, therefore one patient contribute s multiple pairs of data. A mixed model approach proposed by Hamlett, Ryan, and Wolfinger' was used

because it fully specifies the correlation structure within a subject’s repeated measurements using both the within-subject as well as between subject variation.

1. Hamlett A, Ryan L, Wolfinger R. In: Proceedings of the 29t Annual SAS Users Group International Conference (SUGI 29).2004:129-198.
FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy - Fatigue.
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FACIT-Fatigue Subscales Evaluating Feeling of Fatigue and Impact on
Daily Functioning Showed Improvement With Nipocalimab 30 mg/kg g4w

Mean FACIT-Fatigue Experience Mean FACIT-Fatigue Impact
Subscale? Change at Week 24 Subscale® Change at Week 24
2.0 1 2.0 - 1.9

> >
c c
< =
o 151 o 15-
3 3
3 2
® 1.0 - ® 1.0 -
Q Q
> B
‘:é ‘:é
L 05 - L 0.5 1
= -
o o
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0 - 0 -

™ Nipocalimab 30 mg/kg g4w M Nipocalimab 15 mg/kg q2w ™ Placebo

FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy - Fatigue, q2w=every 2 weeks, q4w=every 4 weeks. 14
aExperience subscale includes 5 items. PImpact subscale includes 8 items.



Conclusions

Nipocalimab demonstrated a benefit in durable hemoglobin response as well as improvements in
debilitating fatigue

v Rapid and maintained fatigue improvement v" Clinically meaningful change achieved
A greater proportion of patients on A greater number of nipocalimab-treated
nipocalimab 30 mg/kg g4w reported fatigue participants met or exceeded the
improvement through Week 24, with FACIT-Fatigue meaningful change threshold
improvements observed as early as Week 2 (6 points or more) compared with placebo

v Improvements in feeling of fatigue and

daily functioning v Positive correlation with hemoglobin
Participants on nipocalimab reported FACIT-Fatigue scores showed low to
improvement on FACIT-Fatigue experience moderate correlation with hemoglobin

and impact subscales across the study and at Week 24

FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy — Fatigue, qg4w=every 4 weeks.



Additional Nipocalimab Presentations at EHA 2026

Nipocalimab for Warm Autoimmune Hemolytic
Anemia: Results From the Phase 2/3 Randomized
Double-Blind ENERGY Study

Nipocalimab demonstrated consistent and
clinically meaningful benefits across multiple
endpoints, including the primary endpoint of
durable hemoglobin response

Oral session: Thr 11 June; available online at
h ://www.congressh m/EHA202

lassicalHematol Ni limab/Fattizz
S300 (Fattizzo B, et al.)

IgG=immunoglobulin G, MOA=mechanism of action, RBC=red blood cell, wAIHA=warm autoimmune hemolytic anemia.

Pharmacodynamic Effect of Nipocalimab in
Warm Autoimmune Hemolytic Anemia (wAIHA)
and Correlation With Clinical Improvement

Consistent with the expected MOA, a close
relationship between IgG and anti-RBC
autoantibody lowering and improvement in
hemoglobin and decreased hemolysis was
observed

Poster session I: Fri 12 June, 18:45-19:45, Hall A Ofx&--{0|
PF1297 (Ueda Y, et al.) .rF 3
[x]
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https://www.congresshub.com/EHA2026/ClassicalHematology/Nipocalimab/Fattizzo
https://www.congresshub.com/EHA2026/ClassicalHematology/Nipocalimab/Fattizzo
https://www.congresshub.com/EHA2026/ClassicalHematology/Nipocalimab/Fattizzo
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Safety Was Consistent With the Known Safety Profile of
Nipocalimab and the Known Clinical Risks Associated With wAIHA

Nipocalimab Nipocalimab
30 mg/kg q4w 15 mg/kg q2w Placebo
AE, n (%) (n=38) (n=37)* (n=39)
TEAEs 35(92.1) 30 (81.1) 35 (89.7)
SAEs 8 (21.1) 6 (16.2) 14 (35.9)
AEs leading to discontinuation 2 (5.3) 5 (138.5) 1(2.6)
AEs of interest
Grade 23 infections 2 (5.3) 3(8.1) 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

* The majority of TEAEs were grade 2 or 3

* The most common AEs (210%) among all participants receiving nipocalimab 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%)

* No participant experienced hypogammaglobulinemia (total IgG <1 g/L for 2 consecutive visits)
* By preferred term, no TEAE leading to discontinuation was reported in more than 1 participant

» Two cases of MACE occurred in participants with complex medical histories in the nipocalimab 15 mg/kg g2w group, later leading to death (causes of death
were not related to study treatment)

AE=adverse event, DVT=deep vein thrombosis, IgG=immunoglobulin G, MACE=major adverse cardiovascular event, PE=pulmonary embolism, g2w=every 2 weeks, qdw=every 4 weeks, SAE=serious adverse event, TEAE=treatment
emergent adverse event, wAIHA=warm autoimmune hemolytic anemia, VTE=venous thromboembolism. 19
a0One patient was randomized to nipocalimab 15 mg/kg 2w, but did not receive nipocalimab.



Changes in FACIT-Fatigue Total Score Showed Low to Moderate
Correlation With Changes in Hemoglobin

Change in FACIT-Fatigue total score versus change
in hemoglobin at Week 24

6.0

4.0

Correlation (with all treatment groups combined)

2.0 at Week 24:r=0.3331

Change from baseline in hemoglobin (g/dL)

-20 0 20
Change from baseline in FACIT-Fatigue total score

Pearson’s r, based on 111 observations.

FACIT-Fatigue=Functional Assessment of Chronic lliness Therapy - Fatigue.
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