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ABBREVIATIONS
Abbreviation Definition
AE adverse event
AIHA autoimmune hemolytic anemia
APS antiphospholipid syndrome
AT anti-thymocyte globulin
ATG anti-thymocyte globulin
BMD bone marrow disorder
C5 complement component 5
C5a complement component 5a
C5b complement component 5b
BMT bone marrow transplant
COVID-19 coronavirus disease 2019
CI confidence interval
DLP data lock point
eGFR estimated glomerular filtration rate
EMA European Medicines Agency
EU European Union
GPI glycosylphosphatidylinositol
IHF impaired hepatic function
IPIG International PNH Interest Group
IRF impaired renal function
ITP idiopathic thrombocytopenic purpura
LDH lactate dehydrogenase
MAA Marketing Authorisation Application
MAH marketing authorization holder
MAVE major adverse vascular event
MDS myelodysplastic syndrome
Non-TE MAVE non-thrombotic major adverse vascular event
NMSC non-malignant skin cancer
PNH paroxysmal nocturnal hemoglobinuria
PSUR Periodic Safety Update Report
Q1 first quartile
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Abbreviation Definition
Q3 third quartile
RBC red blood cell
SAE serious adverse event
SAP Statistical Analysis Plan
ty, half-life
TE thrombotic event
TTP thrombotic thrombocytopenic purpura
ULN upper limit of normal
WBC white blood cell
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1. INTRODUCTION

Paroxysmal nocturnal hemoglobinuria (PNH) is an ultra-rare and life-threatening acquired
hematologic disorder caused by uncontrolled activation of the terminal complement pathway
(Bektas, 2020; DeZern, 2015; Kulasekararaj, 2023). The prevalence is estimated to be between
10 to 38 cases per million (Hansen, 2020; Jalbert, 2019; Richards, 2021). The disease has a
roughly equal sex distribution and can occur at any age though is diagnosed most often in the
fourth or fifth decade of life (Schrezenmeier, 2020). Patients with PNH are at risk of substantial
morbidity and mortality. Thromboembolic events are the leading cause of death in patients with
PNH and pulmonary hypertension and end-organ damage of vital organs, such as the liver,
kidneys, brain, and intestines are sequelae of thromboembolic events (Hillmen, 2010; Nishimura,
2004). Prior to the availability of Soliris® (eculizumab), the estimated survival of patients with
PNH 15 years after diagnosis was approximately 50% (Socie, 1996).

Soliris (first approval, 2007) and Ultomiris® (ravulizumab [first approval, 2018]) are structurally
related and are both indicated for the treatment of patients with PNH. Soliris is a humanized
monoclonal antibody that binds to complement component 5 (C5) and blocks its activation by
complement pathway convertases, thereby preventing the release of the proinflammatory
anaphylatoxin complement component 5a (C5a) and the formation of the terminal complement
complex via complement component 5b (C5b). Soliris is administered every 2 weeks during the
maintenance phase. Ultomiris is the first long-acting complement inhibitor that provides
immediate, complete, and sustained inhibition of C5 with an 8-week dosing interval. Ultomiris is
structurally related to Soliris. Ultomiris was designed to have a longer serum half-life (t,;,) and
corresponding duration of pharmacologic activity relative to Soliris, thus extending the dosing
interval and providing patients and physicians with additional options for effective treatment.

Alexion Pharmaceuticals, Inc. has been the Sponsor of a global PNH Registry (M07-001) since
Aug 2004 enrolling participants with PNH worldwide, including participants treated with Soliris
since its first approval in 2007. Following the approval of Ultomiris in 2018, the PNH Registry
was subsequently amended (Protocol Amendment 7, 18 Jan 2019) to permit patients who were
receiving Ultomiris (including those who completed participation in sponsored clinical studies of
Ultomiris) to be included in the Registry.

The primary aim of the Alexion PNH Registry was to record the natural progression of PNH and
collect and evaluate safety data specific to the use of Soliris or Ultomiris in patients with PNH.
The data collected from the Alexion PNH Registry are intended for health care providers to
optimize clinical decision making by enhancing their understanding of the natural history of
PNH, ultimately improving the guidance and assessment of therapeutic interventions. Methods
of PNH diagnosis, treatment data, clinical outcomes, and quality of life assessments are also
collected. An additional objective is to increase PNH knowledge within both the medical and
patient communities.

In 2023, the Alexion PNH Registry began transitioning to the International PNH Interest Group
(IPIG) PNH Registry with the objective to move from an industry-sponsored registry to an
academic-led registry database. The IPIG PNH Registry aims to enroll patients with PNH,
regardless of the type of PNH-specific therapy they are receiving, to capture data on clinical
outcomes on all enrolled patients, as well as long-term safety data of PNH-specific treatments. In
addition, the registry collects information on disease progression within the PNH population. The
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IPIG PNH Registry is intended to increase knowledge about PNH in the medical community and
patient population.

The IPIG PNH Registry is composed of the Core PNH disease Registry (Core Registry) and
several product-specific silo protocols initiated by IPIG on request by the respective marketing
authorization holders (MAHs). Core variables are collected in the Core Registry at enrollment
and during follow-up, while specific data (eg, postauthorization safety data) for participants
treated with PNH-specific therapies are collected in the silos to address specific objectives or
requests from regulatory authorities and MAHs. Retrospective data from the Alexion PNH
registry are transferred to the IPIG PNH Registry for consenting participants. This analysis
utilizes data from the Alexion PNH Registry (Protocol M07-001) and the newly established IPIG
PNH Registry to characterize the long-term safety of Ultomiris as specified in the
postauthorization safety Study ALX-PNH-501. Please find more details of this study in
Appendix 1 of the Statistical Analysis Plan (SAP), version 1.0 dated 15 Apr 2025 (Appendix B).

This 2025 Interim Report of the Alexion PNH Registry and IPIG PNH Registry

(Protocols M07-001 and ALX-PNH-501, respectively) is specific for Ultomiris and is part of the
additional pharmacovigilance activities associated with Ultomiris Marketing Authorisation
Application (MAA) in the European Union (EU; Category 3 study in the EU Risk Management
Plan, Version 9.0, dated 04 Sep 2024). This is the third and proposed final interim analysis report
for Ultomiris. The most recent interim report was submitted in Jun 2023, European Medicines
Agency (EMA) reference EMEA/H/C/004954/MEA 008 and was the last report submitted using
data solely from the Alexion PNH Registry. This report presents data from the Alexion PNH
Registry as well as data from participants who have enrolled into the Alexion Products Silo
(referred to as Alexion Silo) of the IPIG PNH Registry (referred to as IPIG PNH Registry).
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2. ANALYSIS OBJECTIVES

12 Jun 2025

The objectives and endpoints of this third and proposed final interim analysis of Alexion PNH
Registry and IPIG PNH Registry data specific to Ultomiris are as follows:

Objectives

Endpoints

Primary

Primary Endpoints

To characterize the safety of Ultomiris in
participants with PNH

Incidence of reported SAEs and special events

To characterize the incidence of targeted clinical
outcomes among participants with PNH

Incidence rate of MAVE, TE, malignancy, serious
infection, impaired renal function, impaired
hepatic function, hemolysis®, mortality, and bone
marrow transplant.

Incidence of pregnancy outcome (both maternal
and fetal events)

Secondary

Secondary Endpoints

Describe the demographic and clinical profile at
treatment initiation for Ultomiris-treated
participants with PNH

Frequency and univariate assessment of
demographic characteristics, medical history,
co-medications, and laboratory measures

Assess Ultomiris treatment patterns among
participants with PNH

Initiation dose and average dose patterns

Number of participants who discontinue Ultomiris
and reasons for discontinuation

® Hemolysis data specific to potential breakthrough hemolysis were only collected in the IPIG PNH Registry and
were thus described in Appendix 1 of the SAP version 1.0 dated 15 Apr 2025 (Appendix B).

Abbreviations: IPIG = International PNH Interest Group; MAVE = major adverse vascular event;

PNH = paroxysmal nocturnal hemoglobinuria; SAE = serious adverse event; SAP = Statistical Analysis Plan;

TE = thrombotic event
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3. METHODS

The methods used to produce the results for this report are described in the SAP (Appendix B).
Selected methods are summarized below.

3.1. Eligibility Criteria

The following inclusion and exclusion criteria were used to identify participants for enrollment
into the Alexion and IPIG PNH Registry (Table 1):

Table 1: Eligibility Criteria for Alexion PNH Registry and for IPIG PNH Registry

Alexion PNH Registry IPIG PNH Registry

Inclusion Criteria Participants of any age with PNH, with a | Participants with PNH confirmed
detected proportion of PNH cells (PNH | by flow cytometry.

clone) of at least 1%, whether treated or
not with Soliris or Ultomiris, or
previously treated with Soliris or
Ultomiris and withdrawn from
treatment.

Ability to comprehend and sign consent | Participants and/or legally

or able to give assent to have data authorized representative were to
entered in the PNH Registry. provide written informed
Participants who were minors were to consent/assent to participate in
have parent/legal guardian consent. the core IPIG PNH Registry in a
Participants who were minors were to be | manner approved by the IRB/IEC
willing and able to give assent, if and local regulations.

applicable as determined by the
ECs/IRBs. Upon attaining adulthood,
these participants were to be
re-consented.

Exclusion Criteria Participants currently enrolled in an interventional clinical study for
treatment of PNH could not be enrolled in the PNH Registry while
enrolled/participating in the clinical study for PNH therapy®.

2 For the IPIG PNH Registry: A participant included in the registry, who enrolled in an interventional PNH clinical
study during the course of the registry, was to be kept in the registry but data collection was to be paused in the
registry during their involvement in the clinical study/extension study. Data collection in the registry was to continue
after participant involvement in the clinical study/extension study ended or study protocol mandated data collection
ceases. The data were to be included within the relevant MAH silo if the pharmaceutical partner sponsoring the
study preferred.

Abbreviations: EC = Ethics Committees; IEC = Independent Ethics Committee; IPIG = International PNH Interest
Group; IRB = Institutional Review Board; MAH = marketing authorization holder; PNH = paroxysmal nocturnal
hemoglobinuria

3.1.1. Study Population

The study population for this analysis included participants enrolled in the Alexion PNH
Registry and the Alexion Silo of the IPIG PNH Registry who met the following eligibility
criteria:
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e Participants with a valid Patient ID enrolled in the:
— Alexion PNH Registry as of the data cutoff date of 06 Jan 2025 or
— IPIG PNH Registry (Alexion Silo) as of the data cutoff date of 13 Jan 2025.

e Participants with known date of birth, sex, enrollment date, and Ultomiris treatment
status.

e Only participants who initiated Ultomiris on or after enrollment in either of the
registries were included in the Ultomiris study population, and specifically for IPIG
PNH Registry participants (Figure 2 of Appendix 1 of the SAP [Appendix B]):

— Participants previously enrolled in the Alexion PNH Registry who initiated
Ultomiris during their participation in the Alexion PNH Registry and did not have
a record of treatment.

— Participants not previously enrolled in the Alexion PNH Registry, or who did not
initiate Ultomiris while enrolled in the Alexion PNH Registry, but who initiated
Ultomiris on or after enrollment in the IPIG PNH Registry.

e Only participants who initiated Soliris on/after enrollment in the Alexion PNH
Registry analysis were included in the Soliris analysis population for the Alexion
PNH Registry study population.

Frequent treatment switchers, defined as participants who switched their treatment with Soliris or
Ultomiris more than once, were excluded from the analysis.

The listings (Listing 15 and Listing 16 of the Alexion PNH Registry [Analysis:
Ravuema202501]) and (Listing 15 and Listing 16 of the IPIG PNH Registry [Analysis: IPIG]) of
frequent treatment switchers were generated to provide details on demographics, disposition at

last Registry follow-up, treatment information characteristics, and serious adverse events
(SAEs).

3.2. Analysis Set, Treatment Group, and Exposure Period Definitions

3.2.1. Analysis Set

3.2.1.1.  Alexion PNH Registry

Participants who met the eligibility criteria for the Alexion PNH Registry analysis and who
initiated Ultomiris during their participation in the Alexion PNH Registry.

3.2.1.2. IPIG PNH Registry

Participants who met the eligibility criteria for the IPIG PNH Registry analysis were classified
into 2 groups based on the time of Ultomiris initiation:

1. Alexion PNH Registry Study Population: Participants previously enrolled in the Alexion
PNH Registry and who initiated Ultomiris during their participation in the Alexion PNH
Registry.
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2. IPIG PNH Registry Study Population: Participants who initiated Ultomiris on or after
enrollment in the IPIG PNH Registry irrespective of their participation in the Alexion
PNH Registry.

This combined population is referred to as the Ultomiris study population (Figure 2 of
Appendix 1 of the SAP [Appendix B]).

All analysis outputs are presented separately for each analysis set.

3.2.2. Treatment Groups

Participants were classified into the following treatment groups according to their treatment
status as follows, where “registry enrollment” referred to enrollment in either Alexion PNH
Registry or IPIG PNH Registry:

e Treated with Ultomiris: participants with a known date of Ultomiris initiation on or
after registry enrollment.

e Prior Soliris treatment: participants treated with Soliris, who discontinued Soliris
within less than 28 days of Ultomiris initiation and switched treatment to Ultomiris
once, on or after registry enrollment.

e Without prior Soliris treatment: participants who initiated Ultomiris on or after
registry enrollment and never treated with Soliris before Ultomiris initiation, or
Soliris was discontinued at least 28 days prior to Ultomiris initiation.

e Prior Soliris treatment unknown: participants who initiated Ultomiris on or after
registry enrollment and with Soliris treatment status uncertain based on the data
reported in the registry (eg, missing Soliris treatment end date).

For further details, see Section 1.2.1 of the SAP (Appendix B).

3.2.3. Exposure Period Definitions

The summary of participant demographics, participant disposition, vital status at last registry
follow-up, and the registry follow-up duration were presented by treatment groups (as defined in
Section 3.2.2). Information collected at Ultomiris initiation, such as medical history, concomitant
medication, and laboratory values were also summarized by treatment groups.

3.2.3.1. Definitions of Exposure Periods in Alexion PNH Registry

e Untreated period: This period included the time from enrollment to last untreated
follow-up date (as defined in Section 1.2.2 of the SAP [Appendix B]).

e Treated with Soliris (prior to Ultomiris switch) (Soliris exposure period): This period
was from registry enrollment, if Soliris was initiated prior to enrollment, or Soliris
initiation date to last Soliris treated follow-up date (as defined in Section 1.2.2 of the
SAP [Appendix B])

e Treated with Ultomiris (Ultomiris exposure period): This period was from Ultomiris
initiation date to last Ultomiris treated follow-up date (as defined in Section 1.2.2 of
the SAP [Appendix B]).
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For further details, see Section 1.2.2 of the SAP (Appendix B).

Definitions of exposure periods are illustrated in Figure 1.

3.2.3.2. Definitions of Exposure Periods in IPIG PNH Registry

e Untreated period: This period included the time from enrollment to last untreated
follow-up date (as defined in Section 2.1.4 of Appendix 1 of the SAP [Appendix B]).

e Treated with Soliris (prior to Ultomiris switch) (Soliris exposure period): This period
was from Soliris initiation date to last Soliris treated follow-up date (as defined in
Section 2.1.4 of Appendix 1 of the SAP [Appendix B]).

e Treated with Ultomiris (Ultomiris exposure period): This period was from Ultomiris
initiation date to last Ultomiris-treated follow-up date (as defined in Section 2.1.4 of
Appendix 1 of the SAP [Appendix B]).

For further details, see Section 2.1.4 of Appendix 1 of the SAP (Appendix B).
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Figure 1: Exposure Periods During Alexion PNH Registry Follow-up for
Ultomiris-treated Participants

Treatment Status Exposure-Time
. ; . Untreated Treated with Soliri Treated with Ultomiris
Patients with prior PNH — — K.
treatment*
Treatment Switch 528 days for Solifis | Registry Enrr:llment Soliris Start Sdlﬂﬁl lunomiss st Ultomi m
Discontinustion Soliris Discontinuation  Ultomiris
Fallow-Up Ends * Fgllow-Up Ends *
) ) Treated with Soliris Treated with Ultomiris
Without prior PNH
Treatment mng 28 days for Soliis | Soliris Slarl soind J—— Ullnmlns
> k Discontinuation Soliris
R try Enroll 1] ' Discontinuation Ultomiris
caistty Earotmen Follow-Up Ends Follow-Up Ends ¢
Untreated Treated with Ultomniris
Without PI'IOT Soliris Fheqislryl' Enroliment Ultmulris Start Ullomirils k
ﬂ'eatl'nen’t' Discontinuation  Ultomiris
history other - Follow-Up Ends #
memTw PR Treated with Ultomiris
Um:urnmn Start UItcmms
Registry Enroliment Discontinuation  Ultomiris

Follow-Up Ends *

Soliris Treatment Only

Patients with only Registry Enroliment Soi[ris Start SQMJ
Soliris treatment Discontinuation Soliris
Follow-Up Ends
Soliris Treatment Only
Soliris Start Soliris
Registry Enroliment Discontinuation Saoliris
Foliow-Up Ends

*Prior was defined as Soliris or other PNH-specific treatment within at least 28 days of Ultomiris initiation.
Participants in Treatment Status ‘Without Prior Soliris Treatment’ still contributed to Soliris person time (eg, if
treatment was > 4 weeks from Ultomiris initiation).

"Minimum of 4 weeks following Soliris discontinuation and the date prior to Ultomiris start.

Last Ultomiris follow-up date was minimum of 16 weeks after Ultomiris discontinuation, date of new
non-Ultomiris treatment, or date of data cutoff.

Abbreviation: PNH = paroxysmal nocturnal hemoglobinuria; SAP = Statistical Analysis Plan.

Source: SAP version 1.0 dated 15 Apr 2025 (Appendix B)

3.2.4. Time Points of Interest
e Initiation of Ultomiris
e Initiation of Soliris

e Date of enrollment in the Alexion PNH Registry or the IPIG PNH Registry where
applicable
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e Last Registry follow-up date

e Last Ultomiris treated follow-up date

e Last Soliris treated follow-up date

e Last untreated follow-up date.
Definitions of timepoints of interest are described in Section 1.2.3 of the SAP (Appendix B) and
Section 2.1.5 of Appendix 1 of the SAP (Appendix B).
3.2.5. Analysis Periods

Two different periods were considered when reporting the outcomes and variables summary for
the Alexion PNH Registry dataset, as follows:

e The cumulative analysis included all events and person-time accrued from Registry
enrollment until last Registry follow-up date or date of death.

e The analysis period included only events and person-time accrued during the current
analysis period from 06 Jan 2023 until the analysis period end (cutoff) date of
06 Jan 2025.

For the IPIG PNH Registry dataset, outcomes and variables summary were reported only for the
cumulative period from first participant-in in the Alexion Silo of the IPIG PNH Registry
(21 May 2024) until the time of data extraction ie, data cutoff date of 13 Jan 2025.

More details are presented in Section 1.2.4 of the SAP (Appendix B) and Section 2.1.6 of
Appendix 1 of the SAP (Appendix B).

3.2.6. Outcomes of Interest
3.2.6.1. Targeted Clinical and Safety Events

3.2.6.1.1. Reportable Adverse Events (SAEs and Special Events)
Alexion PNH Registry

The AEs were collected for participants who were treated with Ultomiris including the
following:

e Special events regarding the medicinal product (overdose, misuse, medication error,
occupational exposure of falsified products, and/or lack of therapeutic efficacy).

e SAEs (congenital anomaly or birth defect, persistent or significant
disability/incapacity, resulting in death, requiring or prolonging hospitalization,
life-threatening, and/or other medically important serious event).

For further details, see Section 1.3.1.1 of the SAP (Appendix B).
IPIG PNH Registry

All AEs including the targeted clinical events included participants from the full Ultomiris study
population (Section 3.2.1). For those previously enrolled in the Alexion PNH Registry and who
initiated Ultomiris prior to IPIG PNH Registry enrollment, any clinical or AE report from IPIG
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PNH Registry enrollment through data cutoff date (13 Jan 2025) were summarized in the tables.
For participants included in the IPIG PNH Registry Study Population (who initiated Ultomiris on
or after IPIG PNH Registry enrollment), clinical or AEs that occurred on or after Ultomiris
initiation were summarized in the tables. Clinical and AEs planned to be collected in the IPIG
PNH Registry are listed in Section 3.2.6.1.2.

The clinical and AEs that were planned to be collected in the IPIG PNH Registry are detailed in
Section 3.2.6.1.2 under subsection IPIG PNH Registry.

For further details, see Section 2.1.7.1 of Appendix 1 the SAP (Appendix B).

3.2.6.1.2. Targeted Clinical Events
Alexion PNH Registry

The incidence and outcomes of the following targeted clinical events were collected:
e thrombotic event (TE)
e non-thrombotic major adverse vascular event (non-TE MAVE)
e major adverse vascular event (MAVE)
e Malignancy
e Infection
e Death
¢ bone marrow transplant (BMT)
e Pregnancy outcomes
e Other targeted clinical events of interest:
— Impaired renal function (IRF)
— Impaired hepatic function (IHF)
— Pulmonary hypertension

e Ultomiris infusion reaction
For further details, see Section 1.3.1.2 of the SAP (Appendix B).
IPIG PNH Registry

All AEs including the targeted clinical events planned to be collected were the same as those
listed above in this section for the Alexion PNH Registry. Those not listed above/with slight
differences were as follows:

e Pregnancy: pregnancy, exposure during lactation, and neonatal follow-up.
e Severe hepatic impairment
e Potential breakthrough hemolysis

e MAVE, infections, malignancies, and Ultomiris infusion reactions: please note that a
list of types of MAVE, infections, malignancies, and Ultomiris infusion reactions was

Page 18 of 93
Alexion Confidential

Page 18 of 580
Alexion Confidential



PNH Registry Ultomiris Interim Report 12 Jun 2025

included in Section 2.1.7.1 of Appendix 1 of the SAP (Appendix B). These were not
mentioned specifically for MAVE, infections, malignancies, and Ultomiris infusion
reactions in the Alexion PNH Registry.

e Bone marrow disorder (BMD): Acute myelogenous leukemia, aplastic or hypoplastic
anemia, myelodysplastic syndrome, myeloproliferative neoplasm, autoimmune
hemolytic anemia (AIHA), idiopathic thrombocytopenic purpura (ITP), thrombotic
thrombocytopenic purpura (TTP), antiphospholipid syndrome (APS), and other.

For further details, see Section 2.1.7.1 of Appendix 1 of the SAP (Appendix B).

3.2.6.2. Medical History
Alexion PNH Registry

Medical history included history of targeted clinical events: BMD, MAVE, TE, non-TE MAVE,
IRF, IHF, pulmonary hypertension, malignancy, infection, infusion reactions, pregnancy (female
only), and participants’ partner pregnancy.

Medical history also included concomitant medications and treatments at Ultomiris initiation.
For further details, see details in Section 1.3.2.1 of the SAP (Appendix B).
IPIG PNH Registry

As participants’ medical history prior to Ultomiris initiation was already reported for the Alexion
PNH Registry study population; the medical history table included participants from the IPIG
PNH Registry study population.

Medical history also included concomitant medications and treatments within 6 months prior to
IPIG PNH Registry enrollment or Ultomiris initiation, whichever was later.

For further details, see Sections 2.1.7.2, 2.1.7.3, 2.1.7.4 of Appendix 1 of the SAP (Appendix B).

3.2.6.3. Laboratory Measures
Alexion PNH Registry

Laboratory values included glycophosphatidylinositol (GPI)-deficient granulocytes,
GPI-deficient erythrocytes (%), lactate dehydrogenase (LDH; U/L), LDH ratio,

hemoglobin (g/L), haptoglobin (g/L), platelets (x 10°/L), serum creatinine (umol/L), estimated
glomerular filtration rate (¢GFR; mL/min/1.73 m?), absolute reticulocytes (x 10°/L), total red
blood cell (RBC) (x 10'%/L), and total white blood cell (WBC, x 10°/L).

For further details, see Section 1.3.2.2 of the SAP (Appendix B).
IPIG PNH Registry

The following laboratory values were presented, with the units indicated: Percent GPI-deficient
granulocytes, LDH (U/L), LDH ratio (% upper limit of normal [ULN]), hemoglobin (g/dL),
haptoglobin (umol/L), platelets (x 10°/L), serum creatinine (umol/L), eGFR (mL/min/1.73 m?),
absolute neutrophils (x 10°/uL), absolute reticulocytes (x 10°/L), and total WBC count (x 10°/L).

For further details, see Section 2.1.7.5 of Appendix 1 of the SAP (Appendix B).
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3.2.7. Covariates

Alexion PNH Registry

The following covariates were used in the multivariable regression models described in
Section 3.3.4:

e History of BMD at Baseline.

e History of aplastic anemia at Baseline.

e Use of Immunosuppressive concomitant medication at Baseline.
e History of TE at Baseline.

e History of MAVE at Baseline.

e History of LDH at Baseline.

These variables were added to the regression model alongside gender, age at Baseline (as defined
in Section 3.2.8).

For further details on the covariates, see Section 1.3.3 of the SAP (Appendix B).
IPIG PNH Registry

Covariates were not applicable (see Section 3.3.2 for details).

3.2.8. Additional Variables of Interest
Alexion PNH Registry

e PNH disease start: Earliest of: date of first reported PNH symptom, date of first
detected GPI-deficient granulocytes, or PNH diagnosis date.

e Age group at enrollment, PNH disease start, and Ultomiris initiation.
e Gender.

e Race.

e Ethnicity.

e Discontinuation from the Alexion PNH Registry.

e Discontinuation from Ultomiris treatment.

e Weight at Initiation of Ultomiris, if available; if not available, first reported weight
after initiation of Ultomiris.

For further details, see Section 1.3.4 of the SAP (Appendix B).
IPIG PNH Registry

Additional variables of interest were the same as those listed above for Alexion PNH Registry.
Those not listed above/with slight differences were as follows:

e PNH Disease start: Earliest of: Date from either the Alexion or IPIG PNH Registry of
first reported PNH symptom, first detected GPI-deficient granulocytes, or enrollment
date, as well as the PNH diagnosis date from the Alexion PNH Registry.
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e Discontinuation from the Registry.
For further details, see Section 2.1.7.6 of Appendix 1 of the SAP (Appendix B).

3.3. Statistical Methods

This was a descriptive analysis with no prespecified hypotheses. If there was more than one
assessment with multiple dates within the window of interest, the value closest to the date of
interest was used. If there were pre- and post-equally close values, the pre- value was used for
analysis. For continuous variables, if there were multiple values on the same date, the mean of
the values was taken. For categorical variables, if there were multiple conflicting values on the
same date, the value on that date was set to missing.

Descriptive analyses (means [standard deviation] or medians [minimum, maximum] or first
quartile [Q1], third quartile [Q3]) for continuous variables; frequencies and percentages for
categorical variables were planned.

Participant demographics, medical history, targeted clinical events, laboratory values,
concomitant medication, prior treatment with Soliris, and Ultomiris dose were summarized at
initiation of Ultomiris using descriptive analyses.

Treatment and registry discontinuation along with associated reasons, pregnancy and fetal
outcomes, and SAEs collected during Registry follow-up were also summarized.

Please find further details in the SAP (Appendix B).

3.3.1. Conventions

Please find the details in Section 5.3.4 of the SAP (Appendix B) and Section 4.2.2 of Appendix 1
of the SAP (Appendix B).

3.3.2. Event Rates

Targeted clinical events, including death, MAVE, TE, non-TE MAVE, infection, malignancy,
IRF, IHF, Ultomiris infusion reactions, pulmonary hypertension, and BMT were summarized by
event rates based on the exposure period (detailed in Section 3.2.3). Pregnancy outcomes were
also summarized by the defined exposure period.

The event rates were calculated by the total number of events divided by the person-years.
Person.years were calculated per the definition of exposure period as defined in Section 1.2.2 of
the SAP (Appendix B) for all participants included in the study population, regardless of whether
they had an event. The event rate was calculated using Poisson regression with over-dispersion
or generalized estimating equations with a log link, as was appropriate.

Please find further details on event rates in Section 5.3.1 of the SAP (Appendix B).

Considering that minimal follow-up time was available for participants in the IPIG PNH registry,
targeted clinical events of interest were described in frequencies based on the exposure period
defined in Section 3.2.3 and Figure 1, where feasible. Otherwise, event details were described
through listings.
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3.3.3. Subgroup Analyses:

Participants ever treated with Ultomiris in the study population were stratified by the following
subgroups:

e Participants with untreated person-time.
e Treated with Ultomiris.
e Treated with Soliris (Prior to Ultomiris Switch).

In addition to the above groups, incidence rate analyses were also performed on participants
treated with Soliris only:

e Soliris only treated participants (only for the Alexion PNH Registry analysis set).
Please find further details in Section 5.3.1.1 of the SAP (Appendix B).

3.34. Covariates for Multivariable Regression Models Specific to Alexion PNH
Registry:

The following analysis employed the indicated covariates to control for potential confounding in
the rate models:

e Analysis of infections used age, gender, history of aplastic anemia at Baseline, and
use of immunosuppressive concomitant medication at Baseline as covariates.

e Analysis of MAVE/TEs/non-TE MAVE used age at Baseline, gender, LDH at
Baseline, and history of MAVEs at Baseline as covariates.

e Analysis of malignancies used age, gender, and history of BMD at Baseline as
covariates.

3.3.5. Sensitivity Analysis Specific to Alexion PNH Registry

A sensitivity analysis was conducted, which excluded participants missing clone size at
enrollment, and participants with clone size < 1% at enrollment. The analysis repeated the rate
analyses for the cumulative period for the following events: MAVE, TEs, malignancies,
infections, IRF, IHF, PH, pregnancy, BMT, and deaths. Restricting these analyses to participants
with a known clone size > 1% at enrollment was to be applied to all Ultomiris-treated
participants, as well as Soliris-treated participants, and participants with untreated person time.

Please find further details in Section 5.4 of the SAP (Appendix B).
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4. RESULTS

Note: The tables (in- and post-text) utilize the generic names ravulizumab and eculizumab while
the brand names Ultomiris and Soliris, respectively, are used in the text. Further, the tables used
the terms “patient” and “subject” while the text mentions the term “participant”.

4.1. Disposition

4.1.1. Alexion PNH Registry Dataset

Description of the analysis set is provided in Section 3.2.1.1. The study population included
participants enrolled in this registry as of 06 Jan 2025.

Cumulative

A total of 5976 participants were enrolled in the Alexion PNH Registry as of 06 Jan 2025
including 1245 participants in the study population. Of these, 532 participants were treated with
Ultomiris. Thirty participants were considered as frequent treatment switchers, which refers to
participants who switched between Soliris and Ultomiris treatment more than once during their
participation in the Alexion PNH Registry. These participants were not included in the analysis
set but are further described (Table 2; Listing 15 and Listing 16 Analysis: Ravuema202501). The
study population included in this analysis set is summarized in Table 2.

Sensitivity analysis was performed in the cumulative study population and described in

Post-text Table 1.3 Analysis: Ravuema202501. A total of 916 of 5976 participants were included
in the study population with clone size > 1%. Of these, 392 participants were treated with
Ultomiris. Thirty participants from the sensitivity analysis were considered as frequent treatment
switchers.

Analysis Period (06 Jan 2023 to 06 Jan 2025)

A total of 1765 participants were enrolled in the Alexion PNH Registry during the analysis
period including 597 participants in the study population. Of these, 493 participants were treated
with Ultomiris.

Twenty-five participants were considered as frequent treatment switchers. These participants
were not included in the analysis set but are further described (Table 3; Listing 15 and Listing 16
Analysis: Ravuema202501). The study population included in this analysis set is summarized in
Table 3.

Table 2: Study Population, Cumulative (Alexion PNH Registry)

N
Patients ever enrolled in registry as of 06 Jan 2025 5976
Patients in study population? 1245
All ravulizumab patients 532
Prior eculizumab treatment® 301
Without prior eculizumab treatment® 161
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Table 2: Study Population, Cumulative (Alexion PNH Registry)

N
Patients never treated with eculizumab before ravulizumab 59
initiation
Eculizumab was discontinued at least 28 days prior to 102
ravulizumab initiation
Prior eculizumab treatment unknown 70
Treated with eculizumab only 713
Patients with untreated person time® 252
Frequent treatment switchers? 30

 Study population includes patients ever enrolled in the registry as of 06 Jan 2025. who had non-missing and valid
enrollment date, date of birth, sex. In addition, the study population only includes subjects treated with ravulizumab
or treated with eculizumab only.

b Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab
initiation. There were 27 patients who discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

¢ Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

4 Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab
treatment history or because of a missing eculizumab discontinuation date.

¢ Patients with untreated person time were never treated with any anticomplement therapies on and prior to
enrollment and could receive eculizumab, ravulizumab, or other anticomplement therapies after enrollment. They
contributed information between registry enrollment and last untreated follow-up date.

f Frequent treatment switchers refer to patients who switched between eculizumab and ravulizumab treatment more
than once in the registry. These patients were not to be included in the analysis.

Abbreviations: N = number of patients; PNH = paroxysmal nocturnal hemoglobinuria

Source: Post-text Table 1.1 Analysis: Ravuema202501

Table 3: Study Population, During the Analysis Period’ (Alexion PNH Registry)

N
Patients actively enrolled in registry between 06 Jan 2023 and 1765
06 Jan 2025
Patients in study population® 597
All ravulizumab patients 493
Prior eculizumab treatment¢ 278
Without prior eculizumab treatment? 152
Patients never treated with eculizumab before ravulizumab 58
initiation
Eculizumab was discontinued at least 28 days prior to 94
ravulizumab initiation
Prior eculizumab treatment unknown® 63
Treated with eculizumab only 104
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Table 3: Study Population, During the Analysis Period’ (Alexion PNH Registry)

N
Patients with untreated person timef 239
Frequent treatment switcherse 25

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.

b Study population includes patients actively enrolled in the registry between 06 Jan 2023 and 06 Jan 2025. who had
non-missing and valid enrollment date, date of birth, sex. In addition, the study population only includes subjects
treated with ravulizumab or treated with eculizumab only.

¢ Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab
initiation. There were 24 patients who discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

4 Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

¢ Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab
treatment history or because of a missing eculizumab discontinuation date.

f Patients with untreated person time were never treated with any anticomplement therapies on and prior to
enrollment and could receive eculizumab, ravulizumab, or other anticomplement therapies after enrollment. They
contributed information between registry enrollment and last untreated follow-up date.

¢ Frequent treatment switchers refer to patients switched between eculizumab and ravulizumab treatment more than
once in the registry. These patients were not to be included in the analysis.

Abbreviations: N = number of patients; PNH = paroxysmal nocturnal hemoglobinuria

Source: Post-text Table 1.2 Analysis: Ravuema202501

4.1.2. IPIG PNH Registry Dataset

Description of the analysis set is provided in Section 3.2.1.2. The study population included
participants enrolled in this registry as of 13 Jan 2025.

A total of 123 participants were enrolled in the IPIG PNH Registry including 81 participants who
were also present in the Alexion PNH Registry. A total of 62 participants were treated with
Ultomiris (ie, Ultomiris study population) including 56 participants who were also present in the
Alexion PNH Registry (ie, Alexion PNH Registry study population) and 6 participants without
prior participation in the Alexion PNH Registry (ie, IPIG PNH Registry study population).

There were no frequent treatment switchers in the IPIG PNH Registry. The study population
included in the IPIG PNH Registry is summarized in Table 4.

Table 4: Study Population (IPIG PNH Registry)

N
Patients ever enrolled in IPIG PNH Registry as of 13 Jan 2025 123
IPIG PNH Registry patients also present in Alexion PNH 81
Registry?
Ravulizumab Study Population® 62
Alexion PNH Registry Study Population? 56
Prior eculizumab treatment® 46
Without prior eculizumab treatment 9
Prior eculizumab treatment unknown 1
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Table 4: Study Population (IPIG PNH Registry)

N
IPIG PNH Registry Study Population® 6
Prior eculizumab treatment¢ 1
Without prior eculizumab treatment 5
Prior eculizumab treatment unknown 0
Frequent treatment switchers? 0

2 Based on matching participant IDs provided in both Registries.

b If the participant was enrolled in the Alexion PNH Registry and initiated ravulizumab in the Alexion PNH
Registry, then the information regarding enrollment date and ravulizumab initiation date is based on the Alexion
PNH Registry data. Otherwise, if ravulizumab is initiated in the [IPIG PNH Registry, then information is based on
the IPIG PNH Registry data.

¢ Prior eculizumab treatment indicates that eculizumab was discontinued within 28 days of ravulizumab initiation.
Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
or eculizumab was discontinued at least 28 days prior to ravulizumab initiation. Participants were classified into the
Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a
missing eculizumab discontinuation date.

d Participants enrolled in the Alexion PNH Registry and initiated ravulizumab in the Alexion PNH Registry on or
after enrollment.

¢ Participants who initiated ravulizumab on or after enrollment in the IPIG PNH irrespective of their participation in
the Alexion PNH Registry.

f Frequent treatment switchers refer to patients who switched between eculizumab and ravulizumab treatment more
than once in either of the registries. These patients were not to be included in the analysis.

Abbreviations: ID = identification number; IPIG = International PNH Interest Group; N = number of patients;

PNH = paroxysmal nocturnal hemoglobinuria

Source: Post-text Table 1 Analysis: IPIG

4.2. Demographics

4.2.1. Alexion PNH Registry Dataset
Cumulative

The mean (SD) age at enrollment was 45.2 (16.98) years for all 532 Ultomiris-treated
participants. The mean (SD) age at enrollment was 44.0 (16.78) years for participants with prior
Soliris treatment, 47.7 (17.03) years for participants without prior Soliris treatment, and

44.3 (17.33) years for participants with unknown prior Soliris treatment.

The mean (SD) age at PNH disease start was 39.2 (17.53) years for all 532 Ultomiris-treated
participants. The mean (SD) age at PNH disease start was 37.6 (17.07) years for participants with
prior Soliris treatment, 42.0 (18.03) years for participants without prior Soliris treatment, and
39.5 (17.74) years for participants with unknown prior Soliris treatment.

The mean (SD) age at Ultomiris initiation was 52.1 (16.64) years for all 532 Ultomiris-treated
participants. The mean (SD) age at Ultomiris initiation was 51.3 (16.69) years for participants
with prior Soliris treatment, 53.9 (16.29) years for participants without prior Soliris treatment,
and 51.1 (17.10) years for participants with unknown prior Soliris treatment.

Participant demographics are summarized in Table 5.
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Analysis Period (06 Jan 2023 to 06 Jan 2025)

The mean (SD) age at enrollment was 45.2 (16.92) years for all 493 Ultomiris-treated
participants. The mean (SD) age at enrollment was 44.0 (16.76) years for participants with prior
Soliris treatment, 47.9 (16.94) years for participants without prior Soliris treatment, and 43.8
(17.08) years for participants with unknown prior Soliris treatment.

The mean (SD) age at PNH disease start was 39.1 (17.45) years for all 493 Ultomiris-treated
participants. The mean (SD) age at PNH disease start was 37.6 (17.06) years for participants with
prior Soliris treatment, 42.1 (17.90) years for participants without prior Soliris treatment, and
39.1 (17.38) years for participants with unknown prior Soliris treatment.

The mean (SD) age at Ultomiris initiation was 52.2 (16.55) years for all 493 Ultomiris-treated
participants. The mean (SD) age at Ultomiris initiation was 51.3 (16.66) years for participants
with prior Soliris treatment, 54.2 (16.15) years for participants without prior Soliris treatment,
and 51.0 (16.86) years for participants with unknown prior Soliris treatment.

Participant demographics are summarized in Table 6.
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Table 5: Patient Demographics, Cumulative and by Treatment Status (Ravulizumab Study Population)
All Ravulizumab Prior Without Prior Prior Eculizumab
Patients” Eculizumab Treatment® | Eculizumab Treatment! | Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
Gender, n (%)
n 532 301 161 70
Female 257 (48.3) 147 (48.8) 77 (47.8) 33 (47.1)
Male 275 (51.7) 154 (51.2) 84 (52.2) 37 (52.9)
Ethnicity, n (%)
n 531 300 161 70
Not Hispanic/Latino 518 (97.6) 295 (98.3) 154 (95.7) 69 (98.6)
Hispanic/Latino 13 (2.4) 5(1.7) 7 (4.3) 1(1.4)
Race, n (%)
n 530 299 161 70
Black or African descent 22 (4.2) 12 (4.0) 5@3.1) 5(7.1)
Asian 109 (20.6) 71 (23.7) 33 (20.5) 5(7.1)
Native/Aboriginal 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
Pacific Islander 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
White or Caucasian 387 (73.0) 212 (70.9) 118 (73.3) 57 (81.4)
Other (unlisted or multiple races) 12 (2.3) 4(1.3) 5@3.1) 3(4.3)
Age at enrollment (years)
n 532 301 161 70
Mean (SD) 45.2 (16.98) 44.0 (16.78) 47.7(17.03) 44.3 (17.33)
Median (Q1, Q3) 43.6 (31.8,59.7) 43.0 (30.7, 56.4) 47.8 (33.7,62.7) 42.3 (30.9, 60.2)

Age group at enrollment, n (%)

n 532 301 161 70
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Table 5: Patient Demographics, Cumulative and by Treatment Status (Ravulizumab Study Population)
All Ravulizumab Prior Without Prior Prior Eculizumab
Patients” Eculizumab Treatment® | Eculizumab Treatment! | Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 1(0.2) 1(0.3) 0(0.0) 0(0.0)
12 to <18 years 10 (1.9) 72.3) 2(1.2) 1(1.4)
18 to <30 years 101 (19.0) 63 (20.9) 23 (14.3) 15 (21.4)
30 to <50 years 220 (41.4) 126 (41.9) 68 (42.2) 26 (37.1)
50 to <65 years 112 (21.1) 59 (19.6) 37 (23.0) 16 (22.9)
65+ years 88 (16.5) 45 (15.0) 31(19.3) 12 (17.1)
Age at PNH disease start (years)?
n 532 301 161 70
Mean (SD) 39.2(17.53) 37.6 (17.07) 42.0 (18.03) 39.5(17.74)

Median (Q1, Q3)

35.3(24.7,52.0)

33.9 (24.1, 50.2)

37.1 (27.0, 58.9)

36.1(23.7, 54.0)

Age group at PNH disease start, n (%)

n 532 301 161 70
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 9(1.7 6 (2.0) 1 (0.6) 229
12 to <18 years 28 (5.3) 23 (7.6) 4 (2.5) 1(1.4)
18 to <30 years 162 (30.5) 93 (30.9) 45 (28.0) 24 (34.3)
30 to <50 years 183 (34.4) 103 (34.2) 60 (37.3) 20 (28.6)
50 to <65 years 92 (17.3) 47 (15.6) 28 (17.4) 17 (24.3)
65+ years 58 (10.9) 29 (9.6) 23 (14.3) 6 (8.6)
Years from PNH disease start to enrollment
n 532 301 161 70
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Table 5: Patient Demographics, Cumulative and by Treatment Status (Ravulizumab Study Population)
All Ravulizumab Prior Without Prior Prior Eculizumab
Patients” Eculizumab Treatment® | Eculizumab Treatment! | Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
Mean (SD) 6.0 (8.02) 6.4 (8.09) 5.7 (8.54) 4.8 (6.29)
Median (Q1, Q3) 2.7 (0.6, 8.1) 3.1(0.7,9.4) 2.1(0.4,6.8) 2.4 (0.6, 6.7)
Years from PNH disease start to ravulizumab initiation
n 532 301 161 70
Mean (SD) 12.9 (9.63) 13.7 (9.30) 11.9 (10.57) 11.6 (8.47)
Median (Q1, Q3) 10.9 (6.1, 17.6) 11.7 (7.1, 18.6) 9.7 (4.5,16.2) 10.8 (6.3, 15.5)
Age at ravulizumab initiation (years)
n 532 301 161 70
Mean (SD) 52.1(16.64) 51.3 (16.69) 53.9(16.29) 51.1(17.10)

Median (Q1, Q3)

50.4 (39.3,65.7)

50.1 (39.3, 64.6)

53.9 (40.5, 67.3)

48.4 (36.1, 64.7)

Age group at ravulizumab initiation, n (%)

n 532 301 161 70
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
12 to <18 years 1(0.2) 0(0.0) 1 (0.6) 0(0.0)
18 to <30 years 43 (8.1) 27 (9.0) 10 (6.2) 6 (8.6)
30 to <50 years 214 (40.2) 123 (40.9) 60 (37.3) 31(44.3)
50 to <65 years 133 (25.0) 76 (25.2) 41 (25.5) 16 (22.9)
65+ years 141 (26.5) 75 (24.9) 49 (30.4) 17 (24.3)

* PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of laboratory test with reported granulocyte

clone > 0.01%.

b Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.
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Table 5: Patient Demographics, Cumulative and by Treatment Status (Ravulizumab Study Population)

¢ Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.
4 Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least

28 days prior to ravulizumab initiation.
Abbreviations: N/n = number of patients; PNH = paroxysmal nocturnal hemoglobinuria; Q1 = first quartile; Q3 = third quartile; SD: standard deviation

Source: Post-text Table 2.1 Analysis: Ravuema202501
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Table 6: Patient Demographics, During the Analysis Period and by Treatment Status? (Ravulizumab Study Population)
All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment® | Eculizumab Treatment® | Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
Gender, n (%)
n 493 278 152 63
Female 239 (48.5) 133 (47.8) 76 (50.0) 30 (47.6)
Male 254 (51.5) 145 (52.2) 76 (50.0) 33 (52.4)
Ethnicity, n (%)
n 492 277 152 63
Not Hispanic/Latino 480 (97.6) 273 (98.6) 145 (95.4) 62 (98.4)
Hispanic/Latino 12 (2.4) 4(1.4) 7 (4.6) 1(1.6)
Race, n (%)
n 491 276 152 63
Black or African descent 19 (3.9) 10 (3.6) 4 (2.6) 5(7.9)
Asian 103 (21.0) 69 (25.0) 30 (19.7) 4 (6.3)
Native/Aboriginal 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
Pacific Islander 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
White or Caucasian 358 (72.9) 193 (69.9) 114 (75.0) 51 (81.0)
Other (unlisted or multiple races) 11 (2.2) 4(1.4) 4 (2.6) 3(4.8)
Age at enrollment (years)
n 493 278 152 63
Mean (SD) 45.2 (16.92) 44.0 (16.76) 47.9 (16.94) 43.8 (17.08)
Median (Q1, Q3) 43.5(31.9, 59.7) 43.0 (30.7, 56.5) 47.9 (33.8, 62.8) 41.7 (30.3, 59.3)
Age group at enrollment, n (%)
n 493 278 152 63
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Table 6: Patient Demographics, During the Analysis Period and by Treatment Status? (Ravulizumab Study Population)
All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment® | Eculizumab Treatment® | Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 1(0.2) 1(0.4) 0(0.0) 0(0.0)
12 to <18 years 9(1.8) 6(2.2) 2(1.3) 1(1.6)
18 to <30 years 93 (18.9) 58 (20.9) 21 (13.8) 14 (22.2)
30 to <50 years 205 (41.6) 117 (42.1) 64 (42.1) 24 (38.1)
50 to <65 years 103 (20.9) 55(19.8) 35(23.0) 13 (20.6)
65+ years 82 (16.6) 41 (14.7) 30 (19.7) 11 (17.5)
Age at PNH disease start (years)®
n 493 278 152 63
Mean (SD) 39.1(17.45) 37.6 (17.06) 42.1 (17.90) 39.1(17.38)
Median (Q1, Q3) 35.0(24.9,51.6) 33.9(24.0, 49.6) 37.8(27.0, 59.3) 36.0 (24.9, 54.0)
Age group at PNH disease start, n (%)
n 493 278 152 63
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 8 (1.6) 5(1.8) 1(0.7) 23.2)
12 to <18 years 27 (5.5) 22(7.9) 4 (2.6) 1(1.6)
18 to <30 years 149 (30.2) 86 (30.9) 42 (27.6) 21(33.3)
30 to <50 years 173 (35.1) 96 (34.5) 57 (37.5) 20 (31.7)
50 to <65 years 83 (16.8) 43 (15.5) 26 (17.1) 14 (22.2)
65+ years 53 (10.8) 26 (9.4) 22 (14.5) 5(7.9)
Years from PNH disease start to enrollment
n 493 278 152 63
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Table 6: Patient Demographics, During the Analysis Period and by Treatment Status? (Ravulizumab Study Population)
All Ravulizaumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment! | Eculizumab Treatment® | Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
Mean (SD) 6.0 (8.12) 6.4 (8.14) 5.8 (8.71) 4.7 (6.37)
Median (Q1, Q3) 2.7 (0.6, 8.1) 3.1(0.7,9.5) 2.2(0.4,6.6) 2.3 (0.6, 6.7)
Years from PNH disease start to ravulizumab
initiation
n 493 278 152 63
Mean (SD) 13.0 (9.74) 13.8 (9.35) 12.2 (10.72) 11.9 (8.71)
Median (Q1, Q3) 11.2(6.1,17.7) 11.8(7.1,18.7) 9.9 (4.5,16.2) 11.1(6.3,15.7)
Age at ravulizumab initiation (years)
n 493 278 152 63
Mean (SD) 52.2 (16.55) 51.3(16.66) 54.2 (16.15) 51.0 (16.86)

Median (Q1, Q3)

50.4 (39.5, 66.2)

49.6 (39.3, 64.6)

54.7 (40.6, 68.2)

48.1 (36.1, 64.7)

Age group at ravulizumab initiation, n (%)
n
<2 years
2 to <12 years
12 to <18 years
18 to <30 years
30 to <50 years
50 to <65 years

65+ years

493 278
0(0.0) 0(0.0)
0(0.0) 0(0.0)
1(0.2) 0(0.0)

37 (7.5) 23 (8.3)

202 (41.0) 117 (42.1)

121 (24.5) 69 (24.8)

132 (26.8) 69 (24.8)

152
0 (0.0)
0 (0.0)
1(0.7)
9(5.9)

56 (36.8)

38 (25.0)

48 (31.6)

63
0(0.0)
0(0.0)
0(0.0)
5(7.9)

29 (46.0)

14 (22.2)

15 (23.8)

2 Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06 Jan 2023 to 06 Jan 2025.
® PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of laboratory test with reported granulocyte

clone > 0.01%.
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Table 6: Patient Demographics, During the Analysis Period and by Treatment Status? (Ravulizumab Study Population)

¢ Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

4 Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

¢ Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least
28 days prior to ravulizumab initiation.

Abbreviations: N/n = number of patients; PNH = paroxysmal nocturnal hemoglobinuria; Q1 = first quartile; Q3 = third quartile; SD: standard deviation
Source: Post-text Table 2.2 Analysis: Ravuema202501
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4.2.2. IPIG PNH Registry Dataset

The demographic characteristics of the 56 participants who transitioned from the Alexion PNH
Registry to the IPIG PNH Registry (ie, Alexion PNH Registry study population as described in
Section 3.2.1.1) have been previously documented (Section 4.2.1; Table 5; Table 6). In contrast,
Table 7 exclusively presents the demographic characteristics of the 6 participants who initiated
Ultomiris on or after enrollment in the IPIG PNH Registry (ie, IPIG PNH Registry study
population as described in Section 3.2.1.2) as of the data cutoff date (13 Jan 2025).

The mean (SD) age at enrollment was 48.3 (19.93) years for all 6 Ultomiris-treated participants.
The mean (SD) age at enrollment was 32.0 (not applicable) years for the participant with prior
Soliris treatment, 51.6 (20.40) years for participants without prior Soliris treatment, and there
were no participants with unknown prior Soliris treatment.

The mean (SD) age at PNH disease start was 44.7 (23.42) years for all 6 Ultomiris-treated
participants. The mean (SD) age at PNH disease start was 14.0 (not applicable) years for the
participant with prior Soliris treatment, and 50.8 (20.09) years for participants without prior
Soliris treatment.

The mean (SD) age at Ultomiris initiation was 48.5 (19.77) years for all 6 Ultomiris-treated
participants. The mean (SD) age at Ultomiris initiation was 33.0 (not applicable) years for the
participant with prior Soliris treatment, and 51.6 (20.40) years for participants without prior
Soliris treatment.

Participant demographics are summarized in Table 7.

Table 7: Patient Demographics, by Treatment Status (IPIG PNH Registry Study

Population)
All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizaumab
Patients® Treatment® | Eculizumab | Treatment
(N=6) (N=1) Treatment? Unknown
(N=5) (N=0)
Gender, n (%)
n 6 1 5 0
Male 3 (50.0) 0 (0.0) 3 (60.0) 0 (0.0)
Female 3 (50.0) 1 (100.0) 2 (40.0) 0 (0.0)
Ethnicity, n (%)
n 6 1 5 0
Not Hispanic or Latino 5(83.3) 0(0.0) 5(100.0) 0 (0.0)
Unknown 1(16.7) 1 (100.0) 0(0.0) 0(0.0)
Race, n (%)
n 6 1 5 0
White 4 (66.7) 0 (0.0) 4 (80.0) 0 (0.0)
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Table 7: Patient Demographics, by Treatment Status (IPIG PNH Registry Study
Population)
All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizaumab
Patients® Treatmentc | Eculizumab | Treatment
(N=6) (N=1) Treatment! Unknown
(N=5) (N=0)
Asian 1(16.7) 0 (0.0) 1 (20.0) 0 (0.0)
Not known 1(16.7) 1 (100.0) 0(0.0) 0(0.0)
Age at enrollment (years)
n 6 1 5 0
Mean (SD) 48.3 (19.93) 32.0 (--) 51.6 (20.40) - (=)
Median (Q1, Q3) 39.5 (32.0, 32.0 (32.0, 41.0 (38.0, - (-, =)
70.0) 32.0) 70.0)
Age group at enrollment, n (%)
n 6 1 5 0
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
12 to <18 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
18 to <30 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
30 to <50 years 4 (66.7) 1 (100.0) 3 (60.0) 0 (0.0)
50 to <65 years 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
65+ years 2 (33.3) 0 (0.0) 2 (40.0) 0 (0.0)
Age at PNH disease start (years)?
n 6 1 5 0
Mean (SD) 44.7 (23.42) 14.0 (---) 50.8 (20.09) - (=)
Median (Q1, Q3) 38.5 (32.0, 14.0 (14.0, 40.0 (37.0, - (-, =)
70.0) 14.0) 70.0)
Age group at PNH disease start, n (%)
n 6 1 5 0
<2 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
2 to <12 years 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
12 to <18 years 1(16.7) 1 (100.0) 0(0.0) 0(0.0)
18 to <30 years 0(0.0) 0(0.0) 0(0.0) 0(0.0)
30 to <50 years 3 (50.0) 0 (0.0) 3 (60.0) 0(0.0)
50 to <65 years 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
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Table 7: Patient Demographics, by Treatment Status (IPIG PNH Registry Study
Population)
All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizaumab
Patients® Treatmentc | Eculizumab | Treatment
(N=6) (N=1) Treatment! Unknown
(N=5) (N=0)
65+ years 2 (33.3) 0 (0.0) 2 (40.0) 0 (0.0)
Years from PNH disease start to
enrollment
n 6 1 5 0
Mean (SD) 3.9 (7.42) 19.0 (---) 0.9 (0.65) - (--)
Median (Q1, Q3) 1.1 (0.3, 1.8) 19.0 (19.0, 1.1 (0.3, 1.1) - (-, =)
19.0)
Years from PNH disease start to
ravulizumab initiation
n 6 1 5 0
Mean (SD) 4.0 (7.42) 19.1 (---) 1.0 (0.60) - ()
Median (Q1, Q3) 1.1 (0.5, 1.8) 19.1 (19.1, 1.1 (0.5,1.1) - (-, =)
19.1)
Age at ravulizumab initiation (years)
n 6 1 5 0
Mean (SD) 48.5 (19.77) 33.0 (---) 51.6 (20.40) - (--)
Median (Q1, Q3) 39.5 (33.0, 33.0 (33.0, 41.0 (38.0, - (-, =)
70.0) 33.0) 70.0)
Age group at ravulizumab initiation, n
(%0)
n 6 1 5 0
<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2 to <12 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
12 to <18 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
18 to <30 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
30 to <50 years 4 (66.7) 1 (100.0) 3 (60.0) 0 (0.0)
50 to <65 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
65+ years 2 (33.3) 0 (0.0) 2 (40.0) 0 (0.0)

® PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and

date of first detected PNH clone.

b Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab
treatment history or because of a missing eculizumab discontinuation date.
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Table7: Patient Demographics, by Treatment Status (IPIG PNH Registry Study
Population)

¢ Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab

initiation.

4 Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Abbreviations: N/n = number of patients; IPIG = International PNH Interest Group; PNH = paroxysmal nocturnal

hemoglobinuria; Q1 = first quartile; Q3 = third quartile; SD = standard deviation

Source: Post-text Table 2 Analysis: IPIG

4.3. Disposition at Last Registry Follow-up Date

4.3.1. Alexion PNH Registry Dataset
Cumulative

As of the data cutoff date (06 Jan 2025), 466 (87.6%) out of 532 Ultomiris-treated participants
discontinued from the Alexion PNH Registry. These included 244 (81.1%) participants with
prior Soliris treatment, 153 (95.0%) participants without prior Soliris treatment, and 69 (98.6%)
participants with unknown prior Soliris treatment status.

Reasons for discontinuation were: participant died (20 [4.3%] participants); participant enrolled
in a clinical study of PNH treatment (19 [4.1%] participants), participant

choice (4 [0.9%] participants), participant was treated by another physician

(2 [0.4%] participants), participant received BMT (3 [0.6] participants), and other reasons

(210 [45.1%)] participants) (Table 8).

Other reasons for discontinuation included the following:

e site closure reported in 78 (43.33%) participants with prior Soliris treatment,
74 (41.11%) participants without prior Soliris treatment, and 28 (15.56%) participants
with unknown prior Soliris treatment and

e participant enrolled in a clinical study for PNH therapy, treated by ASPAVELI®, and
participant withdrew consent (1 participant, each, Listing 1
Analysis: Ravuema202501).

Analysis Period (06 Jan 2023 to 06 Jan 2025)

During the analysis period, 430 (87.2%) out of 493 Ultomiris-treated participants discontinued
from the Alexion PNH Registry. These included 224 (80.6%) participants with prior Soliris
treatment, 144 (94.7%) participants without prior Soliris treatment, and 62(98.4%) participants
with unknown prior Soliris treatment.

Reasons for discontinuation were: participant died and participant enrolled in a clinical study of
PNH treatment (12 [2.8%] participants, each), participant choice (1 [0.2%] participant), and
other reasons (197 [45.8%] participants) (Table 9).

Other reasons for discontinuation included the following:

e site closure reported in 78 (43.82%) participants with prior Soliris treatment,
74 (41.57%) participants without prior Soliris treatment, and 26 (14.61%) participants
with unknown prior Soliris treatment and
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e participant enrolled in a study for PNH therapy, treated by Aspaveli (1 participant).
(Listing 1.1 Analysis: Ravuema202501).

Table 8: Patient Disposition at Last Registry Follow-Up Date, Cumulative and by
Treatment Status (Ravulizumab Study Population)
All Prior Without Prior Prior
Ravulizumab Eculizumab Eculizumab Eculizumab
Patients® Treatment® Treatment* Treatment
(N=532) (N=301) (N=161) Unknown
(N=70)
Registry discontinuation, n
(%)
n 532 301 161 70
No 66 (12.4) 57 (18.9) 8(5.0) 1(1.4)
Yes 466 (87.6) 244 (81.1) 153 (95.0) 69 (98.6)
Reported reason for
registry discontinuation, n
(%)
n 466 244 153 69
Patient choice 4(0.9) 1(0.4) 3(2.0) 0 (0.0)
Patient received a bone 3(0.6) 1(0.4) 1 (0.7) 1(1.4)
marrow transplant
Patient is being treated 2(0.4) 1(0.4) 1 (0.7) 0(0.0)
by another physician
Patient enrolled in a 19 (4.1) 15 (6.1) 3(2.0) 1(1.4)
clinical trial of PNH
treatment
Patient died 20 (4.3) 93.7 10 (6.5) 1(1.4)
Enrollment in the IPIG 207 (44.4) 124 (50.8) 53 (34.6) 30 (43.5)
PNH Registry
Other 210 (45.1) 93 (38.1) 81 (52.9) 36 (52.2)
Unknown 1(0.2) 0 (0.0) 1(0.7) 0 (0.0

@ Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab

treatment history or because of a missing eculizumab discontinuation date.

b Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab
initiation. There were 27 patients who discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

¢ Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.
Abbreviations: N/n = number of patients; IPIG = International PNH Interest Group; PNH = paroxysmal nocturnal

hemoglobinuria

Source: Post-text Table 3.1 Analysis: Ravuema202501
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Table 9:

12 Jun 2025

Patient Disposition at Last Registry Follow-Up Date, During the Analysis

Period and by Treatment Status? (Ravulizumab Study Population)

All Prior Without Prior Prior
Ravulizumab Eculizumab Eculizumab Eculizumab
Patients® Treatment* Treatmentd Treatment
(N=493) (N=278) (N=152) Unknown
(N=63)
Registry discontinuation, n
(%0)
n 493 278 152 63
No 63 (12.8) 54 (19.4) 8(5.3) 1(1.6)
Yes 430 (87.2) 224 (80.6) 144 (94.7) 62 (98.4)
Reported reason for
registry discontinuation, n
(%)
n 430 224 144 62
Patient choice 1(0.2) 1(0.4) 0 (0.0) 0 (0.0
Patient received a bone 0(0.0) 0(0.0) 0 (0.0) 0 (0.0
marrow transplant
Patient is being treated 0 (0.0) 0 (0.0) 0(0.0) 0(0.0)
by another physician
Patient enrolled in a 12 (2.8) 10 (4.5) 2(1.4) 0(0.0)
clinical trial of PNH
treatment
Patient died 12 (2.8) 4(1.8) 8(5.6) 0 (0.0
Enrollment in the IPIG 207 (48.1) 124 (55.4) 53 (36.8) 30 (48.4)
PNH Registry
Other 197 (45.8) 85(37.9) 80 (55.6) 32 (51.6)
Unknown 1(0.2) 0(0.0) 1(0.7) 0(0.0)

2 Includes patients actively enrolled in the registry during the analysis period, which covers the time period from

06 Jan 2023 to 06 Jan 2025.

b Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab

treatment history or because of a missing eculizumab discontinuation date.

¢ Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab
initiation. There were 24 patients who discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

4 Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.
Abbreviations: N/n = number of patients; IPIG = International PNH Interest Group; PNH = paroxysmal nocturnal

hemoglobinuria

Source: Post-text Table 3.2 Analysis: Ravuema202501
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4.3.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), 1 (1.6%) out of 62 Ultomiris-treated participants
discontinued from the IPIG PNH Registry. These included 1 (2.1%) participant with prior Soliris
treatment. No participants without prior Soliris treatment or with unknown prior Soliris treatment
discontinued from the IPIG PNH Registry.

Reason for discontinuation was participant died (1 [100%] participant) (Table 10, Listing 1
Analysis: IPIG).

Table 10: Patient Disposition at Last Registry Follow-Up Date, by Treatment Status
(Ravulizumab Study Population)

All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizumab
Patients® Treatment® | Eculizumab | Treatment
(N=62) (N=47) Treatment* Unknown
(N=14) (N=1)
Registry discontinuation, n (%)
N 62 47 14 1
No 61 (98.4) 46 (97.9) 14 (100.0) 1 (100.0)
Yes 1(1.6) 1(2.1) 0 (0.0) 0 (0.0)
Reported reason for registry
discontinuation, n (%)
N 1 1 0 0
The patient (or legally authorized 0(0.0) 0(0.0) 0(0.0) 0(0.0)
representative) requests
discontinuation from the PNH registry
for any reason
Lost to follow-up 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Subject withdrawal of consent 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Death of patient 1 (100.0) 1 (100.0) 0 (0.0) 0 (0.0)
Bone marrow transplant 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Other reason 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0)

2 Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab
treatment history or because of a missing eculizumab discontinuation date.

b Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab
initiation.

¢ Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Abbreviations: N/n = number of patients; PNH = paroxysmal nocturnal hemoglobinuria

Source: Post-text Table 3 Analysis: IPIG
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4.4. Ultomiris Treatment Information

4.4.1. Alexion PNH Registry Dataset
Cumulative

Out of 532 participants treated with Ultomiris, 62 (11.7%) participants discontinued treatment
with Ultomiris. The reasons for discontinuation included physician decision and death

(10 [16.1%] participants each); cost or access consideration and AE (1 [1.6%] participant each);
lack of efficacy (9 [14.5%] participants); switch to other anticomplement treatment

(15 [24.2%] participants); due to participant choice (3 [4.8%] participants), switch to Soliris IV
(5 [8.1%] participants) and unknown reason (8 [12.9%] participants) (Post-text Table 4.1

and Listing 2 Analysis: Ravuema202501).

A total of 481 out of 532 participants treated with Ultomiris reported receipt of meningococcal
vaccine prior to the start of Ultomiris treatment (Post-text Table 5.1 Analysis: Ravuema202501).

The majority of Ultomiris-treated participants (337 [67.1%]) out of 502 participants with
analyzable data) received the first dose of Ultomiris 2700 mg. Out of 505 participants who
received subsequent doses of Ultomiris as of the data cutoff date, 294 (58.2%) participants
received all subsequent doses that were > 3300 to < 3600 mg every 8 weeks. There were

74 (14.7%) participants who had subsequent doses categorized as “other” or “unknown”. A total
of 337 (66.7%) participants out of 505 participants with analyzable data received a last dose of
3300 mg Ultomiris. There were 12 (2.4%) participants who received a last dose of Ultomiris
categorized as “other” (Post-text Table 5.1 Analysis: Ravuema202501).

Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 493 participants treated with Ultomiris, 46 (9.3%) participants discontinued treatment
with Ultomiris. The reasons for discontinuation included physician decision and lack of
efficacy (7 [15.2%]) participants each); death (6 [13.0%]); AE (1 [2.2%]); switch to other
anticomplement treatment (14 [30.4%]) participants; due to participant choice and switch to
Soliris IV (2 [4.3%] participants each); and unknown reason (7 [15.2%] participants)
(Post-text Table 4.2 and Listing 2.1 Analysis: Ravuema202501).

A total of 442 out of 493 participants treated with Ultomiris reported receipt of meningococcal
vaccines prior to the start of Ultomiris treatment (Post-text Table 5.2 Analysis:
Ravuema202501).

The majority of Ultomiris-treated participants (316 [67.5%]) out of 468 participants with
analyzable data) received the first dose of Ultomiris 2700 mg. Out of 470 participants who
received subsequent doses of Ultomiris, 279 (59.4%) received doses that

were > 3300 to < 3600 mg every 8 weeks. There were 65 (13.8%) participants who had
subsequent doses categorized as “other” or “unknown”. Among the 473 participants with
analyzable data, 318 (67.2%) participants received a last dose of 3300 mg Ultomiris. There were
11 (2.3%) participants who received a last dose of Ultomiris categorized as “other”

(Post-text Table 5.2 Analysis: Ravuema202501).
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4.4.2. IPIG PNH Registry Dataset

Out of 62 participants treated with Ultomiris, 1 (1.6%) participant discontinued treatment with
Ultomiris. The reason for discontinuation was physician decision. No record of discontinuation
was reported for 61 (98.4%) participants (Post-text Table 4 and Listing 2 Analysis: IPIG).

Ultomiris treatment information for the 56 participants who transitioned from the Alexion PNH
registry to the IPIG PNH Registry (ie, Alexion PNH Registry study population as described in
Section 3.2.1.1) have been previously documented (Section 4.4.1, Post-text Table 5.1 and
Post-text Table 5.2 Analysis: Ravuema202501). In contrast, Post-text Table 5 Analysis: IPIG
exclusively presents Ultomiris treatment information for the 6 participants who initiated
Ultomiris on or after enrollment in the IPIG PNH Registry (ie, IPIG PNH Registry study
population as described in Section 3.2.1.2) as of the data cutoff date (13 Jan 2025).

All 6 participants treated with Ultomiris reported receipt of meningococcal vaccines prior to the
start of Ultomiris treatment (Post-text Table 5 Analysis: IPIG).

The majority of Ultomiris-treated participants (4 [66.7%]) out of 6 participants with analyzable
data) received the first dose of Ultomiris 3300 mg. No participants received any subsequent
doses of Ultomiris (< 3000 mg to > 3600 mg every 8 weeks) (Post-text Table 5 Analysis: IPIG).

4.5. Durations of Follow-up

4.5.1. Alexion PNH Registry Dataset
Cumulative

The mean (SD) duration from enrollment to last Registry follow-up was 9.4 (4.19) years for all
Ultomiris-treated participants. The mean (SD) duration from enrollment to last Registry
follow-up was 10.1 (3.70) years for participants with prior Soliris treatment, 8.0 (4.67) years for
participants without prior Soliris treatment, and 9.2 (4.31) years for participants with unknown
prior Soliris treatment. The mean (SD) duration of Ultomiris treatment follow-up was

2.2 (1.37) years for all Ultomiris-treated participants. The mean (SD) duration of Ultomiris
treatment follow-up was 2.6 (1.27) years for participants with prior Soliris treatment,

1.6 (1.2) years for participants without prior Soliris treatment, and 1.9 (1.55) years for
participants with unknown prior Soliris treatment (Post-text Table 6.1

Analysis: Ravuema202501).

Analysis Period (06 Jan 2023 to 06 Jan 2025)

The mean (SD) duration of follow-up during the analysis period was 1.2 (0.35) years for all
Ultomiris-treated participants. The mean (SD) duration of follow-up during the analysis period
was 1.2 (0.35) years for participants with prior Soliris treatment, 1.2 (0.31) years for participants
without prior Soliris treatment, and 1.2 (0.39) years for participants with unknown prior Soliris
treatment. The mean (SD) duration of Ultomiris treatment during the analysis period was

1.1 (0.42) years for all Ultomiris-treated participants. The mean (SD) duration of Ultomiris
treatment during the analysis period was 1.2 (0.40) years for participants with prior Soliris
treatment, 1.0 (0.40) year for participants without prior Soliris treatment, and 1.1 (0.51) years for
participants with unknown prior Soliris treatment (Post-text Table 6.2

Analysis: Ravuema202501).
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4.5.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), the mean (SD) duration from enrollment to last Registry
follow-up was 0.4 (0.14) years for all Ultomiris-treated participants. The mean (SD) duration
from enrollment to last Registry follow-up was 0.4 (0.14) years for participants with prior Soliris
treatment, 0.5 (0.12) years for participants without prior Soliris treatment, and 0.3 (not
applicable) years for the participant with unknown prior Soliris treatment. The mean (SD)
duration of Ultomiris treatment follow-up was 2.8 (0.98) years for all Ultomiris-treated
participants inclusive of treatment data from the Alexion PNH Registry. The mean (SD) duration
of Ultomiris treatment follow-up was 3.1 (0.61) years for participants with prior Soliris
treatment, 1.9 (1.43) years for participants without prior Soliris treatment, and 2.7 (not
applicable) years for the participant with unknown prior Soliris treatment (Post-text Table 6
Analysis: IPIG).

4.6. Vital Status at Last Registry Follow-up

4.6.1. Alexion PNH Registry Dataset
Cumulative

At the last Registry follow-up date, there were 20 (3.8%) deaths reported in

532 Ultomiris-treated participants (Post-text Table 7.1 Analysis: Ravuema202501). This result
encompasses deaths that occurred during both treated and untreated time periods. These included
9 (3.0%) out of 301 participants with prior Soliris treatment, 10 (6.2%) out of 161 participants
without prior Soliris treatment, and 1 (1.4%) out of 70 participants with unknown prior Soliris
treatment.

Analysis Period (06 Jan 2023 to 06 Jan 2025)

At the last Registry follow-up date, there were 12 (2.4%) deaths reported in

493 Ultomiris-treated participants (Post-text Table 7.2 Analysis: Ravuema202501). These
included 4 (1.4%) out of 278 participants with prior Soliris treatment and 8 (5.3%) out of
152 participants without prior Soliris treatment. No deaths were reported in participants with
unknown prior Soliris treatment.

4.6.2. IPIG PNH Registry Dataset

At the last Registry follow-up date, there was 1 (1.6%) death reported in 6 Ultomiris-treated
participants (Post-text Table 7 Analysis: IPIG), including 1 (2.1%) out of 47 participants with
prior Soliris treatment. No death was reported in 14 participants without prior Soliris treatment
and no death were reported in the participant with unknown prior Soliris treatment as of the data
cutoff date (13 Jan 2025).
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4.7. Targeted Clinical and Safety Events

4.7.1. Reportable Adverse Events (SAEs and Special Events)
4.7.1.1. Death

4.7.1.1.1. Alexion PNH Registry Dataset

Cumulative

12 Jun 2025

A total of 17 deaths were reported during Ultomiris treatment and 78 deaths were reported in
those treated only with Soliris. No deaths were reported in 252 participants with untreated
person-time while untreated and in 299 participants treated with Soliris prior to Ultomiris. These
results only include deaths that occurred during Ultomiris-treated time.

The estimated death rate was 1.5 per 100 person-years (95% CI: 0.9, 2.4) in participants while
treated with Ultomiris and 2.4 per 100 person-years (95% CI: 1.9, 3.0) in participants treated
only with Soliris (Table 11). For further details, see Listing 3 Analysis: Ravuema202501.

Analysis Period (06 Jan 2023 to 06 Jan 2025)

A total of 10 deaths were reported during Ultomiris treatment and 3 deaths were reported in
those treated with Soliris only. No deaths were reported in 23 participants with untreated
person-time while untreated and in 14 participants treated with Soliris prior to Ultomiris.

The estimated death rate was 2.0 per 100 person-years (95% CI: 1.1, 3.7) in participants while
treated with Ultomiris and 3.5 per 100 person-years (95% CI: 1.1, 10.8) in participants treated
only with Soliris (Table 12). For further details, see Listing 3.1 Analysis: Ravuema202501.

Table 11: Rates of Death, Cumulative and by Exposure Period (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 709
Number of patients with events 0 0 17 78
Incidence (percent of population at 0.0 0.0 32 11.0
risk, %)
Number of events 0 0 17 78
Person-years 609.7 2181.6 1155.4 3256.6
Rate per 100 person-years 0.0 0.0 1.5 2.4
Estimated rate per 100 person-years? n/a n/a 1.5 2.4
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12 Jun 2025

Table 11: Rates of Death, Cumulative and by Exposure Period (Study Population)
Patients Treated with | Treated with Treated

with Eculizumab | Ravulizumab with

Untreated (Prior to (N=532) Eculizumab

Person Ravulizumab Only

Time Switch) (N=713)
(N=252) (N=301)

95% CI (n/a) (n/a) (0.9,2.4) (1.9,3.0)

2 Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; n/a = not available; N/n = number of patients
Source: Post-text Table 21.1 Analysis: Ravuema202501

Table 12: Rates of Death, During the Analysis Period and by Exposure Period?
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person Time | Ravulizumab Only
(N=239) Switch) (N=104)
(N=278)
All patients
Total patients at risk 23 14 452 77
Number of patients with events 0 0 10 3
Incidence (percent of population at 0.0 0.0 2.2 3.9
risk, %)
Number of events 0 0 10 3
Person-years 9.7 5.6 500.0 86.0
Rate per 100 person-years 0.0 0.0 2.0 3.5
Estimated rate per 100 person- n/a n/a 2.0 3.5
years®
95% CI (n/a) (n/a) (1.1,3.7) (1.1, 10.8)

 The analysis period was from 06 Jan 2023 to 06 Jan 2025.

b Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; n/a = not available; N/n = number of patients
Source: Post-text Table 21.2 Analysis: Ravuema202501

4.7.1.1.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), 1 participant died while treated with Ultomiris
(Listing 3 Analysis: IPIG). Details are provided in Section 4.7.2.3.2.
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4.7.1.2.  Serious Adverse Events and Special Events

4.7.1.2.1. Alexion PNH Registry Dataset

Of the 532 participants treated with Ultomiris in this Registry as of 06 Jan 2025, a total of

257 SAEs were reported in 119 participants (211 SAEs in 90 participants with prior Soliris
treatment, 31 SAEs in 22 participants without prior Soliris treatment, and 15 SAEs in

7 participants with unknown treatment status). Of these, 236 SAEs in 112 participants required
hospitalization (196 SAEs in 85 participants with prior Soliris treatment, 26 SAEs in

20 participants without prior Soliris treatment, and 14 SAEs in 7 participants with unknown
treatment status). A total of 13 SAEs in 10 participants were categorized as fatal. Details of these
SAEs that occurred in Ultomiris-treated participants enrolled in the Alexion PNH Registry as of
06 Jan 2025 are presented in Listing 14 Analysis: Ravuema202501. These reported SAEs did not
reveal any new safety concerns.

One SAE of hemolytic crisis reported in 1 participant was considered as a special event due to
lack of therapeutic efficacy. The outcome of this event was reported as resolved.

4.7.1.2.2. TPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), out of the 62 participants treated with Ultomiris, a total
of 4 SAEs were reported in 4 participants (3 SAEs [acute cardiac failure, pyrexia, and worsening
of gallstone disease] in 3 participants with prior Soliris treatment and 1 SAE [prostate cancer] in
1 participant without prior Soliris treatment). The SAEs, acute cardiac failure (1 participant;
Section 4.7.2.3.2) had fatal outcome; prostate cancer (1 participant, Section 4.7.2.4.2) had the
outcome reported as not resolved; and pyrexia and worsening of gallstone disease (1 participant,
each) which had the outcomes reported as resolved (Post-text Table 8.2 and Listing 14

Analysis: IPIG).

4.7.2. Targeted Clinical Events

Safety events in this analysis were stratified by exposure period during Registry follow-up- as
described in Section 3.3.1.

4.7.2.1. Thrombotic Events

4.7.2.1.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 18 TEs were reported in

16 participants while untreated. Out of 299 participants treated with Soliris prior to Ultomiris at
risk, 15 TEs were reported in 15 participants while treated with Soliris. Out of 525 participants at
risk, 4 TEs were reported in 3 participants while treated with Ultomiris. Out of 711 participants
treated only with Soliris at risk, 21 TEs were reported in 19 participants (Table 13).

The adjusted TE rate was 4.2 per 100 person-years (95% CI: 2.4, 7.1) in participants with
untreated person-time while untreated, 0.7 per 100 person-years (95% CI: 0.3, 1.3) in
participants treated with Soliris prior to Ultomiris, 0.5 per 100 person-years (95% CI: 0.2, 1.4) in
participants while treated with Ultomiris, and 0.7 per 100 person-years (95% CI: 0.4, 1.2) in
participants treated only with Soliris (Table 13).
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Table 13: Adjusted Rates of Thrombotic Events, Cumulative and by Exposure
Period (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 16 15 3 19
Incidence (percent of population at 6.3 5.0 0.6 2.7
risk, %)
Number of events 18 15 4 21
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 3.0 0.7 0.3 0.6
Adjusted rate per 100 person-years? 4.2 0.7 0.5 0.7
95% CI (2.4,7.1) (0.3, 1.3) 0.2, 1.4) (0.4,1.2)

2 Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the

following covariates: age at Baseline, gender, LDH at Baseline, and history of MAVEs at Baseline.

b Baseline is defined as the enrollment date for ‘patients with untreated person-time’ and the ravulizumab treatment
initiation date for patients in ‘treated with ravulizumab’ group. For patients included in the group of ‘treated with
eculizumab (prior to ravulizumab switch)’ and ‘treated with eculizumab only’, Baseline is the eculizumab treatment
initiation date.

Abbreviations: CI = confidence interval, LDH = lactate dehydrogenase; MAVE = major adverse vascular event;

N = number of patients

Source: Post-text Table 11.1.2 Analysis: Ravuema202501

Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 23 participants with untreated person-time at risk, 1 TE was reported in 1 participant
while untreated. Out of 14 participants treated with Soliris prior to Ultomiris at risk, no TEs were
reported in any participant while treated with Soliris. Out of 452 participants at risk, 2 TEs were
reported in 1 participant while treated with Ultomiris. Out of 78 participants treated only with
Soliris at risk, no TEs were reported in any participant while treated only with Soliris.

The estimated TE rate was 10.3 per 100 person-years (95% CI: 1.5, 73.4) in participants while
untreated, 0.4 per 100 person-years (95% CI: 0.1, 1.6) in participants while treated with
Ultomiris (Table 14).
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Table 14: Rates of Thrombotic Events, During the Analysis Period and by Exposure
Period? (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 1 0 1 0
Incidence (percent of population at 4.3 0.0 0.2 0.0
risk, %)
Number of events 1 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 0.4 0.0
Estimated rate per 100 person-years® 10.3 n/a 0.4 n/a
95% CI (1.5,73.4) (n/a) (0.1, 1.6) (n/a)

2 The analysis period is from 06 Jan 2023 to cutoff date 06 Jan 2025.
b Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; N = number of patients
Source: Post-text Table 11.1.3 Analysis: Ravuema202501

4.7.2.1.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), no TEs were reported (Post-text Table 8.2

Analysis: IPIG).

4.7.2.2. Non-thrombotic Major Adverse Vascular Events
4.7.2.2.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 8 non-TE MAVEs were reported in
7 participants while untreated. Out of 299 participants treated with Soliris prior to Ultomiris at
risk, 4 non-TE MAVEs were reported in 4 participants while treated with Soliris. Out of 525
participants at risk, 2 non-TE MAVEs were reported in 2 participants while treated with
Ultomiris. Out of 711 participants treated only with Soliris at risk, 15 non-TE MAVEs were
reported in 13 participants while treated only with Soliris.

The adjusted non-TE MAVE rate was 1.7 per 100 person-years (95% CI: 0.7, 3.9) in participants
with untreated person-time while untreated, 0.1 per 100 person-years (95% CI: 0.0, 0.5) in
participants treated with Soliris prior to Ultomiris, 0.3 per 100 person-years (95% CI: 0.1, 1.3) in
participants while treated with Ultomiris, and 0.4 per 1 00 person-years (95% CI: 0.2, 0.7) in
participants treated only with Soliris (Table 15).
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Table 15: Adjusted Rates of Non-Thrombotic Major Adverse Vascular Events,
Cumulative and by Exposure Period (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 7 4 2 13
Incidence (percent of population at 2.8 1.3 0.4 1.8
risk, %)
Number of events 8 4 2 15
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 1.3 0.2 0.2 0.5
Adjusted rate per 100 person-years? 1.7 0.1 0.3 0.4
95% CI (0.7,3.9) (0.0, 0.5) (0.1, 1.3) (0.2,0.7)

2 Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the
following covariates: age at Baseline, gender, LDH at Baseline, and history of MAVEs at Baseline.

b Baseline is defined as the enrollment date for ‘patients with untreated person-time’ and the ravulizumab treatment
initiation date for patients in ‘treated with ravulizumab’ group. For patients included in the group of ‘treated with
eculizumab (prior to ravulizumab switch)’ and ‘treated with eculizumab only’, Baseline is the eculizumab treatment
initiation date.

Abbreviations: CI = confidence interval, LDH = lactate dehydrogenase; MAVE = major adverse vascular event;

N = number of patients

Source: Post-text Table 11.2.2 Analysis: Ravuema202501

Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 452 participants treated with Ultomiris at risk, 1 non-TE MAVE was reported in 1
participant while treated with Ultomiris and out of the 78 participants treated only with Soliris at
risk, 1 non-TE MAVE was reported in 1 participant while treated only with Soliris. No non-TE
MAVESs were reported in 23 participants with untreated person-time at risk and 14 participants
treated with Soliris prior to Ultomiris at risk.

The estimated non-TE MAVE rate was 0.2 per 100 person-years (95% CI: 0.0, 1.4) in
participants while treated with Ultomiris and 1.2 per 100 person-years (95% CI: 0.2, 8.2) in
participants treated only with Soliris (Table 16).
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Table 16: Rates of Non-Thrombotic Major Adverse Vascular Events, During the
Analysis Period and by Exposure Period® (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 0 0 1 1
Incidence (percent of population at 0.0 0.0 0.2 1.3
risk, %)
Number of events 0 0 1 1
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.2 1.2
Estimated rate per 100 person-years® n/a n/a 0.2 1.2
95% CI (n/a) (n/a) (0.0, 1.4) (0.2,8.2)

2 The analysis period is from 06 Jan 2023 to cutoff date 06 Jan 2025.
b Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; n/a = not available; N = number of patients
Source: Post-text Table 11.2.3 Analysis: Ravuema202501

4.7.2.2.2. TPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), no non-TE MAVEs were reported (Post-text Table 8.2
Analysis: IPIG).

4.7.2.3. Major Adverse Vascular Events
4.7.2.3.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 26 MAVEs were reported in

22 participants while untreated. Out of 299 participants treated with Soliris prior to Ultomiris at
risk, 19 MAVEs were reported in 19 participants while treated with Soliris prior to Ultomiris.
Out of 525 participants treated with Ultomiris at risk, 6 MAVEs were reported in 5 participants
while treated with Ultomiris. Out of 711 participants treated only with Soliris at risk, 36 MAVEs
were reported in 31 participants while treated only with Soliris (Table 17).

The adjusted MAVE rates were 5.9 per 100 person-years (95% CI: 3.7, 9.2) in participants with
untreated person-time while untreated, 0.8 per 100 person-years (95% CI: 0.4, 1.5) in
participants treated with Soliris prior to Ultomiris, 0.8 per 100 person-years (95% CI: 0.4, 1.9) in
participants while treated with Ultomiris, and 1.1 per 100 person-years (95% CI: 0.7, 1.6) in
participants treated only with Soliris (Table 17; Listing 4 Analysis: Ravuema202501).
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Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 23 participants with untreated person-time at risk, 1 MAVE was reported in 1 participant
while untreated. Out of 14 participants treated with Soliris prior to Ultomiris at risk, no MAVE
were reported while treated with Soliris prior to Ultomiris. Out of 452 participants treated with
Ultomiris at risk, 3 MAVEs were reported in 2 participants while treated with Ultomiris. Out of
78 participants treated only with Soliris at risk, 1 MAVE was reported in 1 participant while
treated only with Soliris.

The estimated MAVE rates were 10.3 per 100 person-years (95% CI: 1.5, 73.4) in participants
with untreated person-time while untreated, 0.6 per 100 person-years (95% CI: 0.2 1.9) in
participants while treated with Ultomiris, and 1.2 per 100 person-years (95% CI: 0.2, 8.2) in
participants treated only with Soliris (Table 18 and Listing 4 Analysis: Ravuema202501).

4.7.2.3.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), 1 MAVE (acute cardiac failure) was reported in
1 participant while treated with Ultomiris. The outcome was reported as fatal (Listing 4
Analysis: IPIG).

Table 17: Adjusted Rates of Major Adverse Vascular Events, Cumulative and by
Exposure Period® (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 22 19 5 31
Incidence (percent of population at 8.7 6.4 1.0 4.4
risk, %)
Number of events 26 19 6 36
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 4.3 0.9 0.5 1.1
Adjusted rate per 100 person-years? 5.9 0.8 0.8 1.1
95% CI (3.7,9.2) (0.4, 1.5) (0.4,1.9) (0.7, 1.6)

2 Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the
following covariates: age at Baseline, gender, LDH at Baseline, and history of MAVEs at Baseline.

b Baseline is defined as the enrollment date for ‘patients with untreated person-time’ and the ravulizumab treatment
initiation date for patients in ‘treated with ravulizumab’ group. For patients included in the group of ‘treated with
eculizumab (prior to ravulizumab switch)’ and ‘treated with eculizumab only’, Baseline is the eculizumab treatment
initiation date.

Abbreviations: CI = confidence interval; LDH = lactate dehydrogenase; MAVE = major adverse vascular event;

N = number of patients

TeSource: Post-text Table 11.2 Analysis: Ravuema202501
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Table 18: Rates of Major Adverse Vascular Events, During the Analysis Period and
by Exposure Period? (Study Population)
Patients with Treated with Treated with Treated with
Untreated Eculizumab Ravulizumab Eculizumab Only
Person-Time (Prior to (N=493) (N=104)
(N=239) Ravulizumab
Switch)
(N=278)
All patients
Total patients at 23 14 452 78
risk
Number of patients 1 0 2 1
with events
Incidence (percent 4.3 0.0 0.4 1.3
of population at risk,
%0)
Number of events 1 0 3 1
Person-years 9.7 5.6 500.0 86.2
Rate per 100 10.3 0.0 0.6 1.2
person-years
Estimated rate per 10.3 n/a 0.6 1.2
100 person-years®
95% CI (1.5,73.4) (n/a) (0.2,1.9) (0.2,8.2)

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.
b Poisson regression estimate of incidence density.

Abbreviations: CI = confidence interval; n/a = not available; N = number of patients
Source: Post-text Table 11.3 Analysis: Ravuema202501

4.7.2.4. Malignancy
4.7.2.4.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 4 malignancies were reported in

4 participants while untreated. Out of 299 participants treated with Soliris prior to Ultomiris at
risk, 19 malignancies were reported in 17 participants while treated only with Soliris (Table 19).
Out of 525 participants at risk, 21 malignancies were reported in 19 participants while treated
with Ultomiris. These 21 malignancies included solid tumor reported in 14 (66.7%) participants
(mostly colorectal, non-malignant skin cancer [NMSC], and other: 2 [9.5%] participants each)
and hematologic malignancy reported in 7 (33.3%) participants (mostly myelodysplastic
syndrome [MDS]: 5 [23.8%] participants) (Post-text Table 12.5 Analysis: Ravuema202501).

The adjusted reported malignancy rate was 0.5 per 100 person-years (95% CI: 0.2, 1.3) in
participants with untreated person-time while untreated, 0.7 per 100 person-years
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(95% CI: 0.4, 1.1) in participants treated with Soliris prior to Ultomiris, 0.9 per 100 person-years
(95% CI: 0.6, 1.5) in participants while treated with Ultomiris, and 1.0 per 100 person-years
(95% CI: 0.7, 1.4) in participants treated only with Soliris (Table 19).

The adjusted reported hematologic malignancy rate was 0.0 per 100 person-years

(95% CI: 0.0, 0.0) in participants with untreated person-time while untreated, 0.1 per

100 person-years (95% CI: 0.0, 0.4) in participants treated with Soliris prior to Ultomiris, 0.4 per
100 person-years (95% CI: 0.2, 0.8) in participants while treated with Ultomiris, and 0.5 per

100 person-years (95% CI: 0.3, 0.8) in participants treated only with Soliris

(Post-text Table 12.1.2 Analysis: Ravuema202501).

Out of 252 participants with untreated person-time at risk, 3 confirmed malignancies were
reported in 3 participants while untreated. Out of 299 participants treated with Soliris prior to
Ultomiris at risk, 18 confirmed malignancies were reported in 16 participants while treated with
Soliris. Out of 525 participants at risk, 21 confirmed malignancies were reported in

19 participants while treated with Ultomiris and out of 711 participants treated only with Soliris
at risk, 45 confirmed malignancies were reported in 40 participants (Table 19).

The adjusted confirmed malignancy rate was 0.3 per 100 person-years (95% CI: 0.1, 1.1) in
participants with untreated person-time while untreated, 0.6 per 100 person-years

(95% CI: 0.4, 1.0) in participants treated with Soliris prior to Ultomiris, 0.9 per 100 person-years
(95% CI: 0.5, 1.5) in participants while treated with Ultomiris, and 0.9 per 100 person-years
(95% CI: 0.7, 1.3) in participants treated only with Soliris (Table 19).

The adjusted confirmed hematologic malignancy rate was 0.0 per 100 person-years

(95% CI: 0.0, 0.0) in participants with untreated person-time while untreated, 0.1 per

100 person-years (95% CI: 0.0, 0.4) in participants treated with Soliris prior to Ultomiris, 0.4 per
100 person-years (95% CI: 0.2, 0.8) in participants while treated with Ultomiris, and 0.5 per

100 person-years (95% CI: 0.3, 0.8) in participants treated only with Soliris

(Post-text Table 12.1.2 Analysis: Ravuema202501).

Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 23 participants with untreated person-time at risk, 1 malignancy was reported in

1 participant while untreated. Out of 14 participants treated with Soliris prior to Ultomiris at risk,
malignancy was not reported while treated with Soliris (Table 20). Out of 452 participants at
risk, 7 malignancies were reported in 6 participants while treated with Ultomiris. These

7 malignancies included solid tumor reported in 5 (71.4%) participants (mostly colorectal:

2 [28.6%] participants) and hematologic malignancy reported in 2 (28.6%) participants (only
MDS) (Post-text Table 12.6 Analysis: Ravuema202501).

The estimated reported malignancy rate was 10.3 per 100 person-years (95% CI: 1.5, 73.4) in
participants with untreated person-time while untreated, 1.4 per 100 person-years

(95% CI: 0.7, 2.9) in participants while treated with Ultomiris, and 3.5 per 100 person-years
(95% CI: 1.1, 10.8) in participants treated only with Soliris.

Out of 23 participants with untreated person-time at risk, 1 confirmed malignancy was reported
in 1 participant while untreated. Out of 14 participants treated with Soliris prior to Ultomiris at
risk, no confirmed malignancy was reported while treated with Soliris. Out of 452 participants at
risk, 7 confirmed malignancies were reported in 6 participants while treated with Ultomiris. Out
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of 78 participants treated only with Soliris at risk, 3 confirmed malignancies were reported

in 3 participants.

The estimated confirmed malignancy rate was 10.3 per 100 person-years (95% CI: 1.5, 73.4) in
participants with untreated person-time while untreated, 1.4 per 100 person-years
(95% CI: 0.7, 2.9) in participants while treated with Ultomiris, and 3.5 per 100 person-years

(95% CI: 1.1, 10.8) in participants treated only with Soliris (Table 20 and Listing 5

Analysis: Ravuema202501).

Table 19: Adjusted Rates of Malignancy, Cumulative and by Exposure Period (Study
Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
All reported malignancy
Total patients at risk 252 299 525 711
Number of patients with events 4 17 19 40
Incidence (percent of population at 1.6 5.7 3.6 5.6
risk, %)
Number of events 4 19 21 45
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.7 0.9 1.8 1.4
Adjusted rate per 100 person-years? 0.5 0.7 0.9 1.0
95% CI (0.2, 1.3) 0.4,1.1) (0.6, 1.5) (0.7,1.4)
All confirmed malignancy
Total patients at risk 252 299 525 711
Number of patients with events 3 16 19 40
Incidence (percent of population at 1.2 5.4 3.6 5.6
risk, %)
Number of events 3 18 21 45
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.5 0.8 1.8 1.4
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Table 19: Adjusted Rates of Malignancy, Cumulative and by Exposure Period (Study
Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
Adjusted rate per 100 person-years? 0.3 0.6 0.9 0.9
95% CI (0.1, 1.1) (0.4, 1.0) (0.5, 1.5) (0.7, 1.3)

2 Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the
following covariates: age at Baseline, gender, and history of BMD at Baseline.
b Baseline is defined as the enrollment date for ‘patients with untreated person-time’ and the ravulizumab treatment
initiation date for patients in ‘treated with ravulizumab’ group. For patients included in the group of ‘treated with

eculizumab (prior to ravulizumab switch)’ and ‘treated with eculizumab only’, Baseline is the eculizumab treatment

initiation date.

Abbreviations: BMD = bone marrow disorder; CI = confidence interval; N = number of patients
Source: Post-text Table 12.2 Analysis: Ravuema202501

Table 20: Rates of Malignancy, During the Analysis Period and by Exposure Period?*
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
All reported malignancy
Total patients at risk 23 14 452 78
Number of patients with events 1 0 6 3
Incidence (percent of population at 4.3 0.0 1.3 3.8
risk, %)
Number of events 1 0 7 3
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 1.4 3.5
Estimated rate per 100 person-years® 10.3 n/a 1.4 3.5
95% CI (1.5,73.4) (n/a) (0.7,2.9) (1.1, 10.8)
All confirmed malignancy
Total patients at risk 23 14 452 78
Number of patients with events 1 0 6 3
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Table 20: Rates of Malignancy, During the Analysis Period and by Exposure Period?
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
Incidence (percent of population at 4.3 0.0 1.3 3.8
risk, %)
Number of events 1 0 7 3
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 1.4 3.5
Estimated rate per 100 person-years® 10.3 n/a 1.4 3.5
95% CI (1.5,73.4) (n/a) (0.7,2.9) (1.1, 10.8)

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.
b Poisson regression estimate of incidence density.

Abbreviations: CI = confidence interval; n/a = not available; N = number of patients
Source: Post-text Table 12.3 Analysis: Ravuema202501

4.7.2.4.2. IPIG PNH Registry Dataset

Malignancy results for the 56 participants who transitioned from the Alexion PNH registry to the
IPIG PNH Registry (ie, Alexion PNH Registry study population as described in Section 3.2.1.1)
have been previously documented (Section 4.7.2.4.1, Table 19, Table 20, and Listing 5

Analysis: Ravuema202501). In contrast, Listing 5 Analysis: IPIG exclusively presents
malignancy results for the 6 participants who initiated Ultomiris on or after enrollment in the
IPIG PNH Registry (ie, IPIG PNH Registry study population as described in Section 3.2.1.2) as

of the data cutoff date (13 Jan 2025).

Out of 6 participants treated with Ultomiris, malignancy (prostate cancer) was reported in
1 participant while treated with Ultomiris. The outcome was reported as not resolved (Listing 5

Analysis: IPIG).

4.7.2.5. Infection
4.7.2.5.1. Alexion PNH Registry Dataset
Cumulative

A total of 34 out of 252 participants with untreated person-time had infection, which were other
infection due to other organism (19 participants) and unknown organism (14 participants). A
total of 64 out of 301 participants treated with Soliris prior to Ultomiris had infection, which
were Neisseria infections (4 participants: meningococcal infection [3 participants; these
participants were all vaccinated; Table 21; Listing 6 and Listing 7 Analysis: Ravuema202501]
and unknown Neisseria spp infection [1 participant]) and other infection (59 participants: other
organism [28 participants] and unknown organism [31 participants]). A total of 58 out of 532
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participants treated with Ultomiris had infection, which were Neisseria spp infection

(1 participant: gonorrhea) and other infection (55 participants: other organism [38 participants]
and unknown organism [17 participants]). A total of 195 out of 713 participants treated only with
Soliris had infection, which were Neisseria spp infections (7 participants: meningococcal
infection [6 participants], gonorrhea [1 participant]); encapsulated bacterial infection

(5 participants: Haemophilus influenzae infection [4 participants] and streptococcus pneumonia
[1 participant]); Aspergillus spp infection (2 participants); and other infection (179 participants:
other organism [64 participants] and unknown organism [115 participants]; Table 21).

The adjusted reported infection rate was 5.4 per 100 person-years (95% CI: 3.8, 7.8) in
participants with untreated person-time while untreated, 3.0 per 100 person-years
(95% CI: 2.3, 3.9) in participants treated with Soliris prior to Ultomiris, 5.1 per 100 person-years
(95% CI: 3.8, 6.8) in participants while treated with Ultomiris, and 5.7 per 100 person-years

(95% CI: 4.8, 6.7) in participants treated only with Soliris (Table 22).

For further details, see Listing 6 and Listing 7 Analysis: Ravuema202501.
Analysis Period (06 Jan 2023 to 06 Jan 2025)

A total of 2 out of 239 participants with untreated person-time had infection, which were other
infection due to other organism. None out of 278 participants treated with Soliris prior to
Ultomiris had infection. A total of 29 out of 493 participants treated with Ultomiris had
infection, which was other infection (other organism [19 participants] and unknown organism
[10 participants]). A total of 6 out of 104 participants treated only with Soliris had other infection
(4 participants: other organism [1 participant] and unknown organism [3 participants]; 1
participant had streptococcus pneumonia infection Table 23). No Neisseria spp,
Haemophilus influenzae, or Aspergillus spp infections were reported during this period.

The estimated reported infection rate was 20.7 per 100 person-years (95% CI: 5.2, 82.7) in
participants with untreated person-time while untreated, 5.8 per 100 person-years
(95% CI: 4.0, 8.3) in participants while treated with Ultomiris, and 7.0 per 100 person-years
(95% CI: 3.1, 5.5) in participants treated only with Soliris (Table 24).

Table 21: Infection, Cumulative and by Exposure Period (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
Infections reported, n 34 64 58 195
Neisseria, n (%) 0 (0.0 4(6.3) 1(1.7) 7 (3.6)
Meningococcal, n (%) 0 (0.0) 34.7) 0 (0.0) 6(3.1)
Suspected meningococcal, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0)
Gonorrhea, n (%) 0 (0.0) 0 (0.0) 1(1.7) 1(0.5)
Other, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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Table 21: Infection, Cumulative and by Exposure Period (Study Population)

Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
Unknown, n (%) 0 (0.0) 1(1.6) 0 (0.0 0 (0.0)
Encapsulated bacteria?, n (%) 1(2.9) 0 (0.0) 0 (0.0) 5(2.6)
Streptococcus Pneumonia, n (%) 0(0.0) 0 (0.0) 0 (0.0) 1(0.5)
Haemophilus influenza, n (%) 1(2.9) 0 (0.0) 0 (0.0) 4(2.1)
Aspergillus, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 2 (1.0)
Other infection, n (%) 33(97.1) 59 (92.2) 55 (94.8) 179 (91.8)
Other organism, n (%) 19 (55.9) 28 (43.8) 38 (65.5) 64 (32.8)
Unknown organism, n (%) 14 (41.2) 31(48.4) 17 (29.3) 115 (59.0)

Note: The percentage is the percent of total number of infections reported for each exposure group.

a Streptococcus pneumoniae, Haemophilus influenzae only.

Abbreviation: N/n = number of patients

Source: Post-text Table 13.1 Analysis: Ravuema202501

Table 22: Adjusted Rates of Infection, Cumulative and by Exposure (Study

Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 20 42 46 113
Incidence (percent of population at 7.9 14.0 8.8 15.9
risk, %)
Number of events 34 64 58 195
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 5.6 2.9 5.0 6.0
Adjusted rate per 100 person-years? 5.4 3.0 5.1 5.7
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Table 22: Adjusted Rates of Infection, Cumulative and by Exposure (Study
Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=T713)
(N=252) (N=301)
95% CI (3.8,7.8) (2.3,3.9) (3.8, 6.8) (4.8, 6.7)

2 Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the
following covariates: age at Baseline, gender, history of aplastic anemia at Baseline, and use of immunosuppressive

concomitant mediation at Baseline.

® Baseline is defined as the enrollment date for ‘patients with untreated person-time’ and the ravulizumab treatment
initiation date for patients in ‘treated with ravulizumab’ group. For patients included in the group of ‘treated with
eculizumab (prior to ravulizumab switch)’ and ‘treated with eculizumab only’, Baseline is the eculizumab treatment

initiation date.

Abbreviations: CI = confidence interval; N = number of patients
Source: Post-text Table 14.2 Analysis: Ravuema202501

Table 23: Infection, During the Analysis Period and by Exposure Period* (Study
Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
Infections reported, n 2 0 29 6°
Neisseria, n (%) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
Meningococcal, n (%) 0(0.0) 0(0.0) 0(0.0) 0 (0.0)
Suspected meningococcal, n (%) 0(0.0) 0(0.0) 0(0.0) 0 (0.0)
Gonorrhea, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Other, n (%) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
Unknown, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0)
Encapsulated bacteria®, n (%) 0(0.0) 0(0.0) 0(0.0) 1(16.7)
Streptococcus Pneumonia, n (%) 0(0.0) 0(0.0) 0(0.0) 1(16.7)
Haemophilus influenza, n (%) 0(0.0) 0(0.0) 0(0.0) 0 (0.0)
Aspergillus, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Other infection, n (%) 2 (100.0) 0(0.0) 29 (100.0) 4 (66.7)
Other organism, n (%) 2(100.0) 0(0.0) 19 (65.5) 1(16.7)
Unknown organism, n (%) 0(0.0) 0(0.0) 10 (34.5) 3 (50.0)
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Table 23:
Population)

Note: The percentage is the percent of total number of infections reported for each exposure group.

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.
 One out of 6 participants had infection that could not be categorized and listed in this table.
¢ Streptococcus pneumoniae, Haemophilus influenzae only.

Abbreviations: N/n = number of patients

Source: Post-text Table 13.2 Analysis: Ravuema202501

12 Jun 2025

Infection, During the Analysis Period and by Exposure Period? (Study

Table 24: Rates of Infection, During the Analysis Period and by Exposure Period?
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 2 0 25 6
Incidence (percent of population at 8.7 0.0 5.5 7.7
risk, %)
Number of events 2 0 29 6
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 20.7 0.0 5.8 7.0
Estimated rate per 100 person-years® 20.7 n/a 5.8 7.0
95% CI (5.2, 82.7) (n/a) (4.0, 8.3) (3.1, 15.5)

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.

b Poisson regression estimate of incidence density.

Abbreviations: CI = confidence interval; n/a = not available; N = number of patients
Source: Post-text Table 14.3 Analysis: Ravuema202501

4.7.2.5.2. IPIG PNH Registry Dataset
As of the data cutoff date (13 Jan 2025), no infections were reported (Listing 6 Analysis: IPIG).

4.7.2.6. Bone Marrow Transplant
4.7.2.6.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 1 participant had 2 BMTs while
untreated. Out of 529 participants treated with Ultomiris at risk, 3 participants had 3 BMTs while
treated with Ultomiris. Out of 713 participants treated only with Soliris at risk, 33 participants
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had 33 BMTs. No BMTs were reported in 301 participants treated with Soliris prior to Ultomiris
at risk.

The estimated BMT rate was 0.3 per 100 person-years (95% CI: 0.1, 1.3) in participants with
untreated person-time while untreated, 0.3 per 100 person-years (95% CI: 0.1, 0.8) in
participants while treated with Ultomiris, and 1.0 per 100 person-years (95% CI: 0.7, 1.4) in
participants treated only with Soliris (Post-text Table 20.1 Analysis: Ravuema202501).

For further details, see Listing 13 Analysis: Ravuema202501.
Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 454 participants at risk, 1 participant had 1 BMT while treated with Ultomiris. No BMTs
were reported in 23 untreated participants at risk, 14 participants treated with Soliris (prior to
Ultomiris switch) at risk, and 78 participants treated only with Soliris at risk.

The estimated BMT rate was 0.2 per 100 person-years (95% CI: 0.0, 1.4) in participants while
treated with Ultomiris (Post-text Table 20.2 Analysis: Ravuema202501).

4.7.2.6.2. IPIG PNH Registry Dataset
As of the data cutoff date (13 Jan 2025), no BMTs were reported (Listing 13 Analysis: IPIG).

4.7.2.7. Pregnancy Outcomes During Follow-up

4.7.2.7.1. Alexion PNH Registry Dataset

During data collection, there was no differentiation between stillbirth and miscarriage.
Data on fetal outcomes were not collected.

Cumulative

The follow-up period was from Registry enrollment date to last untreated follow-up date for
participants with untreated person-time, from Soliris treatment start date to last Soliris.treated
follow-up date for participants previously treated with Soliris and Soliris only participants, and
from Ultomiris treatment start date to last Ultomiris-treated follow-up date for participants
treated with Ultomiris.

Out of 121 female participants with untreated person-time and with available data, 3 participants
reported 3 pregnancy outcomes of 1 miscarriage/stillbirth, 1 live birth, and 1 abortion while
untreated. Out of 147 female participants treated with Soliris prior to Ultomiris with available
data, 26 participants reported 45 pregnancy outcomes of which 34 (75.6%) were live births,

4 (8.9%) were reported as abortions, and 7 (15.6%) were reported as miscarriages/stillbirths
while treated with Soliris and prior to Ultomiris initiation. Out of 257 female participants with
available data, 2 participants reported 3 pregnancy outcomes of 2 live births and

1 miscarriage/stillbirth while treated with Ultomiris. Out of 391 female participants treated only
with Soliris with available data, 55 participants reported 85 pregnancy outcomes of 58 (68.2%)
live births, 9 (10.6%) abortions, 17 (20.0%) miscarriages/stillbirths, and 1 (1.2%) missing
outcomes.

Outcomes of pregnancy were reported for Ultomiris-treated female participants with available
data by exposure period (Post-text Table 19.1 and Listing 12 Analysis: Ravuema202501).
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Analysis Period (06 Jan 2023 to 06 Jan 2025)

The follow-up period was from registry enrollment date to last untreated follow-up date for
patients with untreated person-time, from Soliris treatment start date to last Soliris-treated
follow-up date for patients previously treated with Soliris and Soliris only patients, and from
Ultomiris treatment start date to last Ultomiris-treated follow-up date for patients treated with
Ultomiris.

Out of 56 female participants treated only with Soliris with available data, 2 participants reported
3 pregnancy outcomes of 1 (33.3%) live births, and 2 (66.7%) miscarriage/stillbirth. No
pregnancy outcome was reported for 116 participants with untreated person-time while
untreated, 133 participants treated with Soliris and prior to Ultomiris initiation, and 239
participants treated with Ultomiris.

Outcomes of pregnancy were reported for Ultomiris-treated female participants with available
data by exposure period (Post-text Table 19.2 and Listing 12 Analysis: Ravuema202501).

4.7.2.7.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), no pregnancy cases were reported (Listing 12
Analysis: IPIG).

4.7.2.8. Impaired Renal Function

4.7.2.8.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 23 participants had 31 IRF events
while untreated. Out of 299 participants treated with Soliris prior to Ultomiris at risk,

17 participants had 20 IRF events while treated with Soliris. Out of 525 participants at risk,

3 participants had 3 IRF events while treated with Ultomiris. Out of 712 participants treated only
with Soliris at risk, 45 participants had 55 IRF events.

The estimated IRF event rate was 5.1 per 100 person-years (95% CI: 3.6, 7.2) in participants
with untreated person-time while untreated, 0.9 per 100 person-years (95% CI: 0.6, 1.4) in
participants treated with Soliris prior to Ultomiris, 0.3 per 100 person-years (95% CI: 0.1, 0.8) in
participants while treated with Ultomiris, and 1.7 per 100 person-years (95% CI: 1.3, 2.2) in
participants treated only with Soliris (Table 25).

For further details, see Listing 8 Analysis: Ravuema202501.
Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 23 participants at risk, 2 participants had 2 events while untreated. Out of 452 participants
at risk, 2 participants had 2 IRF events while treated with Ultomiris. No IRF events were
reported in 14 participants treated with Soliris prior to Ultomiris at risk and in 78 participants
treated only with Soliris.

The estimated IRF event rate was 20.7 per 100 person-years (95% CI: 5.2, 82.7) in participants
with untreated person-time while untreated and 0.4 per 100 person-years (95% CI: 0.1, 1.6) in
participants while treated with Ultomiris (Table 26).
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Table 25: Rates of Impaired Renal Function, Cumulative and by Exposure Period
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 712
Number of patients with events 23 17 3 45
Incidence (percent of population at 9.1 5.7 0.6 6.3
risk, %)
Number of events 31 20 3 55
Person-years 609.7 2181.6 1155.4 32593
Rate per 100 person-years 5.1 0.9 0.3 1.7
Estimated rate per 100 person-years? 5.1 0.9 0.3 1.7
95% CI (3.6,7.2) (0.6, 1.4) (0.1, 0.8) (1.3,2.2)

2 Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; N = number of patients
Source: Post-text Table 15.1 Analysis: Ravuema202501

Table 26: Rates of Impaired Renal Function, During the Analysis Period and by
Exposure Period? (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 2 0 2 0
Incidence (percent of population at 8.7 0.0 0.4 0.0
risk, %)
Number of events 2 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 20.7 0.0 0.4 0.0
Estimated rate per 100 person-years® 20.7 n/a 0.4 n/a
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Table 26: Rates of Impaired Renal Function, During the Analysis Period and by
Exposure Period* (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
95% CI (5.2,82.7) (n/a) (0.1, 1.6) (n/a)

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.

b Poisson regression estimate of incidence density.

Abbreviations: CI = confidence interval; n/a = not available; N = number of patients
Source: Post-text Table 15.2 Analysis: Ravuema202501

4.7.2.8.2. IPIG PNH Registry Dataset
As of the data cutoff date (13 Jan 2025), no IRF event was reported (Listing 8 Analysis: IPIG).

4.7.2.9. Impaired Hepatic Function
4.7.2.9.1. Alexion PNH Registry Dataset
Cumulative

Out of 252 participants with untreated person-time at risk, 1 participant had 2 IHF events while
untreated. Out of 299 participants treated with Soliris prior to Ultomiris at risk, 11 participants
had 11 IHF events while treated with Soliris prior to Ultomiris. Out of 525 participants treated
with Ultomiris at risk, 6 participants had 8 events while treated with Ultomiris. Out of

711 participants treated only with Soliris at risk, 24 participants had 34 IHF events while treated
with Soliris.

The estimated IHF event rate was 0.3 per 100 person-years (95% CI: 0.1, 1.3) in participants
with untreated person-time while untreated, 0.5 per 100 person-years (95% CI: 0.3, 0.9) in
participants treated with Soliris prior to Ultomiris, 0.7 per 100 person-years (95% CI: 0.3, 1.4) in
participants while treated with Ultomiris, and 1.0 per 100 person-years (95% CI: 0.7, 1.5) in
participants treated only with Soliris (Table 27).

For further details, see Listing 9 Analysis: Ravuema202501.
Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 452 participants treated with Ultomiris at risk, 2 participants had 3 IHF events while
treated with Ultomiris. No IHF events were reported in 23 participants with untreated
person-time while untreated at risk, in 14 participants treated with Soliris prior to Ultomiris at
risk, and in 78 participants at risk treated only with Soliris.

The estimated IHF event rate was 0.6 per 100 person-years (95% CI: 0.2, 1.9) in participants
treated with Ultomiris (Table 28).

Page 66 of 93
Alexion Confidential

Page 66 of 580
Alexion Confidential



PNH Registry Ultomiris Interim Report

12 Jun 2025

Table 27: Rates of Impaired Hepatic Function, Cumulative and by Exposure Period
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 1 11 6 24
Incidence (percent of population at 0.4 3.7 1.1 34
risk, %)
Number of events 2 11 8 34
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.3 0.5 0.7 1.0
Estimated rate per 100 person-years? 0.3 0.5 0.7 1.0
95% CI (0.1, 1.3) (0.3,0.9) (0.3, 1.4) (0.7, 1.5)

2 Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; N = number of patients
Source: Post-text Table 16.1 Analysis: Ravuema202501

Table 28: Rates of Impaired Hepatic Function, During the Analysis Period and by
Exposure Period? (Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizamab
Person- Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 0 0 2 0
Incidence (percent of population at 0.0 0.0 0.4 0.0
risk, %)
Number of events 0 0 3 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.6 0.0
Estimated rate per 100 person- years® | n/a n/a 0.6 n/a
95% CI (n/a) (n/a) (0.2, 1.9) (n/a)
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Table 28:

Exposure Period? (Study Population)

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.
b Poisson regression estimate of incidence density.

Abbreviations: CI = confidence interval; n/a = not available; N = number of patients

Source: Post-text Table 16.2 Analysis: Ravuema202501

4.7.2.9.2. IPIG PNH Registry Dataset

12 Jun 2025

Rates of Impaired Hepatic Function, During the Analysis Period and by

As of the data cutoff date (13 Jan 2025), no IHF events were reported (Listing 9 Analysis: IPIG).

4.7.2.10. Pulmonary Hypertension

4.7.2.10.1. Alexion PNH Registry Dataset

Cumulative

Out of 252 participants at risk, 8 participants had 9 events of pulmonary hypertension while
untreated. Out of 299 participants treated with Soliris prior to Ultomiris at risk, 5 participants had
6 events of pulmonary hypertension while treated with Soliris. Out of 525 participants at risk, 2
participants had 2 events of pulmonary hypertension while treated with Ultomiris. Out of 711
participants treated only with Soliris at risk, 17 participants had 20 events of pulmonary

hypertension.

The estimated pulmonary hypertension event rate was 1.5 per 100 person-years
(95% CI: 0.8, 2.8) in participants with untreated person-time while untreated, 0.3 per

100 person-years (95% CI: 0.1, 0.6) in participants treated with Soliris prior to Ultomiris, 0.2 per
100 person-years (95% CI: 0.0, 0.7) in participants while treated with Ultomiris, and 0.6 per

100 person-years (95% CI: 0.4, 1.0) in participants treated only with Soliris (Table 29).

For further details, see Listing 10 Analysis: Ravuema202501.

Analysis Period (06 Jan 2023 to 06 Jan 2025)

No events of pulmonary hypertension were reported in 23 participants with untreated
person-time while untreated at risk, 14 participants treated with Soliris prior to Ultomiris at risk,
452 participants treated with Ultomiris at risk, and 78 participants treated only with Soliris at risk

(Table 30).
Table 29: Rates of Pulmonary Hypertension, Cumulative and by Exposure Period
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
All patients
Total patients at risk 252 299 525 711

Page 68 of 93
Alexion Confidential

Page 68 of 580
Alexion Confidential



PNH Registry Ultomiris Interim Report

12 Jun 2025

Table 29: Rates of Pulmonary Hypertension, Cumulative and by Exposure Period
(Study Population)
Patients Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=532) Eculizumab
Person- Ravulizumab Only
Time Switch) (N=713)
(N=252) (N=301)
Number of patients with events 8 5 2 17
Incidence (percent of population at 32 1.7 0.4 2.4
risk, %)
Number of events 9 6 2 20
Person-years 609.7 2181.6 11554 3258.0
Rate per 100 person-years 1.5 0.3 0.2 0.6
Estimated rate per 100 person-years? 1.5 0.3 0.2 0.6
95% CI (0.8,2.8) (0.1, 0.6) (0.0, 0.7) (0.4, 1.0)

2 Poisson regression estimate of incidence density.
Abbreviations: CI = confidence interval; N = number of patients
Source: Post-text Table 17.1 Analysis: Ravuema202501

Table 30: Rates of Pulmonary Hypertension, During the Analysis Period and by
Exposure Period? (Study Population)
Patients | Treated with | Treated with Treated
with Eculizumab | Ravulizumab with
Untreated (Prior to (N=493) Eculizumab
Person- | Ravulizumab Only
Time Switch) (N=104)
(N=239) (N=278)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 0 0 0 0
Incidence (percent of population at 0.0 0.0 0.0 0.0
risk, %)
Number of events 0 0 0 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.0 0.0
Estimated rate per 100 person-years® | n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)

2 The analysis period is from 06 Jan 2023 to 06 Jan 2025.
b Poisson regression estimate of incidence density.

Abbreviations: CI = confidence interval; n/a = not available; N = number of patients
Source: Post-text Table 17.2 Analysis: Ravuema202501
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4.7.2.10.2. IPIG PNH Registry Dataset
As of the data cutoff date (13 Jan 2025), no events of pulmonary hypertension (Listing 10
Analysis: IPIG) were reported.

4.7.2.11. Ultomiris Infusion Reactions

4.7.2.11.1. Alexion PNH Registry Dataset
Cumulative

Out of 523 participants at risk, 8 participants had 11 infusion reactions (all were nonserious)
while treated with Ultomiris. Of these, infusion reactions resolved for 6 participants and were
ongoing for 2 participants as of the data cutoff date (Listing 11 Analysis: Ravuema202501). The
estimated rate of infusion reaction was 1.0 per 100 person-years (95% CI: 0.5, 1.7,

Post-text Table 18.1 Analysis: Ravuema202501).

Analysis Period (06 Jan 2023 to 06 Jan 2025)

Out of 450 participants at risk, 2 participants had 5 infusion reactions while treated with
Ultomiris. The estimated infusion reaction rate was 1.0 per 100 person-years (95% CI: 0.4, 2.4;
Post-text Table 18.2 and Listing 11 Analysis: Ravuema202501).

4.7.2.11.2. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), no infusion reactions were reported (Listing 11
Analysis: IPIG).

4.7.2.12. Potential Breakthrough Hemolysis

4.7.2.12.1. IPIG PNH Registry Dataset

As of the data cutoff date (13 Jan 2025), no events of potential breakthrough hemolysis were
reported (Post-text Table 8.2 Analysis: IPIG).

4.8. Medical History at Ultomiris Initiation

4.8.1. Alexion PNH Registry Dataset
Bone Marrow Disorder (BMD)

Out of 517 Ultomiris-treated participants with analyzable data, 229 (44.3%) had a history of
BMD. These included 125 (42.2%) out of 296 analyzable participants with prior Soliris
treatment, 76 (48.7%) out of 156 analyzable participants without prior Soliris treatment, and
28 (43.1%) out of 65 analyzable participants with unknown prior Soliris treatment.

A total of 169 (73.8%) Ultomiris-treated participants had BMD ongoing at Ultomiris initiation.
This included 85 (68.0%) participants with prior Soliris treatment, 62 (81.6%) participants
without prior Soliris treatment and 22 (78.6%) participants with unknown prior Soliris treatment.

A total of 60 (26.2%) Ultomiris-treated participants had BMD resolved prior to Ultomiris
initiation. This included 40 (32.0%) participants with prior Soliris treatment,
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14 (18.4%) participants without prior Soliris treatment, and 6 (21.4%) participants with unknown
prior Soliris treatment (Post-text Table 8 Analysis: Ravuema202501).

Aplastic or Hypoplastic Anemia

Out of 515 Ultomiris-treated participants with analyzable data, 193 (37.5%) had a history of
aplastic or hypoplastic anemia. These included 102 (34.7%) out of 294 analyzable participants
with prior Soliris treatment, 68 (43.6%) out of 156 analyzable participants without prior Soliris
treatment, and 23 (35.4%) out of 65 analyzable participants with unknown prior Soliris
treatment. A total of 143 (74.1%) Ultomiris-treated participants had aplastic or hypoplastic
anemia ongoing at Ultomiris initiation. This included 71 (69.6%) participants with prior Soliris
treatment, 55 (80.9%) participants without prior Soliris treatment and 17 (73.9%) participants
with unknown prior Soliris treatment. A total of 50 (25.9%) Ultomiris-treated participants had
aplastic or hypoplastic anemia resolved prior to Ultomiris initiation. This included 31 (30.4%)
participants with prior Soliris treatment, 13 (19.1%) participants without prior Soliris treatment,
and 6 (26.1%) participants with unknown prior Soliris treatment (Post-text Table 8

Analysis: Ravuema202501).

Mpyelodysplastic Syndrome (MDS)

Out of 509 Ultomiris-treated participants with analyzable data, 23 (4.5%) had a history of MDS.
These included 12 (4.1%) out of 292 analyzable participants with prior Soliris treatment,

7 (4.6%) out of 153 analyzable participants without prior Soliris treatment and 4 (6.3%) out of
64 analyzable participants with unknown prior Soliris treatment had a history of MDS. A total of
19 (82.6%) Ultomiris-treated participants had MDS ongoing at Ultomiris initiation. This
included 9 (75.0%) participants with prior Soliris treatment and 6 (85.7%) participants without
prior Soliris treatment and 4 (100.0%) participants with unknown prior Soliris treatment.

A total of 4 (17.4%) Ultomiris-treated participants had MDS resolved prior to Ultomiris
initiation. This included 3 (25.0%) participants with prior Soliris treatment and 1 (14.3%)
participant without prior Soliris treatment (Post-text Table 8 Analysis: Ravuema202501).

Major Adverse Vascular Event (MAVE)

Out of 521 Ultomiris-treated participants with analyzable data, 147 (28.2%) participants had a
history of MAVE. These included 83 (28.0%) out of 296 participants with prior Soliris
treatment, 43 (27.2%) out of 158 participants without prior Soliris treatment and 21 (31.3%) out
of 67 participants with unknown prior Soliris treatment (Post-text Table 8 Analysis:
Ravuema202501).

Thrombotic Event (TE)

Out of 519 Ultomiris-treated participants with analyzable data, 119 (22.9%) participants had a
history of TEs. These included 66 (22.4%) out of 295 participants with prior Soliris treatment, 35
(22.3%) out of 157 participants without prior Soliris treatment and 18 (26.9%) out of

67 participants with unknown prior Soliris treatment (Post-text Table 8

Analysis: Ravuema202501).

Non-Thrombotic Major Adverse Vascular Event (Non-TE MAVE)

Out of 518 Ultomiris-treated participants with analyzable data, 43 (8.3%) participants had a
history of non-TE MAVE. These included 25 (8.5%) out of 294 participants with prior Soliris
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treatment 13 (8.3%) out of 157 participants without prior Soliris treatment and 5 (7.5%) out of
67 participants with unknown prior Soliris treatment (Post-text Table 8
Analysis: Ravuema202501).

Impaired Renal Function (IRF)

Out of 512 Ultomiris-treated participants with analyzable data, 76 (14.8%) participants had a
history of IRF. These included 46 (15.7%) out of 293 participants with prior Soliris treatment,
22 (14.3%) out of 154 participants without prior Soliris treatment and 8 (12.3%) out of

65 participants with unknown prior Soliris treatment (Post-text Table 8

Analysis: Ravuema202501).

Impaired Hepatic Function (IHF)

Out of 512 Ultomiris-treated participants with analyzable data, 21 (4.1%) participants had a
history of IHF. These included 17 (5.8%) out of 293 participants with prior Soliris treatment,
1 (0.6%) out of 154 participants without prior Soliris treatment and 3 (4.6%) out of

65 participants with unknown prior Soliris treatment had a history of IHF (Post-text Table 8
Analysis: Ravuema202501).

Pulmonary Hypertension

Out of 512 Ultomiris-treated participants with analyzable data, 26 (5.1%) participants had a
history of pulmonary hypertension. These included 17 (5.8%) out of 293 participants with prior
Soliris treatment, 5 (3.2%) out of 154 participants without prior Soliris treatment and 4 (6.2%)
out of 65 participants with unknown prior Soliris treatment (Post-text Table 8

Analysis: Ravuema202501).

Malignancy

Out of 520 Ultomiris-treated participants with analyzable data, 66 (12.7%) participants had a
history of malignancy. These included 31 (10.5%) out of 296 participants with prior Soliris
treatment, 27 (17.2%) out of 157 participants without prior Soliris treatment and 8 (11.9%) out of
67 participants with unknown prior Soliris treatment (Post-text Table 8

Analysis: Ravuema202501).

Infection

Out of 514 Ultomiris-treated participants with analyzable data, 107 (20.8%) participants had a
history of infection. These included 52 (17.7%) out of 294 participants with prior Soliris
treatment, 41 (26.6%) out of 154 participants without prior Soliris treatment and 14 (21.2%) out
of 66 participants with unknown prior Soliris treatment (Post-text Table 8

Analysis: Ravuema202501).

Pregnancy

Out of 147 female Ultomiris-treated participants with available data, history of pregnancy was
reported for 122 (83.0%) participants. These included 75 (89.3%) out of 84 female participants
with prior Soliris treatment, 27 (64.3%) out of 42 female participants without prior Soliris
treatment and 20 (95.2%) out of 21 female participants with unknown prior Soliris treatment.
Pregnancy was not reported in female partners of male participants (Post-text Table 8
Analysis: Ravuema202501).
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4.8.2. IPIG PNH Registry Dataset

The medical history prior to Ultomiris initiation of the 56 participants who transitioned from the
Alexion PNH Registry to the IPIG PNH Registry (ie, Alexion PNH Registry study population as
described in Section 3.2.1.1) have been previously documented (Section 4.8.1; Post-text Table 8
Analysis: Ravuema202501). In contrast, Post-text Table 8.1 Analysis: IPIG exclusively presents
the medical history of the 6 participants who initiated Ultomiris on or after enrollment in the
IPIG PNH Registry (ie, IPIG PNH Registry study population as described in Section 3.2.1.2) as
of the data cutoff date (13 Jan 2025).

Aplastic or Hypoplastic Anemia

Out of 6 Ultomiris-treated participants with analyzable data, 2 (33.3%) had a history of aplastic
or hypoplastic anemia, which included 2 (40.0%) out of 5 analyzable participants without prior
Soliris treatment (Post-text Table 8.1 Analysis: IPIG).

COVID-19

Out of 6 Ultomiris-treated participants with available data, 3 (50.0%) participants had a history
of COVID-19, which included 1 (100.0%) out of 1 participant with prior Soliris treatment and
2 (40.0%) out of 5 participants without prior Soliris treatment (Post-text Table 8.1

Analysis: IPIG).

4.9. Concomitant Therapy Use at Ultomiris Initiation

4.9.1. Alexion PNH Registry Dataset

RBC transfusions, use of analgesics (both opioid and nonopioid), oral prophylactic antibiotics,
immunosuppressant therapy (corticosteroids and cyclosporine or anti-thymocyte globulin
[ATG]), and anticoagulation therapy (heparin or warfarin) were assessed within the 6 months
prior to Ultomiris initiation and summarized in Post-text Table 9 Analysis: Ravuema202501.

Red Blood Cell Transfusions

Out of 523 Ultomiris-treated participants with analyzable data, 80 (15.3%) participants received
RBC transfusions within the 6 months prior to Ultomiris initiation. These included

38 (12.8%) out of 296 participants with prior Soliris treatment, 33 (20.9%) out of

158 participants without prior Soliris treatment, and 9 (13.0%) out of 69 participants with
unknown prior Soliris treatment.

Anticoagulation Therapy

Out of 405 Ultomiris-treated participants with analyzable data, 136 (33.6%) participants received
anticoagulation therapy with heparin or warfarin within the 6 months prior to Ultomiris
initiation. These included 77 (33.6%) out of 229 participants with prior Soliris treatment,

33 (26.6%) out of 124 participants without prior Soliris treatment, and 26 (50.0%) out of

52 participants with unknown prior Soliris treatment.

Immunosuppressant Therapy

Out of 413 Ultomiris-treated participants with analyzable data, 83 (20.1%) participants received
immunosuppressant therapy with cyclosporine or ATG within the 6 months prior to Ultomiris
initiation. These included 47 (20.7%) out of 227 participants with prior Soliris treatment,
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30 (21.3%) out of 141 participants without prior Soliris treatment, and 6 (13.3%) out of
45 participants with unknown prior Soliris treatment.

Out of 398 Ultomiris-treated participants with analyzable data, 72 (18.1%) participants received
immunosuppressant therapy with corticosteroids within the 6 months prior to Ultomiris
initiation. These included 44 (19.7%) out of 223 participants with prior Soliris treatment,

19 (14.8%) out of 128 participants without prior Soliris treatment, and 9 (19.1%) out of

47 participants with unknown prior Soliris treatment.

Pain Medication

Out of 370 Ultomiris-treated participants with analyzable data, 61 (16.5%) participants received
pain medication within the 6 months prior to Ultomiris initiation. These included 39 (19.1%) out
of 204 participants with prior Soliris treatment, 10 (8.2%) out of 122 participants without prior
Soliris treatment, and 12 (27.3%) out of 44 participants with unknown prior Soliris treatment.

Out of 359 Ultomiris-treated participants with analyzable data, 31 (8.6%) participants received
opioid pain medication within the 6 months prior to Ultomiris initiation. These included

20 (10.1%) out of 199 participants with prior Soliris treatment, 4 (3.4%) out of 118 participants
without prior Soliris treatment, and 7 (16.7%) out of 42 participants with unknown prior Soliris
treatment.

Out of 360 Ultomiris-treated participants with analyzable data, 42 (11.7%) participants received
nonopioid pain medication within the 6 months prior to Ultomiris initiation. These included

28 (14.1%) out of 198 participants with prior Soliris treatment, 8 (6.7%) out of 120 participants
without prior Soliris treatment, and 6 (14.3%) out of 42 participants with unknown prior Soliris
treatment.

Prophylactic Antibiotics

Out of 423 Ultomiris-treated participants with analyzable data, 226 (53.4%) participants received
oral prophylactic antibiotics within the 6 months prior to Ultomiris initiation. These included

132 (56.4%) out of 234 participants with prior Soliris treatment, 69 (50.0%) out of

138 participants without prior Soliris treatment, and 25 (49.0%) out of 51 participants with
unknown prior Soliris treatment.

4.9.2. IPIG PNH Registry Dataset

The concomitant therapy use at Ultomiris initiation for the 56 participants who transitioned from
the Alexion PNH registry to the IPIG PNH Registry (ie, Alexion PNH Registry study population
as described in Section 3.2.1.1) have been previously documented (Section 4.9.1,

Post-text Table 9 Analysis: Ravuema202501). In contrast, Post-text Table 9 Analysis: IPIG
exclusively presents the concomitant therapy use for the 6 participants who initiated Ultomiris on
or after enrollment in the IPIG PNH Registry (ie, [IPIG PNH Registry study population as
described in Section 3.2.1.2) as of the data cutoff date (13 Jan 2025).

Concomitant therapies included anticomplement therapy, antibiotic prophylaxis, anticoagulation
therapy, immunosuppressant therapy, iron chelation therapy, thrombopoietin receptor agonists,
and vaccination at Ultomiris initiation, which are summarized in Post-text Table 9

Analysis: IPIG.
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Anticomplement Therapy

Out of 6 Ultomiris-treated participants with analyzable data, 1 (16.7%) participant received
anticomplement therapy with Soliris, which included 1 (100.0%) participant with prior Soliris
treatment.

Antibiotic Prophylaxis

Out of 6 Ultomiris-treated participants with analyzable data, 1 (16.7%) participant received
antibiotic prophylaxis with penicillin, which included 1 (100.0%) participant with prior Soliris
treatment.

Anticoagulation Therapy

Out of 6 Ultomiris-treated participants with analyzable data, 4 (66.7%) participants received
anticoagulation therapy with apixaban or heparin-derivative or direct oral anticoagulants or
aspirin or warfarin-derivative at Ultomiris initiation. These included 1 (100.0%) out of

1 participant with prior Soliris treatment.

Immunosuppressant Therapy

Out of 6 Ultomiris-treated participants with analyzable data, 2 (33.3%) participants received
immunosuppression therapy with cyclosporin or ATG cycle 1 or corticosteroids at Ultomiris
initiation. These included 1 (100.0%) out of 1 participant with prior Soliris treatment and

1 (20.0%) out of 5 participants without prior Soliris treatment.

Iron Chelation Therapy

Out of 6 Ultomiris-treated participants with analyzable data, 1 (16.7%) participant received iron
chelation therapy with deferasirox, which included 1 (20.0%) out of 5 participants without prior
Soliris treatment.

Thrombopoietin Receptor Agonists

Out of 6 Ultomiris-treated participants with analyzable data, 1 (16.7%) participant received iron
thrombopoietin receptor agonists with eltrombopag, which included 1 (20.0%) out of
5 participants without prior Soliris treatment.

Vaccination

Out of 6 Ultomiris-treated participants with analyzable data, 3 (50.0%) participants received
vaccination with unknown/missing medication class or COVID-19, which included 1 (100.0%)
out of 1 participant with prior Soliris treatment and 2 (40%) out of 5 participants without prior
Soliris treatment.

4.10. Laboratory Values at Ultomiris Initiation

4.10.1.  Alexion PNH Registry Dataset

Laboratory results at Ultomiris initiation were obtained within 6 months prior to Ultomiris
initiation and are presented in Table 31. It should be noted that there was a high proportion of
missing data for laboratory values due to the observational nature of the Registry.
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Table 31: Laboratory Values at Ultomiris Initiation, By Treatment Status (Ultomiris
Study Population)
All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizumab
Patients? Treatment® | Eculizumab | Treatment
(N=532) (N=301) Treatment* Unknown
(N=161) (N=70)
Percent GPI-deficient granulocytes
n 280 150 94 36
Mean (SD) 76.7 (26.34) | 79.0(26.73) | 73.8(24.65) | 74.6 (28.68)
Median (Q1, Q3) 89.1 (61.4, 92.8 (67.7, 81.3 (58.3, 88.8 (60.6,
97.9) 98.2) 94.5) 98.3)
Percent GPI-deficient granulocytes, n
(%)
n 280 150 94 36
<1% 1(0.4) 1(0.7) 0 (0.0) 0 (0.0)
>1% to <10% 3(1.1) 3(2.0) 0(0.0) 0 (0.0)
>10% to <50% 51(18.2) 23 (15.3) 21 (22.3) 7 (19.4)
>50% 225 (80.4) 123 (82.0) 73 (77.7) 29 (80.6)
Percent GPI-deficient erythrocytes
n 246 134 84 28
Mean (SD) 51.4 (32.15) | 59.3(31.58) | 41.3(29.45) | 44.0(33.40)
Median (Q1, Q3) 47.5(19.8, 61.5(31.5, 30.4 (16.0, 30.6 (14.0,
84.3) 89.9) 63.0) 80.3)
Percent GPI-deficient erythrocytes, n
(%)
n 246 134 84 28
<10% 16 (6.5) 7(5.2) 7 (8.3) 2(7.1)
>10% 230 (93.5) 127 (94.8) 77 (91.7) 26 (92.9)
LDH (U/L)
n 410 228 130 52
Mean (SD) 441.1 327.6 608.8 519.2
(489.46) (214.46) (716.23) (532.52)
Median (Q1, Q3) 273.0 (223.0, | 264.0 (223.0, | 301.5 (225.0, | 307.0 (225.0,
432.0) 370.5) 730.0) 595.0)
LDH ratio (x ULN)
n 385 216 121 48
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Table 31: Laboratory Values at Ultomiris Initiation, By Treatment Status (Ultomiris

Study Population)
All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizumab
Patients? Treatment® | Eculizumab | Treatment
(N=532) (N=301) Treatment* Unknown
(N=161) (N=70)
Mean (SD) 1.8 (2.11) 1.2 (0.89) 2.5(3.05) 2.2(2.42)
Median (Q1, Q3) 1.1 (09,1.4) | 1.0(09,1.2) | 1.2(0.9,2.7) | 1.2(0.9,2.4)
LDH ratio (x ULN), n (%)
n 385 216 121 48
<1.5 298 (77.4) 188 (87.0) 77 (63.6) 33 (68.8)
>1.5 87 (22.6) 28 (13.0) 44 (36.4) 15 (31.3)
Hemoglobin (g/dL)
n 402 213 131 58
Mean (SD) 10.9 (2.03) 11.1 (2.01) 10.9 (2.08) 10.5 (1.97)
Median (Q1, Q3) 10.8 (9.5, 10.9 (9.6, 10.8 (9.3, 10.6 (9.0,
12.3) 12.4) 12.3) 11.9)
eGFR (mL/min)
n 420 230 131 59
Mean (SD) 92.5(25.56) | 92.5(26.27) | 93.3(22.83) | 91.0 (28.70)
Median (Q1, Q3) 96.5 (76.7, 98.2 (76.7, 95.3 (78.6, 96.7 (73.1,
111.4) 113.1) 111.0) 107.5)
eGFR (mL/min), n (%)
n 420 230 131 59
<30 7(1.7) 5(2.2) 0 (0.0 2(3.4)
30 to <60 49 (11.7) 28 (12.2) 15 (11.5) 6 (10.2)
60 to <90 119 (28.3) 65 (28.3) 40 (30.5) 14 (23.7)
>90 245 (58.3) 132 (57.4) 76 (58.0) 37 (62.7)
Absolute reticulocytes (x 10°/L)
n 349 188 112 49
Mean (SD) 160.3 (83.87) | 168.5(85.41) | 145.1 (75.11) | 163.8 (93.38)
Median (Q1, Q3) 155.4(99.4, | 165.5(100.1, | 131.2 (91.8, | 171.3 (104.0,
209.0) 226.5) 185.8) 209.0)

Note: Data shown are reported in the 6 months prior to the timepoint.
2 Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab
treatment history or because of a missing eculizumab discontinuation date.
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Table 31: Laboratory Values at Ultomiris Initiation, By Treatment Status (Ultomiris
Study Population)

b Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab

initiation. There were 27 patients who discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

¢ Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Abbreviations: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate

dehydrogenase; N/n = number of patients; Q1 = first quartile; Q3 = third quartile; SD = standard deviation; ULN =

upper limit of normal

Source: Adapted from Post-text Table 10 Analysis: Ravuema202501

4.10.2. IPIG PNH Registry Dataset

Laboratory results at Ultomiris initiation were obtained at Ultomiris initiation and are presented
in Table 32.

The laboratory results at Ultomiris initiation for the 56 participants who transitioned from the
Alexion PNH registry to the IPIG PNH Registry (ie, Alexion PNH Registry study population as
described in Section 3.2.1.1) have been previously documented (Section 4.10.1, Table 31). In
contrast, Table 32 exclusively presents the laboratory results for the 6 participants who initiated
Ultomiris on or after enrollment in the IPIG PNH Registry (ie, IPIG PNH Registry study
population as described in Section 3.2.1.2) as of the data cutoff date (13 Jan 2025).

Table 32: Laboratory Values at Ultomiris Initiation, by Treatment Status (IP1IG
PNH Registry Study Population)

All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizumab
Patients? Treatment | Eculizumab Treatment
(N=6) (N=1) Treatment Unknown
(N=5) (N=0)
Percent GPI-deficient granulocytes
n 4 1 3 0
Mean (SD) 63.7 (26.27) 76.2 (---) 59.5 (30.52) - (--)
Median (Q1, Q3) 68.2 (44.5, 76.2 (76.2, 60.3 (28.7, -~ (-, )
82.9) 76.2) 89.7)
Percent GPI-deficient granulocytes, n
(%)
n 4 1 3 0
<1% 0(0.0) 0(0.0) 0(0.0) 0 (0.0)
>1% to <10% 0(0.0) 0(0.0) 0(0.0) 0 (0.0)
>10% to <50% 1(25.0) 0(0.0) 1(33.3) 0 (0.0)
>50% 3(75.0) 1 (100.0) 2 (66.7) 0 (0.0)
LDH (U/L)
n 6 1 5 0
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Table 32: Laboratory Values at Ultomiris Initiation, by Treatment Status (IP1G
PNH Registry Study Population)
All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizumab
Patients? Treatment | Eculizumab | Treatment
(N=6) (N=1) Treatment Unknown
(N=5) (N=0)
Mean (SD) 1007.5 230.0 (---) 1163.0 -~ ()
(699.72) (656.25)
Median (Q1, Q3) 914.0 (450.0, | 230.0 (230.0, | 985.0 (843.0, -~ (-, )
1352.0) 230.0) 1352.0)
LDH ratio (x ULN)
n 6 1 5 0
Mean (SD) 4.2 (2.80) 1.1 (--) 4.8 (2.62) -~ ()
Median (Q1, Q3) 39(1.8,55) | L.1(1.1,1.1) | 4.0(3.8,5.5) - (-, )
LDH ratio (x ULN), n (%)
n 6 1 5 0
<1.5 1(16.7) 1 (100.0) 0 (0.0) 0 (0.0)
>=1.5 5(83.3) 0(0.0) 5(100.0) 0 (0.0)
Hemoglobin (g/dL)
n 6 1 5 0
Mean (SD) 9.8 (1.44) 12.2 (---) 9.3 (0.92) -~ ()
Median (Q1, Q3) 9.7(9.0,10.3) | 12.2(12.2, | 9.6(9.0,9.8) - (-, =)
12.2)
eGFR (mL/min/1.73 m?)
n 6 1 5 0
Mean (SD) 79.3 (11.48) 90.0 (---) 77.2 (11.43) - (=)
Median (Q1, Q3) 82.5 (72.0, 90.0 (90.0, 81.0 (72.0, -~ (-, )
89.0) 90.0) 84.0)
eGFR (mL/min/1.73 m?), n (%)
n 6 1 5 0
<30 0(0.0) 0(0.0) 0(0.0) 0(0.0)
30 to <60 0 (0.0 0 (0.0) 0(0.0) 0(0.0)
60 to <90 5(83.3) 0(0.0) 5(100.0) 0 (0.0)
>90 1(16.7) 1 (100.0) 0 (0.0) 0 (0.0)
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Table 32: Laboratory Values at Ultomiris Initiation, by Treatment Status (IP1G
PNH Registry Study Population)

All Prior Without Prior
Ravulizumab | Eculizumab Prior Eculizumab
Patients? Treatment | Eculizumab Treatment
(N=6) (N=1) Treatment Unknown
(N=5) (N=0)
Absolute reticulocytes (% 10%/L)
n 6 1 5 0
Mean (SD) 196.3 224.9 (---) 190.6 - (--)
(135.38) (150.55)
Median (Q1, Q3) 176.5 (97.0, | 224.9 (224.9, | 128.0(97.0, -~ (-, )
229.0) 224.9) 229.0)

Notes: Data shown are reported in the 6 months prior to the timepoint.

2 Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab
initiation. Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab
initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation. Patients were classified
into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because
of a missing eculizumab discontinuation date.

Abbreviations: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate
dehydrogenase; n/N = number of patients; Q1 = first quartile; Q3 = third quartile; SD = standard deviation; ULN =
upper limit of normal; WBC = white blood cells.

Source: Adapted from Post-text Table 10 Analysis: IPIG
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S. SUMMARY AND DISCUSSION

Alexion has reported on the analyses of safety events captured in the Alexion PNH Registry
since 2021. The results of this analysis should be considered alongside prior data and
conclusions from the 2021 and 2023 biennial interim analysis reports and Ultomiris Periodic
Safety Update Reports (PSURSs) since 2019. This review includes data from a total of

5976 participants (cumulative) enrolled in the Alexion PNH Registry until 06 Jan 2025 with
1245 participants within the Alexion PNH Registry study population. A total of 532 participants
were treated with Ultomiris and contributed 1155.4 person-years of exposure. Thirty participants
were considered as frequent treatment switchers, which refers to participants who switched
between Soliris and Ultomiris treatment more than once during their participation in the Alexion
PNH Registry. In sensitivity analysis, cumulatively, 916 of 5976 participants were included in
the study population with clone size > 1%. Of these, 392 participants were treated with
Ultomiris. Analyses of the data were performed as described in the SAP, version 1.0 dated

15 Apr 2025 (Appendix B). The participants were stratified by prior treatment status into the
following treatment groups: “All Ultomiris Participants” including “Prior Soliris Treatment”,
“Without Prior Soliris Treatment”, and “Prior Soliris Treatment Unknown”.

Cumulatively as of the data cutoff date of 06 Jan 2025, the majority of Ultomiris-treated
participants were White (73.0%) and male (51.7%) with a mean age of 45.2 years at enrollment.
The mean age of the participants at Ultomiris initiation was 52.1 years. The majority of
participants (67.1%) received a first dose of 2700 mg Ultomiris. A total of 87.6% of participants
discontinued from the Alexion PNH Registry; the reasons provided included death, enrolled in a
clinical study of PNH treatment, participant choice, treated by another physician, received BMT,
and other reasons. Other reasons for discontinuation (primarily due to site closure), were
reported for 45.1% of the discontinued participants.

A total of 20 (3.8%) deaths were reported among 532 Ultomiris-treated participants. This
included 9 (3.0%) out of 301 participants with prior Soliris treatment, 10 (6.2%) out of
161 participants without prior Soliris treatment, and 1 (1.4%) out of 70 participants with
unknown prior Soliris treatment.

In Ultomiris-treated participants, 229 (44.3%) out of 517 participants had a history of BMD,
193 (37.5%) of 515 participants had a history of aplastic or hypoplastic anemia, 23 (4.5%) of
509 participants had a history of MDS, 66 (12.7%) of 520 participants had a history of
malignancy and 107 (20.8%) of 514 participants had a history of infection. Additionally,

147 (28.2%) of 521 participants had a history of MAVE, 119 (22.9%) of 519 participants had a
history of TE, 43 (8.3%) of 518 participants had a history of non-TE MAVE, 76 (14.8%) of
512 participants had a history of IRF, 21 (4.1%) of 512 participants had a history of IHF, and
26 (5.1%) of 512 participants had a history of pulmonary hypertension. Of the 147 female
Ultomiris-treated participants with available data, history of pregnancy data was reported for
122 (83.0%) participants.

A total of 80 (15.3%) of 523 participants received RBC transfusions, 136 (33.6%) of

405 participants received anticoagulation therapy with heparin or warfarin, 83 (20.1%) of

413 participants received immunosuppressant therapy with cyclosporine or ATG, 72 (18.1%) of
398 participants received immunosuppressant therapy with corticosteroids, 61 (16.5%) of

370 participants received pain medication, 31 (8.6%) of 359 participants received opioid pain
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medication, 42 (11.7%) of 360 participants received nonopioid pain medication, and
226 (53.4%) of 423 participants received oral prophylactic antibiotics. All concomitant therapy
was received within the 6 months prior to Ultomiris initiation.

Laboratory results were obtained within the 6 months prior to Ultomiris initiation. It is to be
noted that there was a high proportion of missing data for laboratory values due to the
observational nature of the Alexion PNH Registry, thereby limiting the assessment and
conclusions for laboratory values. In Ultomiris-treated participants, mean LDH was 441.1 U/L,
mean hemoglobin was 10.9 g/dL, mean eGFR was 92.5 mL/min, mean absolute reticulocyte
count was 160.3 x 10%/L, mean percent GPI-deficient erythrocyte count was 51.4, and mean
percent GPI-deficient granulocyte count was 76.7.

There were 0 cases of meningococcal infection during Ultomiris treatment. Safety events were
stratified by the exposure period detailed in Section 3.2.3.1 for Alexion PNH Registry. The
cumulative adjusted event rate for malignancy and hematologic malignancies respectively was
0.9 (95% CI: 0.6, 1.5) and 0.4 (95%CI: 0.2, 0.8) for participants while treated with Ultomiris and
1.0 (95% CI: 0.7, 1.4) and 0.5 (95% CI: 0.3, 0.8) for Soliris-only treated participants. The
cumulative adjusted rate of infection was 5.1 (95% CI: 3.8, 6.8) and 5.7 (4.8, 6.7) for participants
during their Ultomiris-treated time and for Soliris-only participants respectively. Event rates
observed during Ultomiris-treated time remained consistent with previous interim analyses and
comparable to those documented in the Soliris only treated patient population. The same
observation was noted with respect to MAVE, TEs, non-TE MAVE, IRFs, IHFs, pulmonary
hypertensions, BMTs, and infusion reactions in participants treated with Ultomiris.

As of the data cutoff date of 13 Jan 2025, a total of 123 participants were enrolled in the IPIG
PNH Registry inclusive of 81 participants who were also present in the Alexion PNH Registry. A
total of 62 participants were treated with Ultomiris (ie, Ultomiris study population) including

56 participants who were also present in the Alexion PNH Registry (ie, Alexion PNH Registry
study population) and 6 participants without prior participation in the Alexion PNH Registry (ie,
IPIG PNH Registry study population). There were no frequent treatment switchers in the IPIG
PNH Registry. Analyses of the data were performed as described in the SAP, version 1.0 dated
15 Apr 2025 (Appendix B). In this analysis, safety events were stratified by the exposure period
detailed in Section 3.2.3.2 for IPIG PNH Registry.

Demographics included data from IPIG PNH Registry study population (6 participants). The
mean age at enrollment in the IPIG PNH Registry was 48.3 years, mean age at PNH disease start
was 44.7 years, and mean age at Ultomiris initiation was 48.5 years for all 6 Ultomiris-treated
participants.

At the last registry follow-up date, 1 (1.6%) death was reported in 62 Ultomiris-treated
participants, including 1 (2.1%) out of 47 participants with prior Soliris treatment. No participant
died out of 14 participants without prior Soliris treatment and 1 participant with unknown prior
Soliris treatment. The mean duration from enrollment to last Registry follow-up was 0.4 years
for all Ultomiris-treated participants.

Four SAEs were reported in 4 participants: acute cardiac failure (1 participant), which led to
death; prostate cancer (1 participant), outcome of which was reported as not resolved; and
pyrexia and worsening of gallstone disease (1 participant each), outcomes of which were
reported as resolved. No events of TE or non-TE MAVE were reported. MAVE (acute cardiac
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failure) was reported in 1 participant treated with Ultomiris, which had fatal outcome.
Malignancy (prostate cancer) was reported in 1 participant, which was reported as not resolved.
No infections, BMT, pregnancy cases, IRF, IHF, pulmonary hypertension, infusion reactions, or
potential breakthrough hemolysis were reported.

Medical history included data from IPIG PNH Registry study population: out of 6
Ultomiris-treated participants with analyzable data, 2 (33.3%) had a history of aplastic or
hypoplastic anemia and 3 (50.0%) participants had a history of COVID-19. Concomitant therapy
included anticomplement therapy, antibiotic prophylaxis, anticoagulation therapy,
immunosuppressant therapy, iron chelation therapy, thrombopoietin receptor agonists, and
vaccination. In Ultomiris-treated participants at Ultomiris initiation, mean LDH was 1007.5 U/L,
mean hemoglobin was 9.8 g/dL, mean eGFR was 79.3 mL/min/1.73 m?, mean absolute
reticulocyte count was 196.3 x 10%/L, and mean percent GPI-deficient granulocyte count was
63.7.

Based on this analysis of data collected in the Alexion PNH Registry for Ultomiris up to

06 Jan 2025for those participants who were treated with Ultomiris, the experience was similar
with that of Soliris and no additional safety concerns were observed when compared with the
known safety profile of Ultomiris.

The safety profile characterized in the analysis report inclusive of both Alexion and IPIG PNH
Registry data is consistent with the 2 previous analyses and data from the most recent PSUR
(data lock point [DLP] 31 Dec 2024).

5.1. Data and Analysis Limitations and Strengths

There are several important strengths of the analyses provided as well as the Alexion and IPIG
PNH Registries as data sources. This registry-based Studies M07-001 and ALX-PNH-501
provide real-world, observational data inclusive of a broad population of participants with PNH.
In turn, findings from this registry-based study are more generalizable to real world patients as
compared to data from clinical studies with more stringent inclusion/exclusion criteria and
prescribed visits. When interpreting the results between the various treatment groups it is
important to consider the possibility of surveillance bias wherein participants with prior Soliris
treatment may have presented more often for their infusions or for regular follow-up visits than
participants without prior Soliris treatment. Therefore, the event reports among the participants
with prior Soliris treatment may be more complete than those of participants without prior Soliris
treatment. The registries collect follow-up data via sites updating the study database at 6-month
intervals to reflect the participants’ status during the prior 6 months. This is done in lieu of
requiring a fixed visit schedule for participants. The registries do not collect the number of times
a participant was seen by the site or by other healthcare providers; however, the direction of the
surveillance bias is likely to result in greater confidence in the completeness of data for the
participants with prior Soliris treatment.

Inherent with the observational nature of data collection in a registry, the accuracy and
completeness of data can vary. Though efforts are made to increase data completeness and
ensure the validity of key outcomes, missing data may lead to bias, the direction of which is
uncertain. Specific to data from the IPIG PNH Registry, the number of participants and length of
follow-up is limited; however, when the data are taken into account in conjunction with data
from the Alexion PNH Registry, this limitation is minimized. Further, the closure of the Alexion
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PNH Registry coincident with the timing of this analysis precluded further investigation of
site-level verifiable data. Specifically, it limited the ability to comprehensively assess prior
complement inhibitor exposure in patients classified as inhibitor-naive who subsequently
developed malignancies following the initiation of Ultomiris.

5.2. Conclusions

The Alexion PNH Registry was a large observational study of participants with PNH, with all
participants who received Ultomiris treatment including participants who received prior Soliris
treatment, who did not receive prior Soliris treatment, and participants with unknown prior
Soliris treatment status.

The analysis of safety data collected in the Alexion PNH Registry from 06 Jan 2023 until

06 Jan 2025 did not identify any notable changes from the prior Alexion PNH Registry analysis
(ie, 13 Apr 2021 to 03 Apr 2023). The malignancy rate was low cumulatively, and taking into
account the limited information available, no significant concern was identified from the
available malignancy data. No Neisseria spp (N meningitidis or N gonorrhoeae),

Haemophilus influenzae, or Aspergillus spp infections were reported during the Analysis Period.
The rates of infection, MAVE, TE MAVE, IRF, IHF, and pulmonary hypertension were lower
among participants while treated with Ultomiris as compared with participants with untreated
person-time. The nature, frequency, and severity of AEs reported in this analysis are consistent
with the known safety profile of Ultomiris, and there is no change to the positive benefit-risk
balance of Ultomiris in this population of participants with PNH.

The analysis of clinical and safety data collected in the IPIG PNH Registry until the data cutoff
of 13 Jan 2025 revealed no new information and showed no new safety signal.

This third and proposed final interim analysis report for Ultomiris presents data from both the
Alexion PNH Registry and participants enrolled in the Alexion Silo of the IPIG PNH Registry.
Study ALX-PNH-501, which is an “IPIG PNH Registry-based Study” utilizes data from the IPIG
Registry and is the successor to the Alexion PNH Registry. The results remain consistent with
over 6 years of registry data analyzed and presented to the agency. Further, the conclusions are
consistent with the most recent Ultomiris safety aggregate report (PSUR — DLP 31 Dec 2024).
The MAH considers that this Postauthorization Measure is fulfilled and proposes that data from
the IPIG PNH Registry continue to be collected as part of routine pharmacovigilance, and
presented within PSURs.
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APPENDIX A. TABLES AND LISTINGS
Alexion PNH Registry (Analysis: Ravuema202501)

Table 1.1 Study Population, Cumulative Alexion PNH Registry

Table 1.2 Study Population, During the Analysis Period* Alexion PNH Registry

Table 1.3 Sensitivity Analysis - Study Population, Cumulative Alexion PNH Registry

Table 2.1 Patient Demographics, Cumulative and by Treatment Status Ravulizumab Study
Population

Table 2.2 Patient Demographics, During the Analysis Period and by Treatment Status®
Ravulizumab Study Population

Table 3.1 Patient Disposition at Last Registry Follow-Up Date, Cumulative and by
Treatment Status Ravulizumab Study Population

Table 3.2 Patient Disposition at Last Registry Follow-Up Date, During the Analysis Period
and by Treatment Status® Ravulizumab Study Population

Table 4.1 Ultomiris Treatment Discontinuation, Cumulative Ravulizumab Study Population

Table 4.2 Ultomiris Treatment Discontinuation, During the Analysis Period* Ravulizumab
Study Population

Table 5.1 Ultomiris Treatment Information, Cumulative Ravulizumab Study Population

Table 5.2 Ultomiris Treatment Information, During the Analysis Period* Ravulizumab
Study Population

Table 6.1 Patient Durations of Follow-up, Cumulative and by Treatment Status

Ravulizumab Study Population

Table 6.2 Patient Durations of Follow-up, During the Analysis Period and by Treatment
Status® Ravulizumab Study Population

Table 7.1 Vital Status at Last Registry Follow-Up Date, Cumulative and by Treatment
Status Ravulizumab Study Population

Table 7.2 Vital Status at Last Registry Follow-Up Date, During the Analysis Period and by
Treatment Status® Ravulizumab Study Population

Table 8 History of Medical Events at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Table 9 History of Concomitant Medication Use at Ultomiris Initiation, by Treatment
Status Ravulizumab Study Population

Table 10 Laboratory Values at Ultomiris Initiation, by Treatment Status Ravulizumab
Study Population
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Table 11.1

Table 11.1.1

Table 11.1.2

Table 11.1.3

Table 11.1.4

Table 11.2

Table 11.2.1

Table 11.2.2

Table 11.2.3

Table 11.3

Table 11.4

Table 12.1
Table 12.1.1

Table 12.1.2

Table 12.1.3

Table 12.2

Table 12.2.1

12 Jun 2025

Rates of Major Adverse Vascular Events, Cumulative and by Exposure Period
Study Population

Rates of Thrombotic Events, Cumulative and by Exposure Period Study
Population

Adjusted Rates of Thrombotic Events, Cumulative and by Exposure Period Study
Population

Rates of Thrombotic Events, During the Analysis Period and by Exposure Period®
Study Population

Sensitivity Analysis - Rates of Thrombotic Events, Cumulative and by Exposure
Period Study Population with clone size > 1%

Adjusted Rates of Major Adverse Vascular Events, Cumulative and by Exposure
Period* Study Population

Rates of Non-Thrombotic Major Adverse Vascular Events, Cumulative and by
Exposure Period Study Population

Adjusted Rates of Non-Thrombotic Major Adverse Vascular Events, Cumulative
and by Exposure Period Study Population

Rates of Non-Thrombotic Major Adverse Vascular Events, During the Analysis
Period and by Exposure Period* Study Population

Rates of Major Adverse Vascular Events, During the Analysis Period and by
Exposure Period* Study Population

Sensitivity Analysis - Rates of Major Adverse Vascular Events, Cumulative and
by Exposure Period Study Population with clone size > 1%

Rates of Malignancy, Cumulative and by Exposure Period Study Population

Rates of Malignancy - Hematologic, Cumulative and by Exposure Group Study
Population

Adjusted rates of Malignancy — Hematologic, Cumulative and by Exposure Group
Study Population

Rates of Malignancy - Hematologic, During the Analysis Period and by Exposure
Group® Study Population

Adjusted Rates of Malignancy, Cumulative and by Exposure Period Study
Population

Rates of Malignancy by Duration between Initiation of Ravulizumab and
Malignancy Onset, Cumulative Ravulizumab Treated Patients — Prior Eculizumab
Treatment
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Table 12.2.2 Rates of Malignancy by Duration between Initiation of Ravulizumab and
Malignancy Onset, Cumulative Ravulizumab Treated Patients — Eculizumab
Naive

Table 12.3 Rates of Malignancy, During the Analysis Period and by Exposure Period® Study
Population

Table 12.4 Sensitivity Analysis - Rates of Malignancy, Cumulative and by Exposure Period
Study Population with clone size > 1%

Table 12.5 Malignancy, Cumulative and by Exposure Period Study Population

Table 12.6 Malignancy, During the Analysis Period and by Exposure Period Study
Population

Table 13.1 Infection, Cumulative and by Exposure Period Study Population

Table 13.2 Infection, During the Analysis Period and by Exposure Period* Study Population

Table 14.1 Rates of Infection, Cumulative and by Exposure Period Study Population

Table 14.2 Adjusted Rates of Infection, Cumulative and by Exposure Period Study
Population

Table 14.3 Rates of Infection, During the Analysis Period and by Exposure Period* Study
Population

Table 14.4 Sensitivity Analysis -Rates of Infection, Cumulative and by Exposure Period

Study Population with clone size > 1%

Table 15.1 Rates of Impaired Renal Function, Cumulative and by Exposure Period Study
Population
Table 15.2 Rates of Impaired Renal Function, During the Analysis Period and by Exposure

Period®* Study Population

Table 15.3 Sensitivity Analysis - Rates of Impaired Renal Function, Cumulative and by
Exposure Period Study Population with clone size > 1%

Table 16.1 Rates of Impaired Hepatic Function, Cumulative and by Exposure Period Study
Population

Table 16.2 Rates of Impaired Hepatic Function, During the Analysis Period and by Exposure
Period®* Study Population

Table 16.3 Sensitivity Analysis - Rates of Impaired Hepatic Function, Cumulative and by
Exposure Period Study Population with clone size > 1%

Table 17.1 Rates of Pulmonary Hypertension, Cumulative and by Exposure Period Study
Population

Table 17.2 Rates of Pulmonary Hypertension, During the Analysis Period and by Exposure

Period®* Study Population
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Table 17.3

Table 18.1

Table 18.2

Table 19.1

Table 19.2

Table 19.3

Table 20.1

Table 20.2

Table 20.3

Table 21.1
Table 21.2

Table 21.3

Listing 1
Listing 1.1

Listing 2
Listing 2.1

Listing 3
Listing 3.1
Listing 4
Listing 5
Listing 6

Sensitivity Analysis - Rates of Pulmonary Hypertension, Cumulative and by
Exposure Period Study Population with clone size > 1%

Rates of Ultomiris Infusion Reactions, Cumulative and by Exposure Period Study
Population

Rates of Ultomiris Infusion Reactions, During the Analysis Period and by
Exposure Period* Study Population

Outcome of Pregnancy During Follow-up, Cumulative and by Exposure Period
Female Patients in Study Population

Outcome of Pregnancy During Follow-up, During the Analysis Period and by
Exposure Period* Female Patients in Study Population

Sensitivity Analysis - Outcome of Pregnancy During Follow-up, Cumulative and
by Exposure Period Female Patients in Study Population with clone size > 1%

Rates of Bone Marrow Transplant, Cumulative and by Exposure Period Study
Population

Rates of Bone Marrow Transplant, During the Analysis Period and by Exposure
Period* Study Population

Sensitivity Analysis - Rates of Bone Marrow Transplant, Cumulative and by
Exposure Period Study Population with clone size > 1%

Rates of Death, Cumulative and by Exposure Period Study Population

Rates of Death, During the Analysis Period and by Exposure Period® Study
Population

Sensitivity Analysis - Rates of Death, Cumulative and by Exposure Period Study
Population with clone size > 1%

Registry Discontinuation, Cumulative Ravulizumab Study Population

Registry Discontinuation, During the Analysis Period Ravulizumab Study
Population

Discontinuation from Ultomiris, Cumulative Ravulizumab Study Population

Discontinuation from Ultomiris, During the Analysis Period Ravulizumab Study
Population

Deaths, Cumulative Ravulizumab Study Population

Deaths, During the Analysis Period Ravulizumab Study Population
Major Adverse Vascular Events Ravulizumab Study Population
Malignancy Ravulizumab Study Population

Infection Ravulizumab Study Population
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Listing 7

Listing 8

Listing 9

Listing 10
Listing 11
Listing 12
Listing 13
Listing 14
Listing 15
Listing 16

Meningococcal Infection Ravulizumab Study Population

Impaired Renal Function Ravulizumab Study Population

Impaired Hepatic Function Ravulizumab Study Population

Pulmonary Hypertension Ravulizumab Study Population

Ultomiris Infusion Reactions Ravulizumab Study Population

Pregnancy Outcome Ravulizumab Study Population

Bone Marrow Transplant Ravulizumab Study Population

All Serious Adverse Events and Special Events Ravulizumab Study Population
Patient Information and Treatment Information Frequent Treatment Switchers

All Serious Adverse Events and Special Events Frequent Treatment Switchers
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IPIG PNH Registry (Analysis: IPIG)

Table 1
Table 2
Table 3

Table 4
Table 5
Table 6

Table 7

Table 8.1

Table 8.2

Table 9

Table 10

Listing 1
Listing 2
Listing 3
Listing 4
Listing 5
Listing 6
Listing 7
Listing 8
Listing 9
Listing 10
Listing 11
Listing 12
Listing 13

Study Population IPIG PNH Registry
Patient Demographics, by Treatment Status IPIG PNH Registry Study Population

Patient Disposition at Last Registry Follow-Up Date, by Treatment Status
Ravulizumab Study Population

Ultomiris Treatment Discontinuation Ravulizumab Study Population
Ultomiris Treatment Information IPIG PNH Registry Study Population

Patient Durations of Follow-up, by Treatment Status Ravulizumab Study
Population

Vital Status at Last Registry Follow-Up Date, by Treatment Status Ravulizumab
Study Population

Medical History at Ultomiris Initiation, by Treatment Status IPIG PNH Registry
Study Population

Clinical and Adverse Events?, by Treatment Status Ravulizumab Study
Population

History of Concomitant Medication Use at Ultomiris Initiation, by Treatment
Status IPIG PNH Registry Study Population

Laboratory Values at Ultomiris Initiation, by Treatment Status IPIG PNH
Registry Study Population

Registry Discontinuation, Cumulative Ravulizumab Study Population
Discontinuation from Ultomiris Ravulizumab Study Population
Deaths Ravulizumab Study Population

Major Adverse Vascular Events Ravulizumab Study Population
Malignancy Ravulizumab Study Population

Infection Ravulizumab Study Population

Meningococcal Infection Ravulizumab Study Population
Impaired Renal Function Ravulizumab Study Population
Impaired Hepatic Function Ravulizumab Study Population
Pulmonary Hypertension Ravulizumab Study Population
Ultomiris Infusion Reactions Ravulizumab Study Population
Pregnancy Outcome Ravulizumab Study Population

Bone Marrow Transplant Ravulizumab Study Population
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Listing 14 All Serious Adverse Events and Special Events Ravulizumab Study Population

Listing 15 Patient Information and Treatment Information Frequent Treatment Switchers

Listing 16 All Serious Adverse Events and Special Events Frequent Treatment Switchers
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APPENDIX B. STATISTICAL ANALYSIS PLAN
Statistical Analysis Plan (SAP) — Version 1.0 dated 15 Apr 2025.
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Alexion Pharmaceuticals, Inc. Page 7 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 1.1
Study Population, Cumulative
Alexion PNH Registry

N
Patients ever enrolled in registry as of 06JAN2025 5976
Patients in study population? 1245
All ravulizumab patients 532
Prior eculizumab treatment® 301
Without prior eculizumab treatmente® 161
Patients never treated with eculizumab before ravulizumab initiation 59
Eculizumab was discontinued at least 28 days prior to ravulizumab initiation 102
Prior eculizumab treatment unknown< 70
Treated with eculizumab only 713
Patients with untreated person time® 252
Frequent treatment switchersf 30

Notes: (a) Study population includes patients ever enrolled in the registry as of 06JAN2025 who have non-missing and valid enrollment date, date of birth,
sex. In addition, the study population only includes subjects treated with ravulizumab or treated with eculizumab only.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

(d) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(e) Patients with untreated person time are never treated with any anti-complement therapies on and prior to enrollment and may receive eculizumab, ravulizumab,
or other anti-complement therapies after enrollment. They contribute information between registry enrollment and last untreated follow-up date.

(f) Frequent treatment switchers refer to patients switched between eculizumab and ravulizumab treatment more than once in the registry. These patients
will not be included in the analysis.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:05
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl pop cum.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Page 8 of 391

Table 1.2
Study Population, During the Analysis Period?
Alexion PNH Registry

N
Patients actively enrolled in registry between 06JAN2023 and 06JAN2025 1765
Patients in study population® 597
All ravulizumab patients 493
Prior eculizumab treatmente¢ 278
Without prior eculizumab treatmentd 152
Patients never treated with eculizumab before ravulizumab initiation 58
Eculizumab was discontinued at least 28 days prior to ravulizumab initiation 94
Prior eculizumab treatment unknown® 63
Treated with eculizumab only 104
Patients with untreated person timef 239
Frequent treatment switchers? 25

Notes: (a) The analysis period is from 06JAN2023 to 06JAN2025.

(b) Study population includes patients actively enrolled in the registry between 06JAN2023 and 06JAN2025 who have non-missing and valid enrollment date,
date of birth, sex. In addition, the study population only includes subjects treated with ravulizumab or treated with eculizumab only.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
least 28 days prior to ravulizumab initiation.

There were 24 patients who

or eculizumab was discontinued at
(e) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(f) Patients with untreated person time are never treated with any anti-complement therapies on and prior to enrollment and may receive eculizumab, ravulizumab,
or other anti-complement therapies after enrollment. They contribute information between registry enrollment and last untreated follow-up date.

(g) Frequent treatment switchers refer to patients switched between eculizumab and ravulizumab treatment more than once in the registry. These patients
will not be included in the analysis.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:18

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl pop dur.sas
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Alexion Pharmaceuticals, Inc. Page 9 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 1.3
Sensitivity Analysis - Study Population, Cumulative
Alexion PNH Registry

N
Patients ever enrolled in registry as of 06JAN2025 5976
Patients in study population with clone size >= 1%2 916
All ravulizumab patients 392
Prior eculizumab treatment® 224
Without prior eculizumab treatmente® 120
Patients never treated with eculizumab before ravulizumab initiation 49
Eculizumab was discontinued at least 28 days prior to ravulizumab initiation 71
Prior eculizumab treatment unknown< 48
Treated with eculizumab only 524
Patients with untreated person time® 200
Frequent treatment switchersf 30

Notes: (a) Study population includes patients ever enrolled in the registry as of 06JAN2025 who have non-missing and valid enrollment date, date of birth,
sex. In addition, the study population only includes subjects treated with ravulizumab or treated with eculizumab only.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 17 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

(d) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(e) Patients with untreated person time are never treated with any anti-complement therapies on and prior to enrollment and may receive eculizumab, ravulizumab,
or other anti-complement therapies after enrollment. They contribute information between registry enrollment and last untreated follow-up date.

(f) Frequent treatment switchers refer to patients switched between eculizumab and ravulizumab treatment more than once in the registry. These patients
will not be included in the analysis.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADLBSUM

Run Date: 2025-05-14T14:49:52

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl pop cum sen.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Table 2.1
Patient Demographics, Cumulative and by Treatment Status
Ravulizumab Study Population

Page 10 of 391

All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment® Eculizumab Treatmentd Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
Gender, n (%)
n 532 301 161 70
Female 257 (48.3) 147 (48.8) 77 (47.8) 33 (47.1)
Male 275 (51.7) 154 (51.2) 84 (52.2) 37 (52.9)
Ethnicity, n (%)
n 531 300 161 70
Not Hispanic/Latino 518 (97.6) 295 (98.3) 154 (95.7) 69 (98.6)
Hispanic/Latino 13 (2.4) 5 (1.7) 7 (4.3) 1 (1.4)
Race, n (%)
n 530 299 161 70
Black or African descent 22 (4.2) 12 (4.0) 5 (3.1) 5 (7.1)
Asian 109 (20.6) 71 (23.7) 33 (20.5) 5 (7.1)
Native/Aboriginal 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Pacific Islander 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.
(a) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte

clone > 0.01%.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:31

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo cum.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501
Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Table 2.1
Patient Demographics,
Ravulizumab Study Population

Cumulative and by Treatment Status

Page 11 of 391

All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment® Eculizumab Treatmentd Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
White or Caucasian 387 (73.0) 212 (70.9) 118 (73.3) 57 (81.4)
Other (unlisted or multiple races) 12 (2.3) 4 (1.3) 5 (3.1) 3 (4.3)
Age at enrollment (years)
n 532 301 161 70
Mean (SD) 45.2 (16.98) 44.0 (16.78) 47.7 (17.03) 44.3 (17.33)
Median (Q1, Q3) 43.6 (31.8, 59.7) 43.0 (30.7, 56.4) 47.8 (33.7, 62.7) 42.3 (30.9, 60.2)
Age group at enrollment, n (%)
n 532 301 161 70
<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2 to <12 years 1 (0.2) 1 (0.3) 0 (0.0) 0 (0.0)
12 to <18 years 10 (1.9) 7 (2.3) 2 (1.2) 1 (1.4)
18 to <30 years 101 (19.0) 63 (20.9) 23 (14.3) 15 (21.4)
30 to <50 years 220 (41.4) 126 (41.9) 68 (42.2) 26 (37.1)
50 to <65 years 112 (21.1) 59 (19.6) 37 (23.0) 16 (22.9)
Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.

(a) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte

clone > 0.01%.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:50:31

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo cum.sas
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Alexion Pharmaceuticals, Inc. Page 12 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 2.1
Patient Demographics, Cumulative and by Treatment Status
Ravulizumab Study Population
All Ravulizumab Prior Without Prior Prior Eculizumab
PatientsP Eculizumab Treatment® Eculizumab Treatmentd Treatment Unknown
(N=532) (N=301) (N=161) (N=70)

65+ years 88 (16.5) 45 (15.0) 31 (19.3) 12 (17.1)
Age at PNH disease start (years)?

n 532 301 161 70

Mean (SD) 39.2 (17.53) 37.6 (17.07) 42.0 (18.03) 39.5 (17.74)

Median (Q1, Q3) 35.3 (24.7, 52.0) 33.9 (24.1, 50.2) 37.1 (27.0, 58.9) 36.1 (23.7, 54.0)
Age group at PNH disease start, n (%)

n 532 301 161 70

<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

2 to <12 years 9 (1.7) 6 (2.0) 1 (0.6) 2 (2.9)

12 to <18 years 28 (5.3) 23 (7.6) 4 (2.5) 1 (1.4)

18 to <30 years 162 (30.5) 93 (30.9) 45 (28.0) 24 (34.3)

30 to <50 years 183 (34.4) 103 (34.2) 60 (37.3) 20 (28.6)

50 to <65 years 92 (17.3) 47 (15.0) 28 (17.4) 17 (24.3)

65+ years 58 (10.9) 29 (9.6) 23 (14.3) 6 (8.6)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.
(a) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte

clone > 0.01%.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

There were 27 patients who

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:50:31

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo cum.sas
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Alexion Pharmaceuticals, Inc. Page 13 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 2.1
Patient Demographics, Cumulative and by Treatment Status
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment® Eculizumab Treatmentd Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
Years from PNH disease start to enrollment
n 532 301 161 70
Mean (SD) 6.0 (8.02) 6.4 (8.09) 5.7 (8.54) 4.8 (6.29)
Median (Q1, Q3) 2.7 (0.6, 8.1) 3.1 (0.7, 9.4) 2.1 (0.4, 6.8) 2.4 (0.6, 6.7)
Years from PNH disease start to ravulizumab
initiation
n 532 301 161 70
Mean (SD) 12.9 (9.63) 13.7 (9.30) 11.9 (10.57) 11.6 (8.47)
Median (Q1l, Q3) 10.9 (6.1, 17.6) 11.7 (7.1, 18.6) 9.7 (4.5, 16.2) 10.8 (6.3, 15.5)
Age at ravulizumab initiation (years)
n 532 301 161 70
Mean (SD) 52.1 (16.64) 51.3 (16.69) 53.9 (16.29) 51.1 (17.10)
Median (Q1, Q3) 50.4 (39.3, 65.7) 50.1 (39.3, 64.6) 53.9 (40.5, 67.3) 48.4 (36.1, 64.7)
Age group at ravulizumab initiation, n (%)
n 532 301 161 70

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.

(a) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte
clone > 0.01%.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:31
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo cum.sas
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Alexion Pharmaceuticals, Inc. Page 14 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 2.1
Patient Demographics, Cumulative and by Treatment Status
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab

Patients® Eculizumab Treatment® Eculizumab Treatmentd Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2 to <12 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
12 to <18 years 1 (0.2) 0 (0.0) 1 (0.6) 0 (0.0)
18 to <30 years 43 (8.1) 27 (9.0) 10 (6.2) 6 (8.6)
30 to <50 years 214 (40.2) 123 (40.9) 60 (37.3) 31 (44.3)
50 to <65 years 133 (25.0) 76 (25.2) 41 (25.5) 16 (22.9)
65+ years 141 (26.5) 75 (24.9) 49 (30.4) 17 (24.3)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.

(a) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte
clone > 0.01%.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:31
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo cum.sas
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Alexion Pharmaceuticals, Inc.

Protocol: ALX-PNH-501
Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Patient Demographics,

Table 2.2

During the Analysis Period and by Treatment Status?
Ravulizumab Study Population

All Ravulizumab

Prior

Without Prior

Page 15 of 391

Prior Eculizumab

Patients® Eculizumab Treatmentd Eculizumab Treatmente® Treatment Unknown
(N=493) (N=278) (N=152) (N=63)

Gender, n (%)

n 493 278 152 63

Female 239 (48.5) 133 (47.8) 76 (50.0) 30 (47.6)

Male 254 (51.5) 145 (52.2) 76 (50.0) 33 (52.4)
Ethnicity, n (%)

n 492 277 152 63

Not Hispanic/Latino 480 (97.6) 273 (98.6) 145 (95.4) 62 (98.4)

Hispanic/Latino 12 (2.4) 4 (1.4) 7 (4.06) 1 (1.06)
Race, n (%)

n 491 276 152 63

Black or African descent 19 (3.9) 10 (3.6) 4 (2.0) 5 (7.9)

Asian 103 (21.0) 69 (25.0) 30 (19.7) 4 (6.3)

Native/Aboriginal 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Pacific Islander 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: Q1 = first quartile; Q3 =

clone > 0.01%.

third quartile; SD = standard deviation.
(a) Includes patients actively enrolled in the registry during the analysis period,

which covers the time period from 06JAN2023 to 06JAN2025.
(b) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte

(c) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(d) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(e) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:41

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo dur.sas
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Alexion Pharmaceuticals,

Inc.

Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Patient Demographics,

Table 2.2

Ravulizumab Study Population

All Ravulizumab

Prior

During the Analysis Period and by Treatment Status?

Without Prior

Page 16 of 391

Prior Eculizumab

Patients® Eculizumab Treatmentd Eculizumab Treatmente® Treatment Unknown
(N=493) (N=278) (N=152) (N=63)

White or Caucasian 358 (72.9) 193 (69.9) 114 (75.0) 51 (81.0)

Other (unlisted or multiple races) 11 (2.2) 4 (1.4) 4 (2.06) 3 (4.8)
Age at enrollment (years)

n 493 278 152 63

Mean (SD) 45.2 (16.92) 44.0 (16.76) 47.9 (16.94) 43.8 (17.08)

Median (Q1, Q3) 43.5 (31.9, 59.7) 43.0 (30.7, 56.5) 47.9 (33.8, 62.8) 41.7 (30.3, 59.3)
Age group at enrollment, n (%)

n 493 278 152 63

<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

2 to <12 years 1 (0.2) 1 (0.4) 0 (0.0) 0 (0.0)

12 to <18 years 9 (1.8) 6 (2.2) 2 (1.3) 1 (1.6)

18 to <30 years 93 (18.9) 58 (20.9) 21 (13.8) 14 (22.2)

30 to <50 years 205 (41.6) 117 (42.1) 64 (42.1) 24 (38.1)

50 to <65 years 103 (20.9) 55 (19.8) 35 (23.0) 13 (20.6)

Note: Q1 =

first quartile;

Q3 = third quartile;
(a) Includes patients actively enrolled in the registry during the analysis period,

standard deviation.

which covers the time period from 06JAN2023 to 06JAN2025.

(b) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte
clone > 0.01%.

(c) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(d) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(e) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:41
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo dur.sas
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Alexion Pharmaceuticals, Inc. Page 17 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 2.2
Patient Demographics, During the Analysis Period and by Treatment Status@

Ravulizumab Study Population

All Ravulizumab

Prior

Without Prior

Prior Eculizumab

Patients® Eculizumab Treatmentd Eculizumab Treatment®  Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
65+ years 82 (16.6) 41 (14.7) 30 (19.7) 11 (17.5)
Age at PNH disease start (years)?
n 493 278 152 63
Mean (SD) 39.1 (17.45) 37.6 (17.06) 42.1 (17.90) 39.1 (17.38)

Median (Q1, Q3)

35.0 (24.9, 51.6)

33.9 (24.0, 49.06)

37.8 (27.0, 59.3)

36.0 (24.9, 54.0)

Age group at PNH disease start, n (%)

n 493 278 152 63

<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2 to <12 years 8 (1.6) 5 (1.8) 1 (0.7) 2 (3.2)
12 to <18 years 27 (5.5) 22 (7.9) 4 (2.6) 1 (1.6)
18 to <30 years 149 (30.2) 86 (30.9) 42 (27.6) 21 (33.3)
30 to <50 years 173 (35.1) 96 (34.5) 57 (37.5) 20 (31.7)
50 to <65 years 83 (16.8) 43 (15.5) 26 (17.1) 14 (22.2)
65+ years 53 (10.8) 26 (9.4) 22 (14.5) 5 (7.9)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.

(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte
clone > 0.01%.

(c) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(d) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(e) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:50:41

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo dur.sas
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Alexion Pharmaceuticals, Inc. Page 18 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 2.2
Patient Demographics, During the Analysis Period and by Treatment Status@
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatmentd Eculizumab Treatmente® Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
Years from PNH disease start to enrollment
n 493 278 152 63
Mean (SD) 6.0 (8.12) 6.4 (8.14) 5.8 (8.71) 4.7 (6.37)
Median (Q1, Q3) 2.7 (0.6, 8.1) 3.1 (0.7, 9.5) 2.2 (0.4, 6.6) 2.3 (0.6, 6.7)
Years from PNH disease start to ravulizumab
initiation
n 493 278 152 63
Mean (SD) 13.0 (9.74) 13.8 (9.35) 12.2 (10.72) 11.9 (8.71)
Median (Q1l, Q3) 11.2 (6.1, 17.7) 11.8 (7.1, 18.7) 9.9 (4.5, 16.2) 11.1 (6.3, 15.7)
Age at ravulizumab initiation (years)
n 493 278 152 63
Mean (SD) 52.2 (16.55) 51.3 (16.66) 54.2 (16.15) 51.0 (16.86)
Median (Q1, Q3) 50.4 (39.5, 66.2) 49.6 (39.3, 64.6) 54.7 (40.6, 68.2) 48.1 (36.1, 64.7)

Age group at ravulizumab initiation, n (%)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte
clone > 0.01%.

(c) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(d) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(e) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:41
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo dur.sas
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Alexion Pharmaceuticals, Inc. Page 19 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 2.2
Patient Demographics, During the Analysis Period and by Treatment Status@
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab

Patients® Eculizumab Treatmentd Eculizumab Treatmente® Treatment Unknown
(N=493) (N=278) (N=152) (N=63)

n 493 278 152 63

<2 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2 to <12 years 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
12 to <18 years 1 (0.2) 0 (0.0) 1 (0.7) 0 (0.0)
18 to <30 years 37 (7.5) 23 (8.3) 9 (5.9) 5 (7.9)
30 to <50 years 202 (41.0) 117 (42.1) 56 (36.8) 29 (46.0)
50 to <65 years 121 (24.5) 69 (24.8) 38 (25.0) 14 (22.2)
65+ years 132 (26.8) 69 (24.8) 48 (31.06) 15 (23.8)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) PNH disease start is defined as the earliest date among date of PNH diagnosis, date of first PNH symptom, and date of lab test with reported granulocyte
clone > 0.01%.

(c) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(d) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(e) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:41
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t2 demo dur.sas
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Alexion Pharmaceuticals, Inc. Page 20 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 3.1
Patient Disposition at Last Registry Follow-Up Date, Cumulative and by Treatment Status
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab
Patients?® Eculizumab Treatment® Eculizumab Treatment® Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
Registry discontinuation, n (%)
n 532 301 161 70
No 66 (12.4) 57 (18.9) 8 (5.0) 1 (1.4)
Yes 466 (87.6) 244 (81.1) 153 (95.0) 69 (98.6)
Reported reason for registry discontinuation, n (%)
n 466 244 153 69
Patient choice 4 (0.9) 1 (0.4) 3 (2.0) 0 (0.0)
Patient received a bone marrow transplant 3 (0.6) 1 (0.4) 1 (0.7) 1 (1.4)
Patient is being treated by another physician 2 (0.4) 1 (0.4) 1 (0.7) 0 (0.0)
Patient enrolled in a clinical trial of PNH 19 (4.1) 15 (6.1) 3 (2.0) 1 (1.4)
treatment
Patient died 20 (4.3) 9 (3.7) 10 (6.5) 1 (1.4)
Enrollment in the IPIG PNH Registry 207 (44.4) 124 (50.8) 53 (34.0) 30 (43.5)
Other 210 (45.1) 93 (38.1) 81 (52.9) 36 (52.2)
Unknown 1 (0.2) 0 (0.0) 1 (0.7) 0 (0.0)

Notes:

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:49
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t3 disp cum.sas
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Alexion Pharmaceuticals, Inc. Page 21 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 3.2
Patient Disposition at Last Registry Follow-Up Date, During the Analysis Period and by Treatment Status?
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab
Patients® Eculizumab Treatment® Eculizumab Treatment? Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
Registry discontinuation, n (%)
n 493 278 152 63
No 63 (12.8) 54 (19.4) 8 (5.3) 1 (1.6)
Yes 430 (87.2) 224 (80.6) 144 (94.7) 62 (98.4)
Reported reason for registry discontinuation, n
(%)
n 430 224 144 62
Patient choice 1 (0.2) 1 (0.4) 0 (0.0) 0 (0.0)
Patient received a bone marrow transplant 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Patient is being treated by another physician 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Patient enrolled in a clinical trial of PNH 12 (2.8) 10 (4.5) 2 (1.4) 0 (0.0)
treatment
Patient died 12 (2.8) 4 (1.8) 8 (5.6) 0 (0.0)
Enrollment in the IPIG PNH Registry 207 (48.1) 124 (55.4) 53 (36.8) 30 (48.4)

Notes:
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:58
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t3 disp dur.sas
Page 108 of 580
Alexion Confidential



Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Page 22 of 391

Table 3.2
Patient Disposition at Last Registry Follow-Up Date, During the Analysis Period and by Treatment Status?
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab
PatientsP Eculizumab Treatment® Eculizumab Treatment? Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
Other 197 (45.8) 85 (37.9) 80 (55.6) 32 (51.6)
Unknown 1 (0.2) 0 (0.0) 1 (0.7) 0 (0.0)

Notes:

(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
least 28 days prior to ravulizumab initiation.

There were 24 patients who

or eculizumab was discontinued at

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:50:58

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t3 disp dur.sas
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Alexion Pharmaceuticals, Inc. Page 23 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 4.1
Ultomiris Treatment Discontinuation, Cumulative
Ravulizumab Study Population

Treated with Ravulizumab

(N=532)
Discontinuation of ravulizumab, n (%)
n 532
No record of discontinuation 470 (88.3)
Discontinuation of ravulizumab 62 (11.7)
Discontinuation, death 10 (l6.1)
Discontinuation, adverse event 1 (1.6)
Discontinuation, lack of efficacy 9 (14.5)
Discontinuation, physician decision 10 (16.1)
Discontinuation, switch to other anti-complement treatment 15 (24.2)
Discontinuation, patient choice 3 (4.8)
Discontinuation, cost or access consideration 1 (1.6)
Discontinuation, switch to eculizumab IV 5 (8.1)
Discontinuation, unknown reason 8 (12.9)

Source: ADAM.ADSL, ADAM.ADEX, ADAM.ADPOP

Run Date: 2025-05-14T14:51:06

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t4 ravudisc cum.sas
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Alexion Pharmaceuticals, Inc. Page 24 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 4.2
Ultomiris Treatment Discontinuation, During the Analysis Period?
Ravulizumab Study Population

Treated with Ravulizumab

(N=493)
Discontinuation of ravulizumab, n (%)
n 493
No record of discontinuation 447 (90.7)
Discontinuation of ravulizumab 46 (9.3)
Discontinuation, death 6 (13.0)
Discontinuation, adverse event 1 (2.2)
Discontinuation, lack of efficacy 7 (15.2)
Discontinuation, physician decision 7 (15.2)
Discontinuation, switch to other anti-complement treatment 14 (30.4)
Discontinuation, patient choice 2 (4.3)
Discontinuation, cost or access consideration 0 (0.0)
Discontinuation, switch to eculizumab IV 2 (4.3)
Discontinuation, unknown reason 7 (15.2)

Note:
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

Source: ADAM.ADSL, ADAM.ADEX, ADAM.ADPOP

Run Date: 2025-05-14T14:51:16

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t4 ravudisc dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 5.1
Ultomiris Treatment Information, Cumulative
Ravulizumab Study Population

Treated with Ravulizumab

(N=532)
Meningococcal vaccination prior to ravulizumab start, n (%)
n 481
No 0 (0.0)
Yes 481 (100.0)
Weight (kg) at initiation of ravulizumab
All patients, n 364
Mean (SD) 75.3 (18.60)
Median (Q1, Q3) 73.5 (62.0, 85.0)
< 40kg, n (%) 0 (0.0)
> 40kg, n (%) 364 (100.0)
First dose of ravulizumab, n 502
2400mg, n (%) 103 (20.5)
2700mg, n (%) 337 (67.1)
3000mg, n (%) 54 (10.8)
Other, n (%) 8 (1.6)
Subsequent doses of ravulizumab, n 505
All doses <3000mg/8 weeks, n (%) 1 (0.2)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.

Source: ADAM.ADSL, ADAM.ADEX, ADAM.ADPOP

Run Date: 2025-05-14T14:51:26

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t5 ravuinfo cum.sas
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Alexion Pharmaceuticals, Inc. Page 26 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 5.1
Ultomiris Treatment Information, Cumulative
Ravulizumab Study Population

Treated with Ravulizumab

(N=532)
All doses 23000 to <3300mg/8 weeks, n (%) 88 (17.4)
All doses 23300 to <3600mg/8 weeks, n (%) 294 (58.2)
All doses =3600mg/8 weeks, n (%) 41 (8.1)
All doses >3600mg/8 weeks, n (%) 7 (1.4)
Other/Unknown, n (%) 74 (14.7)

Last dose of ravulizumab, n 505

3000mg, n (%) 106 (21.0)
3300mg, n (%) 337 (66.7)
3600mg, n (%) 50 (9.9)
Other, n (%) 12 (2.4)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.

Source: ADAM.ADSL, ADAM.ADEX, ADAM.ADPOP

Run Date: 2025-05-14T14:51:26

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t5 ravuinfo cum.sas
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Alexion Pharmaceuticals, Inc. Page 27 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 5.2
Ultomiris Treatment Information, During the Analysis Period?
Ravulizumab Study Population

Treated with Ravulizumab

(N=493)
Meningococcal vaccination prior to ravulizumab start, n (%)
n 442
No 0 (0.0)
Yes 442 (100.0)
Weight (kg) at initiation of ravulizumab
All patients, n 340
Mean (SD) 75.0 (18.58)
Median (Q1, Q3) 73.0 (61.9, 84.9)
< 40kg, n (%) 0 (0.0)
> 40kg, n (%) 340 (100.0)
First dose of ravulizumab, n 468
2400mg, n (%) 96 (20.5)
2700mg, n (%) 316 (67.5)
3000mg, n (%) 49 (10.5)
Other, n (%) 7 (1.5)
Subsequent doses of ravulizumab, n 470

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

Source: ADAM.ADSL, ADAM.ADEX, ADAM.ADPOP

Run Date: 2025-05-14T14:51:35

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t5 ravuinfo dur.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Table 5.2

Ultomiris Treatment Information,

During the Analysis Period?

Ravulizumab Study Population

Page 28 of 391

Treated with Ravulizumab

(N=493)
All doses <3000mg/8 weeks, n 1 (0.2)
All doses 23000 to <3300mg/8 weeks, n (%) 82 (17.4)
All doses 23300 to <3600mg/8 weeks, n (%) 279 (59.4)
All doses =3600mg/8 weeks, n 36 (7.7)
All doses >3600mg/8 weeks, n (% 7 (1.5)
Other/Unknown, n (%) 65 (13.8)

Last dose of ravulizumab, n 473

3000mg, n (%) 99 (20.9)
3300mg, n (%) 318 (67.2)
3600mg, n (%) 45 (9.5)
Other, n (%) 11 (2.3)

Note: Q1 = first quartile; Q3 = third quartile; SD = standard deviation.
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

Source: ADAM.ADSL, ADAM.ADEX, ADAM.ADPOP

Run Date: 2025-05-14T14:51:35

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t5 ravuinfo dur.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Patient Durations of Follow-up,

All Ravulizumab
Patients®

Table 6.1

Prior
Eculizumab Treatment?
(N=301)

Page 29 of 391

Cumulative and by Treatment Status
Ravulizumab Study Population

Years from enrollment to last registry
follow-up

n
Mean (SD)

Median (Min, Max)

Years of ravulizumab treatment follow-up

n
Mean (SD)

Median (Min, Max)

(4.19) 10.1
19.5) 10.4 (1.

(1.37) 2.6
5.3) 2.6 (0.0,

Without Prior Prior Eculizumab
Eculizumab Treatment® Treatment Unknown
(N=161) (N=70)

161 70
8.0 (4.67) 9.2 (4.31)
8.3 (0.0, 17.3) 10.4 (0.4, 17.5)
160 69
1.6 (1.20) 1.9 (1.55)
1.5 (0.0, 5.1) 1.8 (0.0, 5.0)

Note: SD = standard deviation.

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:51:47

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t6 dura cum.sas
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Alexion Pharmaceuticals, Inc. Page 30 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 6.2
Patient Durations of Follow-up, During the Analysis Period and by Treatment Status?
Ravulizumab Study Population

All Ravulizumab Prior Without Prior Prior Eculizumab
PatientsP Eculizumab Treatment® Eculizumab Treatmentd Treatment Unknown
(N=493) (N=278) (N=152) (N=63)
Years of follow-up during the analysis period
n 493 278 152 63
Mean (SD) 1.2 (0.35) 1.2 (0.35) 1.2 (0.31) 1.2 (0.39)
Median (Min, Max) 1.3 (0.0, 1.9) 1.2 (0.1, 1.9) 1.3 (0.0, 1.9) 1.4 (0.0, 1.9)
Years of ravulizumab treatment during the
analysis period
n 454 259 143 52
Mean (SD) 1.1 (0.42) 1.2 (0.40) 1.0 (0.40) 1.1 (0.51)
Median (Min, Max) 1.2 (0.0, 1.9) 1.2 (0.0, 1.9) 1.2 (0.0, 1.7) 1.3 (0.0, 1.7)

Note: SD = standard deviation.
(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:51:59

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t6 dura dur.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Vital Status at Last Registry Follow-Up Date,

Table 7.1

Ravulizumab Study Population

Page 31 of 391

Cumulative and by Treatment Status

Without Prior Prior Eculizumab
All Ravulizumab Prior Eculizumab Eculizumab Treatment
Patients? TreatmentP Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)
Vital status, n (%)
n 532 301 161 70
Alive 512 (96.2) 292 (97.0) 151 (93.8) 69 (98.6)
Dead 20 (3.8) 9 (3.0) 10 (6.2) 1 (1.4)
Reported cause of death by system organ class
Blood and lymphatic system disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Cardiac disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Gastrointestinal disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
General disorders and administration site conditions, 4 (20.0) 1 (11.1) 3 (30.0) 0 (0.0)
n (%)
Hepatobiliary disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Immune system disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Infections and infestations, n (%) 3 (15.0) 0 (0.0) 3 (30.0) 0 (0.0)
Injury, poisoning and procedural complications, n (%) 1 (5.0) 0 (0.0) 1 (10.0) 0 (0.0)

Note:

(a)

eculizumab discontinuation date.

Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(b)

(c)

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:52:08
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t7 death cum.sas

The percentages are the percent of all death reported in the registry.
Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
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or eculizumab was discontinued at



Alexion Pharmaceuticals, Inc. Page 32 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 7.1
Vital Status at Last Registry Follow-Up Date, Cumulative and by Treatment Status
Ravulizumab Study Population

Without Prior Prior Eculizumab

All Ravulizumab Prior Eculizumab Eculizumab Treatment

Patients? Treatment® Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)

Lung infection, n (%) 1 (5.0) 1 (11.1) 0 (0.0) 0 (0.0)

Neoplasms benign, malignant and unspecified (incl 5 (25.0) 2 (22.2) 2 (20.0) 1 (100.0)

cysts and polyps), n (%)

Nervous system disorders, n (%) 2 (10.0) 1 (11.1) 1 (10.0) 0 (0.0)
Psychiatric disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Renal and urinary disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Respiratory, thoracic and mediastinal disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Vascular disorder, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: The percentages are the percent of all death reported in the registry.
(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:52:08

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t7 death cum.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Vital Status at Last Registry Follow-Up Date,
Ravulizumab Study Population

Table 7.2

Without Prior

Page 33 of 391

During the Analysis Period and by Treatment Status?

Prior Eculizumab

All Ravulizumab Prior Eculizumab Eculizumab Treatment
PatientsP Treatment® Treatmentd Unknown
(N=493) (N=278) (N=152) (N=63)
Vital status, n (%)
n 493 278 152 63
Alive 481 (97.6) 274 (98.6) 144 (94.7) 63 (100.0)
Dead 12 (2.4) 4 (1.4) 8 (5.3) 0 (0.0)
Reported cause of death by system organ class
Blood and lymphatic system disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Cardiac disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Gastrointestinal disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
General disorders and administration site conditions, 3 (25.0) 0 (0.0) 3 (37.5) 0 (0.0)
n (%)
Hepatobiliary disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Immune system disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Infections and infestations, n (%) 2 (16.7) 0 (0.0) 2 (25.0) 0 (0.0)

Note:

(a)
(b)

(c)

(d)

The percentages are the percent of all death reported in the registry.

Includes patients actively enrolled in the registry during the analysis period,
Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:52:18
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t7 death dur.sas
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or eculizumab was discontinued at



Alexion Pharmaceuticals, Inc. Page 34 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 7.2
Vital Status at Last Registry Follow-Up Date, During the Analysis Period and by Treatment Status?
Ravulizumab Study Population

Without Prior Prior Eculizumab

All Ravulizumab Prior Eculizumab Eculizumab Treatment

PatientsP Treatment® Treatmentd Unknown
(N=493) (N=278) (N=152) (N=63)

Injury, poisoning and procedural complications, n (%) 1 (8.3) 0 (0.0) 1 (12.5) 0 (0.0)
Lung infection, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Neoplasms benign, malignant and unspecified (incl 3 (25.0) 1 (25.0) 2 (25.0) 0 (0.0)

cysts and polyps), n (%)

Nervous system disorders, n (%) 1 (8.3) 1 (25.0) 0 (0.0) 0 (0.0)
Psychiatric disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Renal and urinary disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Respiratory, thoracic and mediastinal disorders, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Vascular disorder, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: The percentages are the percent of all death reported in the registry.

(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(c) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 24 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(d) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:52:18

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t7 death dur.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 8

History of Medical Events at Ultomiris Initiation,
Ravulizumab Study Population

by Treatment Status

Without Prior

Page 35 of 391

Prior Eculizumab

All Ravulizumab Prior Eculizumab Eculizumab Treatment
Patients? Treatment® Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)
History of bone marrow disorder, n (%)
n 517 296 156 65
No 288 (55.7) 171 (57.8) 80 (51.3) 37 (56.9)
Yes 229 (44.3) 125 (42.2) 76 (48.7) 28 (43.1)
Ongoing at ravulizumab initiation 169 (73.8) 85 (68.0) 62 (81.6) 22 (78.6)
Resolved prior to ravulizumab initiation 60 (26.2) 40 (32.0) 14 (18.4) 6 (21.4)
History of bone marrow disorder - aplastic or hypoplastic
anemia, n (%)
n 515 294 156 65
No 322 (62.5) 192 (65.3) 88 (56.4) 42 (64.06)
Yes 193 (37.5) 102 (34.7) 68 (43.6) 23 (35.4)
Ongoing at ravulizumab initiation 143 (74.1) 71 (69.0) 55 (80.9) 17 (73.9)
Resolved prior to ravulizumab initiation 50 (25.9) 31 (30.4) 13 (19.1) 6 (26.1)

History of bone marrow disorder - MDS, n (%)

Note: MAVE = major adverse vascular event; MDS = myelodysplastic syndromes; TE = thrombotic event.
(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

There were 27 patients who

discontinued eculizumab between 17 and 28 days of ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
least 28 days prior to ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM
Run Date: 2025-05-14T14:52:27

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t8 medhis.sas
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or eculizumab was discontinued at



Alexion Pharmaceuticals, Inc.

Protocol

: ALX-PNH-501

Analysis: Ravuema202501

Page 36 of 391

Database Cutoff Date: 06JAN2025
Table 8
History of Medical Events at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population
Without Prior Prior Eculizumab
All Ravulizumab Prior Eculizumab Eculizumab Treatment
Patients? Treatment® Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)
n 509 292 153 64
No 486 (95.5) 280 (95.9) 146 (95.4) 60 (93.8)
Yes 23 (4.5) 12 (4.1) 7 (4.6) 4 (6.3)
Ongoing at ravulizumab initiation 19 (82.06) 9 (75.0) 6 (85.7) 4 (100.0)
Resolved prior to ravulizumab initiation 4 (17.4) 3 (25.0) 1 (14.3) 0 (0.0)
History of bone marrow disorder - other,
n 509 293 152 64
No 479 (94.1) 275 (93.9) 143 (94.1) 61 (95.3)
Yes 30 (5.9) 18 (6.1) 9 (5.9) 3 (4.7)
Ongoing at ravulizumab initiation 17 (56.7) 9 (50.0) 5 (55.6) 3 (100.0)
Resolved prior to ravulizumab initiation 13 (43.3) 9 (50.0) 4 (44.4) 0 (0.0)
History of MAVE, n (%)
n 521 296 158 67
No 374 (71.8) 213 (72.0) 115 (72.8) 46 (68.7)

Note: MAVE

= major adverse vascular event; MDS

myelodysplastic syndromes;

TE = thrombotic event.

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

discontinuation date.

There were 27 patients who

discontinued eculizumab between 17 and 28 days of ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
least 28 days prior to ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM

Run Date:

2025-05-14T14:52:27

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t8 medhis.sas
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Alexion Pharmaceuticals, Inc. Page 37 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 8
History of Medical Events at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Without Prior Prior Eculizumab
All Ravulizumab Prior Eculizumab Eculizumab Treatment
Patients? Treatment® Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)
Yes 147 (28.2) 83 (28.0) 43 (27.2) 21 (31.3)
History of TE, n (%)
n 519 295 157 67
No 400 (77.1) 229 (77.6) 122 (77.7) 49 (73.1)
Yes 119 (22.9) 66 (22.4) 35 (22.3) 18 (26.9)
History of non-TE MAVE, n (%)
n 518 294 157 67
No 475 (91.7) 269 (91.5) 144 (91.7) 62 (92.5)
Yes 43 (8.3) 25 (8.5) 13 (8.3) 5 (7.5)
History of impaired renal function, n (%)
n 512 293 154 65
No 436 (85.2) 247 (84.3) 132 (85.7) 57 (87.7)
Yes 76 (14.8) 46 (15.7) 22 (14.3) 8 (12.3)

Note: MAVE = major adverse vascular event; MDS = myelodysplastic syndromes; TE = thrombotic event.

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM

Run Date: 2025-05-14T14:52:27
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 8
History of Medical Events at Ultomiris Initiation,
Ravulizumab Study Population

by Treatment Status

Without Prior

Page 38 of 391

Prior Eculizumab

All Ravulizumab Prior Eculizumab Eculizumab Treatment
Patients? Treatment® Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)
History of impaired hepatic function, n (%)
n 512 293 154 65
No 491 (95.9) 276 (94.2) 153 (99.4) 62 (95.4)
Yes 21 (4.1) 17 (5.8) 1 (0.6) 3 (4.6)
History of pulmonary hypertension, n (%)
n 512 293 154 65
No 486 (94.9) 276 (94.2) 149 (96.8) 61 (93.8)
Yes 26 (5.1) 17 (5.8) 5 (3.2) 4 (6.2)
History of malignancy, n (%)
n 520 296 157 67
No 454 (87.3) 265 (89.5) 130 (82.8) 59 (88.1)
Yes 66 (12.7) 31 (10.5) 27 (17.2) 8 (11.9)

Note: MAVE = major adverse vascular event; MDS = myelodysplastic syndromes; TE = thrombotic event.
(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

discontinued eculizumab between 17 and 28 days of ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
least 28 days prior to ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM

Run Date: 2025-05-14T14:52:27
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 8
History of Medical Events at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Without Prior

Page 39 of 391

Prior Eculizumab

All Ravulizumab Prior Eculizumab Eculizumab Treatment
Patients? Treatment® Treatment® Unknown
(N=532) (N=301) (N=161) (N=70)
History of infection, n (%)
n 514 294 154 66
No 407 (79.2) 242 (82.3) 113 (73.4) 52 (78.8)
Yes 107 (20.8) 52 (17.7) 41 (26.6) 14 (21.2)
History of pregnancy (female only), n (%)
n 147 84 42 21
No 25 (17.0) 9 (10.7) 15 (35.7) 1 (4.8)
Yes 122 (83.0) 75 (89.3) 27 (64.3) 20 (95.2)
History of patient's partner pregnancy (male only), n (%)
n 0 0 0 0
No 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Yes 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: MAVE = major adverse vascular event; MDS = myelodysplastic syndromes; TE = thrombotic event.

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

There were 27 patients who

discontinued eculizumab between 17 and 28 days of ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,
least 28 days prior to ravulizumab initiation. Medical history reported at the time of eculizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM
Run Date: 2025-05-14T14:52:27
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t8 medhis.sas
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Alexion Pharmaceuticals,
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date:

Inc.

06JAN2025

Table 9

History of Concomitant Medication Use at Ultomiris Initiation, by
Ravulizumab Study Population

Treatment Status

Page 40 of 391

Prior Without Prior
All Ravulizumab Eculizumab Eculizumab Prior Eculizumab
Patients?® Treatment? Treatment® Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
RBC transfusions, n
n 523 296 158 69
No 443 (84.7) 258 (87.2) 125 (79.1) 60 (87.0)
Yes 80 (15.3) 38 (12.8) 33 (20.9) 9 (13.0)
Anticoagulation therapy - heparin or warfarin, n (%)
n 405 229 124 52
No 269 (66.4) 152 (66.4) 91 (73.4) 26 (50.0)
Yes 136 (33.6) 77 (33.6) 33 (26.6) 26 (50.0)
Immunosuppressant therapy - cyclosporine or ATG, n (%)
n 413 227 141 45
No 330 (79.9) 180 (79.3) 111 (78.7) 39 (86.7)
Yes 83 (20.1) 47 (20.7) 30 (21.3) 6 (13.3)
Immunosuppressant therapy - corticosteroids, n (%)
n 398 223 128 47

Note: ATG = anti-thymocyte globulin;
Data shown are reported in the 6 months prior to the timepoint.
(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due

eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

RBC = red blood cell.

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADCMSUM, ADAM.ADRBCSUM

Run Date: 2025-05-14T14:52:30

to unknown prior eculizumab treatment history or because of a missing
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Alexion Pharmaceuticals, Inc. Page 41 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 9
History of Concomitant Medication Use at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Without Prior
All Ravulizumab Eculizumab Eculizumab Prior Eculizumab
Patients?® Treatment? Treatment® Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
No 326 (81.9) 179 (80.3) 109 (85.2) 38 (80.9)
Yes 72 (18.1) 44 (19.7) 19 (14.8) 9 (19.1)
Any pain medication, n (%)
n 370 204 122 44
No 309 (83.5) 165 (80.9) 112 (91.8) 32 (72.7)
Yes 61 (16.5) 39 (19.1) 10 (8.2) 12 (27.3)
Any opioids pain medication, n (%)
n 359 199 118 42
No 328 (91.4) 179 (89.9) 114 (96.6) 35 (83.3)
Yes 31 (8.6) 20 (10.1) 4 (3.4) 7 (16.7)
Any non-opioids pain medication, n (%)
n 360 198 120 42
No 318 (88.3) 170 (85.9) 112 (93.3) 36 (85.7)
Yes 42 (11.7) 28 (14.1) 8 (6.7) 6 (14.3)

Note: ATG = anti-thymocyte globulin; RBC = red blood cell.

Data shown are reported in the 6 months prior to the timepoint.

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADCMSUM, ADAM.ADRBCSUM

Run Date: 2025-05-14T14:52:30
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Table 9

History of Concomitant Medication Use at Ultomiris Initiation, by
Ravulizumab Study Population

Treatment Status

Page 42 of 391

Prior Without Prior
All Ravulizumab Eculizumab Eculizumab Prior Eculizumab
Patients?® Treatment? Treatmente® Treatment Unknown
(N=532) (N=301) (N=161) (N=70)
Any oral prophylactic antibiotics, n (%)
n 423 234 138 51
No 197 (46.6) 102 (43.06) 69 (50.0) 26 (51.0)
Yes 226 (53.4) 132 (56.4) 69 (50.0) 25 (49.0)

Note: ATG = anti-thymocyte globulin; RBC = red blood cell.
Data shown are reported in the 6 months prior to the timepoint.

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing

eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADCMSUM, ADAM.ADRBCSUM
Run Date: 2025-05-14T14:52:30
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Alexion Pharmaceuticals, Inc. Page 43 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients® Eculizumab Treatment® Eculizumab Treatment© Unknown
(N=532) (N=301) (N=161) (N=70)
Percent GPI-deficient granulocytes
n 280 150 94 36
Mean (SD) 76.7 (26.34) 79.0 (26.73) 73.8 (24.65) 74.6 (28.68)
Median (Q1, Q3) 89.1 (61.4, 97.9) 92.8 (67.7, 98.2) 81.3 (58.3, 94.5) 88.8 (60.6, 98.3)
Percent GPI-deficient granulocytes,
n (%)
n 280 150 94 36
<1% 1 (0.4) 1 (0.7) 0 (0.0) 0 (0.0)
21% to <10% 3 (1.1) 3 (2.0) 0 (0.0) 0 (0.0)
210% to <50% 51 (18.2) 23 (15.3) 21 (22.3) 7 (19.4)
250% 225 (80.4) 123 (82.0) 73 (77.7) 29 (80.6)

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.
Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP
Run Date: 2025-05-14T14:52:58

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t10 labhis.sas

Page 130 of 580
Alexion Confidential



Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Page 44 of 391

Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients?® Eculizumab TreatmentP Eculizumab Treatment¢® Unknown
(N=532) (N=301) (N=161) (N=70)
Percent GPI-deficient erythrocytes
n 246 134 84 28
Mean (SD) 51.4 (32.15) 59.3 (31.58) 41.3 (29.45) 44.0 (33.40)
Median (Q1, Q3) 47.5 (19.8, 84.3) 61.5 (31.5, 89.9) 30.4 (16.0, 63.0) 30.6 (14.0, 80.3)
Percent GPI-deficient erythrocytes,
n (%)
n 246 134 84 28
<10% 16 (6.5) 7 (5.2) 7 (8.3) 2 (7.1)
210% 230 (93.5) 127 (94.8) 77 (91.7) 26 (92.9)
LDH (U/L)
n 410 228 130 52

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.
Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP
Run Date: 2025-05-14T14:52:58
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Alexion Pharmaceuticals, Inc. Page 45 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients?® Eculizumab TreatmentP Eculizumab Treatment¢® Unknown
(N=532) (N=301) (N=161) (N=70)
Mean (SD) 441.1 (489.46) 327.6 (214.406) 608.8 (716.23) 519.2 (532.52)
Median (Q1, Q3) 273.0 (223.0, 432.0) 264.0 (223.0, 370.5) 301.5 (225.0, 730.0) 307.0 (225.0, 595.0)
LDH ratio (x ULN)
n 385 216 121 48
Mean (SD) 1.8 (2.11) 1.2 (0.89) 2.5 (3.05) 2.2 (2.42)
Median (Q1, Q3) 1.1 (0.9, 1.4) 1.0 (0.9, 1.2) 1.2 (0.9, 2.7) 1.2 (0.9, 2.4)
LDH ratio (x ULN), n (%)
n 385 216 121 48
<1l.5 298 (77.4) 188 (87.0) 77 (63.6) 33 (68.8)
21.5 87 (22.6) 28 (13.0) 44 (36.4) 15 (31.3)

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.
Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP
Run Date: 2025-05-14T14:52:58
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Alexion Pharmaceuticals, Inc. Page 46 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients?® Eculizumab TreatmentP Eculizumab Treatment¢® Unknown
(N=532) (N=301) (N=161) (N=70)
Hemoglobin (g/dL)
n 402 213 131 58
Mean (SD) 10.9 (2.03) 11.1 (2.01) 10.9 (2.08) 10.5 (1.97)
Median (Q1, Q3) 10.8 (9.5, 12.3) 10.9 (9.6, 12.4) 10.8 (9.3, 12.3) 10.6 (9.0, 11.9)
Haptoglobin (umol/L)
n 42 24 15 3
Mean (SD) 0.4 (0.41) 0.4 (0.44) 0.4 (0.38) 0.2 (0.06)
Median (Q1, Q3) 0.3 (0.1, 0.7) 0.4 (0.1, 0.7) 0.2 (0.1, 0.6) 0.1 (0.1, 0.2)
Platelets (x10%/L)
n 449 249 139 61
Mean (SD) 146.2 (65.67) 151.7 (65.04) 135.8 (61.15) 147.3 (75.74)

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.
Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP
Run Date: 2025-05-14T14:52:58
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Alexion Pharmaceuticals, Inc. Page 47 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients?® Eculizumab TreatmentP Eculizumab Treatment¢® Unknown
(N=532) (N=301) (N=161) (N=70)
Median (Q1, Q3) 139.0 (104.0, 185.0) 145.0 (112.0, 190.0) 129.0 (100.0, 172.0) 125.0 (101.0, 185.0)
Serum creatinine (umol/L)
n 421 230 132 59
Mean (SD) 78.3 (34.03) 78.8 (30.61) 73.9 (21.99) 86.4 (59.02)
Median (Q1, Q3) 70.7 (61.0, 88.4) 72.2 (61.0, 88.4) 70.4 (59.6, 84.9) 73.0 (61.9, 91.0)
eGFR (mL/min)
n 420 230 131 59
Mean (SD) 92.5 (25.56) 92.5 (26.27) 93.3 (22.83) 91.0 (28.70)
Median (Q1, Q3) 96.5 (76.7, 111.4) 98.2 (76.7, 113.1) 95.3 (78.6, 111.0) 96.7 (73.1, 107.5)

eGFR (mL/min), n (

o

)

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.
Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP
Run Date: 2025-05-14T14:52:58
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Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients?® Eculizumab TreatmentP Eculizumab Treatment¢® Unknown
(N=532) (N=301) (N=161) (N=70)
n 420 230 131 59
<30 7 (1.7) 5 (2.2) 0 (0.0) 2 (3.4)
30 to <60 49 (11.7) 28 (12.2) 15 (11.5) 6 (10.2)
60 to <90 119 (28.3) 65 (28.3) 40 (30.5) 14 (23.7)
290 245 (58.3) 132 (57.4) 76 (58.0) 37 (62.7)
Absolute neutrophils (/ul)
n 429 237 135 57
Mean (SD) 2238.7 (1250.95) 2209.0 (1199.74) 2253.0 (1177.67) 2328.1 (1601.01)
Median (Q1, Q3) 2040.0 (1470.0, 2800.0) 2040.0 (1460.0, 2840.0) 2040.0 (1460.0, 2700.0) 2090.0 (1540.0, 2700.0)
Absolute reticulocytes (x10°/L)
n 349 188 112 49

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.

Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation.

There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation,

or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP
Run Date: 2025-05-14T14:52:58
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Alexion Pharmaceuticals, Inc. Page 49 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 10
Laboratory Values at Ultomiris Initiation, by Treatment Status
Ravulizumab Study Population

Prior Eculizumab

All Ravulizumab Prior Without Prior Treatment
Patients?® Eculizumab TreatmentP Eculizumab Treatment¢® Unknown
(N=532) (N=301) (N=161) (N=70)
Mean (SD) 160.3 (83.87) 168.5 (85.41) 145.1 (75.11) 163.8 (93.38)
Median (Q1l, Q3) 155.4 (99.4, 209.0) 165.5 (100.1, 226.5) 131.2 (91.8, 185.8) 171.3 (104.0, 209.0)
Total RBC (x10%2/L)
n 429 234 136 59
Mean (SD) 3.2 (0.67) 3.2 (0.65) 3.2 (0.65) 3.1 (0.83)
Median (Q1, Q3) 3.1 (2.7, 3.6) 3.1 (2.7, 3.7) 3.2 (2.8, 3.7) 3.0 (2.5, 3.5)
Total WBC (x10%/L)
n 447 248 138 6l
Mean (SD) 3.9 (1.65) 3.9 (1.62) 4.0 (1.52) 3.9 (2.03)
Median (Q1l, Q3) 3.7 (3.0, 4.7) 3.7 (3.0, 4.8) 3.7 (3.1, 4.7) 3.7 (3.0, 4.7)

Note: eGFR = estimated glomerular filtration rate; GPI = glycophosphatidylinositol; LDH = lactate dehydrogenase; Q1 = first quartile; Q3 = third quartile;
SD = standard deviation; ULN = upper limit of normal; RBC = red blood cells; WBC = white blood cells.
Data shown are reported in the 6 months prior to the timepoint

(a) Patients were classified into the Prior Eculizumab Treatment Unknown group due to unknown prior eculizumab treatment history or because of a missing
eculizumab discontinuation date.

(b) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. There were 27 patients who
discontinued eculizumab between 17 and 28 days of ravulizumab initiation.

(c) Without prior eculizumab treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at
least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADLBSUM, ADAM.ADPOP

Run Date: 2025-05-14T14:52:58

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t10 labhis.sas
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Table 11.1
Rates of Major Adverse Vascular Events, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 22 19 5 31
Incidence (percent of population at risk, %) 8.7 6.4 1.0 4.4
Number of events 26 19 6 36
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 4.3 0.9 0.5 1.1
Estimated rate per 100 person-years? 4.3 0.9 0.5 1.1
95% CI (2.9, 6.3) (0.6, 1.4) (0.2, 1.2) (0.8, 1.5)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:36
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll mave cum.sas
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Table 11.1.1
Rates of Thrombotic Events, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 16 15 3 19
Incidence (percent of population at risk, %) 6.3 5.0 0.6 2.7
Number of events 18 15 4 21
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 3.0 0.7 0.3 0.6
Estimated rate per 100 person-years? 3.0 0.7 0.3 0.6
95% CI (1.9, 4.7) (0.4, 1.1) (0.1, 0.9) (0.4, 1.0)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:07
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 1 te cum.sas
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Table 11.1.2
Adjusted Rates of Thrombotic Events, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 16 15 3 19
Incidence (percent of population at risk, %) 6.3 5.0 0.6 2.7
Number of events 18 15 4 21
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 3.0 0.7 0.3 0.6
Adjusted rate per 100 person-years? 4.2 0.7 0.5 0.7
95% CI (2.4, 7.1) (0.3, 1.3) (0.2, 1.4) (0.4, 1.2)

Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,
LDH at baseline, and history of MAVEs at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in

'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab
only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADLBSUM
Run Date: 2025-05-14T14:53:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 1 te cum adj.sas
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Rates of Thrombotic Events,

Table 11.1.3

Study Population

Patients with

Treated with
Eculizumab

During the Analysis Period and by Exposure Period?

Page 53 of 391

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 1 0 1 0
Incidence (percent of population at risk, %) 4.3 0.0 0.2 0.0
Number of events 1 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 0.4 0.0
Estimated rate per 100 person-yearsP 10.3 n/a 0.4 n/a
95% CI (1.5, 73.4) (n/a) (0.1, 1.6) (n/a)
Notes: CI = confidence interval.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:53:09

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 1 te dur.sas
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Table 11.1.4
Sensitivity Analysis - Rates of Thrombotic Events, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 523
Number of patients with events 12 8 2 12
Incidence (percent of population at risk, %) 6.0 3.6 0.5 2.3
Number of events 14 8 2 13
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 3.1 0.5 0.2 0.6
Estimated rate per 100 person-years? 3.1 0.5 0.2 0.6
95% CI (1.8, 5.3) (0.3, 1.1) (0.1, 1.0) (0.3, 0.9)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:53:04
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 1 te cum sen.sas
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Table 11.2
Adjusted Rates of Major Adverse Vascular Events, Cumulative and by Exposure Period?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 22 19 5 31
Incidence (percent of population at risk, %) 8.7 6.4 1.0 4.4
Number of events 26 19 6 36
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 4.3 0.9 0.5 1.1
Adjusted rate per 100 person-years? 5.9 0.8 0.8 1.1
95% CI (3.7, 9.2) (0.4, 1.5) (0.4, 1.9) (0.7, 1.6)

Note: CI = confidence interval.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,
LDH at baseline, and history of MAVEs at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in

'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab
only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADLBSUM
Run Date: 2025-05-14T14:53:19

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll mave cum adj.sas
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Table 11.2.1
Rates of Non-Thrombotic Major Adverse Vascular Events, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 7 4 2 13
Incidence (percent of population at risk, %) 2.8 1.3 0.4 1.8
Number of events 8 4 2 15
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 1.3 0.2 0.2 0.5
Estimated rate per 100 person-years? 1.3 0.2 0.2 0.5
95% CI (0.7, 2.6) (0.1, 0.5) (0.0, 0.7) (0.3, 0.8)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:16
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 2 nontemave cum.sas
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Table 11.2.2
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Adjusted Rates of Non-Thrombotic Major Adverse Vascular Events, Cumulative and by Exposure Period

Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 7 4 2 13
Incidence (percent of population at risk, %) 2.8 1.3 0.4 1.8
Number of events 8 4 2 15
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 1.3 0.2 0.2 0.5
Adjusted rate per 100 person-years? 1.7 0.1 0.3 0.4
95% CI (0.7, 3.9) (0.0, 0.5) (0.1, 1.3) (0.2, 0.7)

Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,

LDH at baseline, and history of MAVEs at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in
'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab

only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADLBSUM
Run Date: 2025-05-14T14:53:11

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 2 nontemave cum adj.sas
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Inc.

Rates of Non-Thrombotic Major Adverse Vascular Events,

Table 11.2.3
During the Analysis Period and by Exposure
Study Population

Treated with

Page 58 of 391

Period?

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 0 0 1 1
Incidence (percent of population at risk, %) 0.0 0.0 0.2 1.3
Number of events 0 0 1 1
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.2 1.2
Estimated rate per 100 person-yearsP n/a n/a 0.2 1.2
95% CI (n/a) (n/a) (0.0, 1.4) (0.2, 8.2)
Notes: CI = confidence interval.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.
Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:18

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll 2 nontemave dur.sas
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Rates of Major Adverse Vascular Events,

Table 11.3

Study Population

Treated with

During the Analysis Period and by Exposure Period?
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Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 1 0 2 1
Incidence (percent of population at risk, %) 4.3 0.0 0.4 1.3
Number of events 1 0 3 1
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 0.6 1.2
Estimated rate per 100 person-yearsP 10.3 n/a 0.6 1.2
95% CI (1.5, 73.4) (n/a) (0.2, 1.9) (0.2, 8.2)
Notes: CI = confidence interval.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:39

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll mave dur.sas
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Table 11.4
Sensitivity Analysis - Rates of Major Adverse Vascular Events, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 523
Number of patients with events 18 12 2 20
Incidence (percent of population at risk, %) 9.0 5.4 0.5 3.8
Number of events 22 12 2 23
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 4.9 0.8 0.2 1.0
Estimated rate per 100 person-years? 4.9 0.8 0.2 1.0
95% CI (3.2, 7.4) (0.5, 1.4) (0.1, 1.0) (0.6, 1.5)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:53:29
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tll mave cum sen.sas
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Table 12.1
Rates of Malignancy, Cumulative and by Exposure Period
Study Population

Treated with

Page 61 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
All reported malignancy
Total patients at risk 252 299 525 711
Number of patients with events 4 17 19 40
Incidence (percent of population at risk, %) 1.6 5.7 3.6 5.6
Number of events 4 19 21 45
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.7 0.9 1.8 1.4
Estimated rate per 100 person-years? 0.7 0.9 1.8 1.4
95% CI (0.2, 1.7) (0.6, 1.4) (1.2, 2. (1.0, 1.8)
All confirmed malignancy
Total patients at risk 252 299 525 711
Number of patients with events 3 16 19 40
Incidence (percent of population at risk, %) 1.2 5.4 3.6 5.6
Number of events 3 18 21 45
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.5 0.8 1.8 1.4

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:54:12

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal cum.sas
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Table 12.1
Rates of Malignancy, Cumulative and by Exposure Period
Study Population

Treated with

Page 62 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Estimated rate per 100 person-years? 0.5 0.8 1.8 1.4
95% CI (0.2, 1.5) (0.5, 1.3) (1.2, 2.8) (1.0, 1.8)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:54:12

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal cum.sas
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Table 12.1.1
Rates of Malignancy - Hematologic, Cumulative and by Exposure Group
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
All reported hematologic malignancy
Total patients at risk 252 299 525 711
Number of patients with events 0 3 6 19
Incidence (percent of population at risk, %) 0.0 1.0 1.1 2.7
Number of events 0 3 7 22
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.1 0.6 0.7
Estimated rate per 100 person-years? n/a 0.1 0.6 0.7
95% CI (n/a) (0.0, 0.4) (0.3, 1.3) (0.4, 1.0)
All confirmed primary hematologic malignancy
Total patients at risk 252 299 525 711
Number of patients with events 0 3 6 19
Incidence (percent of population at risk, 0.0 1.0 1.1 2.7
Number of events 0 3 7 22
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.1 0.6 0.7
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:48

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 hema cum.sas
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Table 12.1.1
Rates of Malignancy - Hematologic, Cumulative and by Exposure Group
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Estimated rate per 100 person-years? n/a 0.1 0.6 0.7
95% CI (n/a) (0.0, 0.4) (0.3, 1.3) (0.4, 1.0)

Myeloma

Total patients at risk 252 299 525 711

Number of patients with events 0 0 0 0

Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0

Number of events 0 0 0 0

Person-years 609.7 2181.6 1155.4 3258.0

Rate per 100 person-years 0.0 0.0 0.0 0.0

Estimated rate per 100 person-years? n/a n/a n/a n/a

95% CI (n/a) (n/a) (n/a) (n/a)

Leukemia

Total patients at risk 252 299 525 711

Number of patients with events 0 0 1 8

Incidence (percent of population at risk, %) 0.0 0.0 0.2 1.1

Number of events 0 0 1 9
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:53:48

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 hema cum.sas
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Table 12.1.1
Rates of Malignancy - Hematologic, Cumulative and by Exposure Group
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)

Person-years 609.7 2181.6 1155.4 3258.0

Rate per 100 person-years 0.0 0.0 0.1 0.3

Estimated rate per 100 person-years? n/a n/a 0.1 0.3

95% CI (n/a) (n/a) (0.0, 0.6) (0.1, 0.5)

Lymphoma

Total patients at risk 252 299 525 711

Number of patients with events 0 2 1 0

Incidence (percent of population at risk, %) 0.0 0.7 0.2 0.0

Number of events 0 2 1 0

Person-years 609.7 2181.6 1155.4 3258.0

Rate per 100 person-years 0.0 0.1 0.1 0.0

Estimated rate per 100 person-years? n/a 0.1 0.1 n/a

95% CI (n/a) (0.0, 0.4) (0.0, 0.6) (n/a)

MDS

Total patients at risk 252 299 525 711

Number of patients with events 0 1 4 11
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:53:48
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Rates of Malignancy - Hematologic,

Table 12.1.1

Study Population

Treated with

Cumulative and by Exposure Group
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Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)

Incidence (percent of population at risk, %) 0.0 0.3 0.8 1.5
Number of events 0 1 5 13
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.0 0.4 0.4
Estimated rate per 100 person-years? n/a 0.0 0.4 0.4

95% CI (n/a) (0.0, 0.3) (0.2, 1.0) (0.2, 0.7)
Other
Total patients at risk 252 299 525 711
Number of patients with events 0 0 0 0
Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0
Number of events 0 0 0 0
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.0 0.0 0.0
Estimated rate per 100 person-years? n/a n/a n/a n/a

95% CI (n/a) (n/a) (n/a) (n/a)

Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:48
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Table 12.1.2
Adjusted rates of Malignancy - Hematologic, Cumulative and by Exposure Group
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
All reported hematologic malignancy
Total patients at risk 252 299 525 711
Number of patients with events 0 3 6 19
Incidence (percent of population at risk, %) 0.0 1.0 1.1 2.7
Number of events 0 3 7 22
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.1 0.6 0.7
Adjusted rate per 100 person-years? 0.0 0.1 0.4 0.5
95% CI (0.0, 0.0) (0.0, 0.4) (0.2, 0.8) (0.3, 0.8)
All confirmed primary hematologic malignancy
Total patients at risk 252 299 525 711
Number of patients with events 0 3 6 19
Incidence (percent of population at risk, %) 0.0 1.0 1.1 2.7
Number of events 0 3 7 22
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,
and history of BMD at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in
'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab
only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE

Run Date: 2025-05-14T14:53:41
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Table 12.1.2
Adjusted rates of Malignancy - Hematologic,

Patients with
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Cumulative and by Exposure Group
Study Population

Treated with
Eculizumab

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.1 0.6 0.7
Adjusted rate per 100 person-years?® 0.0 0.1 0.4 0.5
95% CI (0.0, 0.0) .0, 0.4) (0.2, 0.8) (0.3, 0.8)
Myeloma
Total patients at risk 252 299 525 711
Number of patients with events 0 0 0 0
Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0
Number of events 0 0 0 0
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.0 0.0 0.0
Adjusted rate per 100 person-years? n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
Leukemia
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,

and history of BMD at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in
'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab

only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE
Run Date: 2025-05-14T14:53:41

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 hema cum adj.sas

Page 155 of 580
Alexion Confidential



Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
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Table 12.1.2
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Cumulative and by Exposure Group

Study Population

Patients with

Treated with
Eculizumab

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Total patients at risk 252 299 525 711
Number of patients with events 0 0 1 8
Incidence (percent of population at risk, %) 0.0 0.0 0.2 1.1
Number of events 0 0 1 9
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.0 0.1 0.3
Adjusted rate per 100 person-years? n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
Lymphoma
Total patients at risk 252 299 525 711
Number of patients with events 0 2 1 0
Incidence (percent of population at risk, %) 0.0 0.7 0.2 0.0
Number of events 0 2 1 0
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.1 0.1 0.0

Notes: CI confidence interval; MDS myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,

and history of BMD at baseline.
(b) Baseline is defined as the enrollment date for

'patients with untreated person time'

and the ravulizumab treatment initiation date for patients in

'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab

only', baseline is the eculizumab treatment initiation date.
Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE
Run Date: 2025-05-14T14:53:41
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Table 12.1.2
Adjusted rates of Malignancy - Hematologic, Cumulative and by Exposure Group

Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Adjusted rate per 100 person-years? n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
MDS
Total patients at risk 252 299 525 711
Number of patients with events 0 1 4 11
Incidence (percent of population at risk, %) 0.0 0.3 0.8 1.5
Number of events 0 1 5 13
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0.0 0.4 0.4
Adjusted rate per 100 person-years?® 0.0 0.0 0.2 0.3
95% CI (0.0, 0.0) (0.0, 0.3) (0.1, 0.6) (0.1, 0.5)
Other
Total patients at risk 252 299 525 711
Number of patients with events 0 0 0 0
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,
and history of BMD at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in
'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab
only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE

Run Date: 2025-05-14T14:53:41
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Table 12.1.2
Adjusted rates of Malignancy - Hematologic,
Study Population
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Cumulative and by Exposure Group

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Incidence (percent of population at risk, %) 0.0 .0 0.0 0.0
Number of events 0 0 0 0
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.0 0 0.0 0.0
Adjusted rate per 100 person-years? n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,

and history of BMD at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time'

and the ravulizumab treatment initiation date for patients in

'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab

only', baseline is the eculizumab treatment initiation date.
Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE
Run Date: 2025-05-14T14:53:41

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 hema cum adj.sas

Page 158 of 580
Alexion Confidential



Alexion Pharmaceuticals, Inc. Page 72 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.1.3
Rates of Malignancy - Hematologic, During the Analysis Period and by Exposure Group?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
All reported hematologic malignancy
Total patients at risk 23 14 452 78
Number of patients with events 0 0 2 0
Incidence (percent of population at risk, %) 0.0 0.0 0.4 0.0
Number of events 0 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.4 0.0
Estimated rate per 100 person-yearsP n/a n/a 0.4 n/a
95% CI (n/a) (n/a) (0.1, 1.6) (n/a)
All confirmed primary hematologic malignancy
Total patients at risk 23 14 452 78
Number of patients with events 0 0 2 0
Incidence (percent of population at risk, %) 0.0 0.0 0.4 0.0
Number of events 0 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.4 0.0
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:53:53
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Table 12.1.3
Rates of Malignancy - Hematologic, During the Analysis Period and by Exposure Group?
Study Population

Treated with

Page 73 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
Estimated rate per 100 person-yearsP n/a n/a 0.4 n/a
95% CI (n/a) (n/a) (0.1, 1.6) (n/a)

Myeloma

Total patients at risk 23 14 452 78

Number of patients with events 0 0 0 0

Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0

Number of events 0 0 0 0

Person-years 9.7 5.6 500.0 86.2

Rate per 100 person-years 0.0 0.0 0.0 0.0

Estimated rate per 100 person-yearsP n/a n/a n/a n/a

95% CI (n/a) (n/a) (n/a) (n/a)

Leukemia

Total patients at risk 23 14 452 78

Number of patients with events 0 0 0 0

Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:53
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Table 12.1.3
Rates of Malignancy - Hematologic, During the Analysis Period and by Exposure Group?
Study Population

Treated with
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Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
Number of events 0 0 0 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.0 0.0
Estimated rate per 100 person-yearsP n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
Lymphoma
Total patients at risk 23 14 452 78
Number of patients with events 0 0 0 0
Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0
Number of events 0 0 0 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.0 0.0
Estimated rate per 100 person-yearsP n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
MDS
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:53:53

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 hema dur.sas
Page 161 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc. Page 75 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
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Table 12.1.3
Rates of Malignancy - Hematologic, During the Analysis Period and by Exposure Group?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)

Total patients at risk 23 14 452 78
Number of patients with events 0 0 2 0
Incidence (percent of population at risk, %) 0.0 0.0 0.4 0.0
Number of events 0 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.4 0.0
Estimated rate per 100 person-yearsP n/a n/a 0.4 n/a

95% CI (n/a) (n/a) (0.1, 1.6) (n/a)
Other
Total patients at risk 23 14 452 78
Number of patients with events 0 0 0 0
Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0
Number of events 0 0 0 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.0 0.0

Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:53:53

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 hema dur.sas
Page 162 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Page 76 of 391

Table 12.1.3
Rates of Malignancy - Hematologic, During the Analysis Period and by Exposure Group?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
Estimated rate per 100 person-yearsP n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)
Notes: CI = confidence interval; MDS = myelodysplastic syndromes.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:53:53
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2
Adjusted Rates of Malignancy, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
All reported malignancy
Total patients at risk 252 299 525 711
Number of patients with events 4 17 19 40
Incidence (percent of population at risk, %) 1.6 5.7 3.6 5.6
Number of events 4 19 21 45
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.7 0.9 1.8 1.4
Adjusted rate per 100 person-years? 0.5 0.7 0.9 1.0
95% CI (0.2, 1.3) (0.4, 1.1) (0.6, 1.5) (0.7, 1.4)
All confirmed malignancy
Total patients at risk 252 299 525 711
Number of patients with events 3 16 19 40
Incidence (percent of population at risk, %) 1.2 5.4 3.6 5.6
Number of events 3 18 21 45

Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,
and history of BMD at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in
'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab
only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE

Run Date: 2025-05-14T14:53:58
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2
Adjusted Rates of Malignancy, Cumulative and by Exposure Period
Study Population
Treated with
Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.5 0.8 1.8 1.4
Adjusted rate per 100 person-years?® 0.3 0.6 0.9 0.9
95% CI (0.1, 1.1) (0.4, 1.0) (0.5, 1.5) (0.7, 1.3)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,

and history of BMD at baseline.

(b) Baseline is defined as the enrollment date for

'patients with untreated person time'

and the ravulizumab treatment initiation date for patients in

'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab

only',

Source:

baseline is the eculizumab treatment initiation date.

ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADTTE

Run Date: 2025-05-14T14:53:58
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Table 12.2.1

Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative

Ravulizumab Treated Patients —-Prior Eculizumab Treatment

Page 79 of 391

Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
0-1 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 7 300 2.3 7 274.9 2.5
All confirmed malignancy 7 300 2.3 7 274.9 2.5
All confirmed primary 2 300 0.7 2 274.9 0.7
hematologic malignancy
Myeloma 0 300 0.0 0 274.9 0.0
Leukemia 0 300 0.0 0 274.9 0.0
Lymphoma 1 300 0.3 1 274.9 0.4
MDS 1 300 0.3 1 274.9 0.4
Other 0 300 0.0 0 274.9 0.0
1-2 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 2 258 0.8 2 240.0 0.8
All confirmed malignancy 2 258 0.8 2 240.0 0.8
All confirmed primary 0 258 0.0 0 240.0 0.0
hematologic malignancy
Myeloma 0 258 0.0 0 240.0 0.0
Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.
Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN
Run Date: 2025-05-14T14:54:31
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
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Table 12.2.1
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative
Ravulizumab Treated Patients —-Prior Eculizumab Treatment

Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
Leukemia 0 258 0.0 0 240.0 0.0
Lymphoma 0 258 0.0 0 240.0 0.0
MDS 0 258 0.0 0 240.0 0.0
Other 0 258 0.0 0 240.0 0.0
2-5 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 2 214 0.9 2 259.2 0.8
All confirmed malignancy 2 214 0.9 2 259.2 0.8
All confirmed primary 1 214 0.5 1 259.2 0.4
hematologic malignancy
Myeloma 0 214 0.0 0 259.2 0.0
Leukemia 0 214 0.0 0 259.2 0.0
Lymphoma 0 214 0.0 0 259.2 0.0
MDS 1 214 0.5 1 259.2 0.4
Other 0 214 0.0 0 259.2 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN

Run Date: 2025-05-14T14:54:31

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum prior.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2.1
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative
Ravulizumab Treated Patients —-Prior Eculizumab Treatment

Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
5-8 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 0 4 0.0 0 0.9 0.0
All confirmed malignancy 0 4 0.0 0 0.9 0.0
All confirmed primary 0 4 0.0 0 0.9 0.0
hematologic malignancy
Myeloma 0 4 0.0 0 0.9 0.0
Leukemia 0 4 0.0 0 0.9 0.0
Lymphoma 0 4 0.0 0 0.9 0.0
MDS 0 4 0.0 0 0.9 0.0
Other 0 4 0.0 0 0.9 0.0
> 8 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 0 0 0.0 0 0.0 0.0
All confirmed malignancy 0 0 0.0 0 0.0 0.0
All confirmed primary 0 0 0.0 0 0.0 0.0
hematologic malignancy
Myeloma 0 0 0.0 0 0.0 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN

Run Date: 2025-05-14T14:54:31

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum prior.sas
Page 168 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc. Page 82 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2.1
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative
Ravulizumab Treated Patients —-Prior Eculizumab Treatment

Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
Leukemia 0 0 0.0 0 0.0 0.0
Lymphoma 0 0 0.0 0 0.0 0.0
MDS 0 0 0.0 0 0.0 0.0
Other 0 0 0.0 0 0.0 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN
Run Date: 2025-05-14T14:54:31
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum prior.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2.2
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative

Ravulizumab Treated Patients - Eculizumab Naive
Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
0-1 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 5 160 3.1 6 128.2 4.7
All confirmed malignancy 5 160 3.1 6 128.2 4.7
All confirmed primary 1 160 0.6 1 128.2 0.8
hematologic malignancy
Myeloma 0 160 0.0 0 128.2 0.0
Leukemia 0 160 0.0 0 128.2 0.0
Lymphoma 0 160 0.0 0 128.2 0.0
MDS 1 160 0.6 1 128.2 0.8
Other 0 160 0.0 0 128.2 0.0
1-2 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 1 97 1.0 1 78.1 1.3
All confirmed malignancy 1 97 1.0 1 78.1 1.3
All confirmed primary 1 97 1.0 1 78.1 1.3
hematologic malignancy
Myeloma 0 97 0.0 0 78.1 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN

Run Date: 2025-05-14T14:54:23

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum naive.sas
Page 170 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc. Page 84 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2.2
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative

Ravulizumab Treated Patients - Eculizumab Naive
Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
Leukemia 0 97 0.0 0 78.1 0.0
Lymphoma 0 97 0.0 0 78.1 0.0
MDS 1 97 1.0 1 78.1 1.3
Other 0 97 0.0 0 78.1 0.0
2-5 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 0 48 0.0 0 51.6 0.0
All confirmed malignancy 0 48 0.0 0 51.6 0.0
All confirmed primary 0 48 0.0 0 51.6 0.0
hematologic malignancy
Myeloma 0 48 0.0 0 51.6 0.0
Leukemia 0 48 0.0 0 51.6 0.0
Lymphoma 0 48 0.0 0 51.6 0.0
MDS 0 48 0.0 0 51.6 0.0
Other 0 48 0.0 0 51.6 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN

Run Date: 2025-05-14T14:54:23

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum naive.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2.2
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative

Ravulizumab Treated Patients - Eculizumab Naive
Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
5-8 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 0 2 0.0 0 0.1 0.0
All confirmed malignancy 0 2 0.0 0 0.1 0.0
All confirmed primary 0 2 0.0 0 0.1 0.0
hematologic malignancy
Myeloma 0 2 0.0 0 0.1 0.0
Leukemia 0 2 0.0 0 0.1 0.0
Lymphoma 0 2 0.0 0 0.1 0.0
MDS 0 2 0.0 0 0.1 0.0
Other 0 2 0.0 0 0.1 0.0
> 8 years between initiation of
ravulizumab and malignancy onset
All reported malignancy 0 0 0.0 0 0.0 0.0
All confirmed malignancy 0 0 0.0 0 0.0 0.0
All confirmed primary 0 0 0.0 0 0.0 0.0
hematologic malignancy
Myeloma 0 0 0.0 0 0.0 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN

Run Date: 2025-05-14T14:54:23

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum naive.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.2.2
Rates of Malignancy by Duration between Initiation of Ravulizumab and Malignancy Onset, Cumulative

Ravulizumab Treated Patients - Eculizumab Naive
Incidence
(Percent of Incidence Rate
System Organ Class # of Patients # of Patients at Population at Per 100 Person-
Preferred Term with Events Risk Risk, %) # of Events Person-Years years
Leukemia 0 0 0.0 0 0.0 0.0
Lymphoma 0 0 0.0 0 0.0 0.0
MDS 0 0 0.0 0 0.0 0.0
Other 0 0 0.0 0 0.0 0.0

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMEIN
Run Date: 2025-05-14T14:54:23
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur cum naive.sas
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Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Rates of Malignancy,

Table 12.3
During the Analysis Period and by Exposure Period?
Study Population

Treated with

Page 87 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
All reported malignancy
Total patients at risk 23 14 452 78
Number of patients with events 1 0 6 3
Incidence (percent of population at risk, %) 4.3 0.0 1.3 3.8
Number of events 1 0 7 3
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 1.4 3.5
Estimated rate per 100 person-yearsP 10.3 n/a 1.4 3.5
95% CI (1.5, 73.4) (n/a) (0.7, 2.9) (1.1, 10.8)
All confirmed malignancy
Total patients at risk 23 14 452 78
Number of patients with events 1 0 6 3
Incidence (percent of population at risk, %) 4.3 0.0 1.3 3.8
Number of events 1 0 7 3
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 10.3 0.0 1.4 3.5

Notes: CI = confidence interval.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:54:32

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur.sas
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Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
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Table 12.3
Rates of Malignancy, During the Analysis Period and by Exposure Period?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
Estimated rate per 100 person-yearsP 10.3 n/a 1.4 3.5
95% CI (1.5, 73.4) (n/a) (0.7, 2.9) (1.1, 10.8)

Notes: CI = confidence interval.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:54:32

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal dur.sas
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Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
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Table 12.4
Sensitivity Analysis - Rates of Malignancy, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
All reported malignancy
Total patients at risk 200 223 387 523
Number of patients with events 4 12 12 28
Incidence (percent of population at risk, %) 2.0 5.4 3.1 5.4
Number of events 4 14 14 32
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 0.9 0.9 1.7 1.4
Estimated rate per 100 person-years? 0.9 0.9 1.7 1.4
95% CI (0.3, 2.4) (0.6, 1.6) (1.0, 2.8) (1.0, 1.9)
All confirmed malignancy
Total patients at risk 200 223 387 523
Number of patients with events 3 12 12 28
Incidence (percent of population at risk, %) 1.5 5.4 3.1 5.4
Number of events 3 14 14 32
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 0.7 0.9 1.7 1.4

Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM

Run Date: 2025-05-14T14:54:08

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal cum sen.sas
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Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Sensitivity Analysis - Rates of Malignancy,
Study Population with clone size >= 1%

Table 12.4

Patients with

Untreated

Person Time

Treated with
Eculizumab
(Prior to Ravulizumab

Cumulative and by Exposure Period

Treated with

Page 90 of 391

Treated with

Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
Estimated rate per 100 person-years? 0.7 0.9 1.7 1.4
95% CI (0.2, 2.1) (0.6, 1.6) (1.0, 2.8) (1.0, 1.9)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:54:08

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal cum sen.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.5
Malignancy, Cumulative and by Exposure Period
Study Population

Patients with Treated with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All reported malignancy, n 4 19 21 45
All confirmed malignancy, n (%) 3 (75.0) 18 (94.7) 21 (100.0) 45 (100.0)
All reported solid tumor, n (%) 3 (75.0) 15 (78.9) 14 (66.7) 23 (51.1)
All confirmed primary solid tumor, n (%) 3 (75.0) 15 (78.9) 14 (66.7) 22 (48.9)
Colorectal, n (%) 0 (0.0) 1 (5.3) 2 (9.5) 4 (8.9)
Breast, n (%) 0 (0.0) 6 (31.6) 1 (4.8) 1 (2.2)
Melanoma, n (%) 0 (0.0) 0 (0.0) 1 (4.8) 1 (2.2)
Prostate, n (%) 1 (25.0) 1 (5.3) 1 (4.8) 1 (2.2)
Thyroid, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 1 (2.2)
Renal, n (%) 0 (0.0) 1 (5.3) 0 (0.0) 1 (2.2)
Lung, n (%) 0 (0.0) 0 (0.0) 1 (4.8) 1 (2.2)
Cervical, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Liver and biliary, n (%) 0 (0.0) 2 (10.5) 1 (4.8) 0 (0.0)
Gastric, n (%) 2 (50.0) 1 (5.3) 1 (4.8) 2 (4.4)
Ovary, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 3 (6.7)
NMSC, n (%) 0 (0.0) 2 (10.5) 2 (9.5) 3 (6.7)
Head and neck, n (%) 0 (0.0) 1 (5.3) 0 (0.0) 0 (0.0)

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.
The percentage is the percent of total number of malignancies reported for each exposure group.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:54:34

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal cum nonrates.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 12.5
Malignancy, Cumulative and by Exposure Period
Study Population

Patients with Treated with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Other, n (%) 0 (0.0) 0 (0.0) 2 (9.5) 4 (8.9)
All reported hematologic malignancy, n (%) 0 (0.0) 3 (15.8) 7 (33.3) 22 (48.9)
All confirmed primary hematologic 0 (0.0) 3 (15.8) 7 (33.3) 22 (48.9)
malignancy, n (%)
Myeloma, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Leukemia, n (%) 0 (0.0) 0 (0.0) 1 (4.8) 9 (20.0)
Lymphoma, n (%) 0 (0.0) 2 (10.5) 1 (4.8) 0 (0.0)
MDS, n (%) 0 (0.0) 1 (5.3) 5 (23.8) 13 (28.9)
Other, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.
The percentage is the percent of total number of malignancies reported for each exposure group.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:54:34

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl2 mal cum nonrates.sas
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Analysis: Ravuema202501

Database Cutoff Date:

Inc.

06JAN2025

Malignancy,

Table 12.6

During the Analysis Period and by Exposure Period

Patients with
Untreated

Study Population

Treated with Eculizumab
(Prior to Ravulizumab

Treated with
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Treated with

Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All reported malignancy, n 1 0 7 3
All confirmed malignancy, n (%) 1 (100.0) 0 (0.0) 7 (100.0) 3 (100.0)
All reported solid tumor, n (%) 1 (100.0) 0 (0.0) 5 (71.4) 3 (100.0)
All confirmed primary solid tumor, n (%) 1 (100.0) 0 (0.0) 5 (71.4) 3 (100.0)
Colorectal, n (%) 0 (0.0) 0 (0.0) 2 (28.6) 1 (33.3)
Breast, n (%) 0 (0.0) 0 (0.0) 1 (14.3) 0 (0.0)
Melanoma, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Prostate, n (%) 0 (0.0) 0 (0.0) 1 (14.3) 0 (0.0)
Thyroid, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Renal, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Lung, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Cervical, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Liver and biliary, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Gastric, n (%) 1 (100.0) 0 (0.0) 0 (0.0) 0 (0.0)
Ovary, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 1 (33.3)
NMSC, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 1 (33.3)
Head and neck, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Note: MDS = myelodysplastic syndromes; NMSC = non-malignant skin cancer.

The percentage is the percent of total number of malignancies reported for each exposure group.

Source:

Run Date: 2025-05-14T14:54:44

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl12 mal dur nonrates.sas
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Table 12.6
Malignancy, During the Analysis Period and by Exposure
Study Population

Patients with Treated with Eculizumab

Period
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Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
Other, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
All reported hematologic malignancy, n (%) 0 (0.0) 0 (0.0) 2 (28.6) 0 (0.0)
All confirmed primary hematologic 0 (0.0) 0 (0.0) 2 (28.0) 0 (0.0)
malignancy, n (%)
Myeloma, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Leukemia, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Lymphoma, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MDS, n (%) 0 (0.0) 0 (0.0) 2 (28.6) 0 (0.0)
Other, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Note: MDS

myelodysplastic syndromes;

NMSC = non-malignant skin cancer.

The percentage is the percent of total number of malignancies reported for each exposure group.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date:

2025-05-14T14:54:44
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl12 mal dur nonrates.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 13.1
Infection, Cumulative and by Exposure Period
Study Population

Patients with Treated with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
Infections reported, n 34 64 58 195
Neisseria, n (%) 0 (0.0) 4 (6.3) 1 (1.7) 7 (3.6)
Meningococcal, n (%) 0 (0.0) 3 (4.7) 0 (0.0) 6 (3.1)
Suspected meningococcal, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Gonorrhea, n (%) 0 (0.0) 0 (0.0) 1 (1.7) 1 (0.5)
Other, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Unknown, n (%) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
Encapsulated bacteria?, n (%) 1 (2.9) 0 (0.0) 0 (0.0) 5 (2.0)
Streptococcus Pneumonia, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.5)
Haemophilus influenza, n (%) 1 (2.9) 0 (0.0) 0 (0.0) 4 (2.1)
Aspergillus, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 2 (1.0)
Other infection, n (%) 33 (97.1) 59 (92.2) 55 (94.8) 179 (91.8)
Other organism, n (%) 19 (55.9) 28 (43.8) 38 (65.5) 64 (32.8)
Unknown organism, n (%) 14 (41.2) 31 (48.4) 17 (29.3) 115 (59.0)

Note: The percentage is the percent of total number of infections reported for each exposure group.
(a) Streptococcus pneumonia, Haemophilus influenza only.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:54:50
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Database Cutoff Date: 06JAN2025
Table 13.2
Infection, During the Analysis Period and by Exposure Period?
Study Population
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Patients with Treated with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with

Person Time Switch) Ravulizumab Eculizumab Only

(N=239) (N=278) (N=493) (N=104)
Infections reported, n 2 0 29 6

Neisseria, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Meningococcal, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Suspected meningococcal, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Gonorrhea, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Other, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Unknown, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Encapsulated bacteriaP, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 1 (16.7)
Streptococcus Pneumonia, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 1 (16.7)
Haemophilus influenza, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Aspergillus, n (%) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Other infection, n (%) 2 (100.0) 0 (0.0) 29 (100.0) 4 (66.7)
Other organism, n (%) 2 (100.0) 0 (0.0) 19 (65.5) 1 (16.7)
Unknown organism, n (%) 0 (0.0) 0 (0.0) 10 (34.5) 3 (50.0)

Note: The percentage is the percent of total number of infections reported for each exposure group.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Streptococcus pneumonia, Haemophilus influenza only.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:54:54

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl3 infe dur.sas
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Table 14.1
Rates of Infection, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 20 42 46 113
Incidence (percent of population at risk, %) 7.9 14.0 8.8 15.9
Number of events 34 64 58 195
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 5.6 2.9 5.0 6.0
Estimated rate per 100 person-years? 5.6 2.9 5.0 6.0
95% CI (4.0, 7.8) (2.3, 3.7) (3.9, 6.5) (5.2, 6.9)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:05

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl4 rinf cum.sas
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Table 14.2
Adjusted Rates of Infection, Cumulative and by Exposure
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 20 42 46 113
Incidence (percent of population at risk, %) 7.9 14.0 8.8 15.9
Number of events 34 64 58 195
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 5.6 2.9 5.0 6.0
Adjusted rate per 100 person-years? 5.4 3.0 5.1 5.7
95% CI (3.8, 7.8) (2.3, 3.9) (3.8, 6.8) (4.8, 6.7)

Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density. The adjusted multivariable regression model includes the following covariates: age at baseline, gender,
history of aplastic anemia at baseline, and use of immunosuppressive concomitant mediation at baseline.

(b) Baseline is defined as the enrollment date for 'patients with untreated person time' and the ravulizumab treatment initiation date for patients in

'treated with ravulizumab' group. For patients included in the group of 'treated with eculizumab (prior to ravulizumab switch)' and 'treated with eculizumab
only', baseline is the eculizumab treatment initiation date.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADMESUM, ADAM.ADCMSUM
Run Date: 2025-05-14T14:54:58

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl4 rinf cum adj.sas
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Database Cutoff Date: 06JAN2025
Table 14.3
Rates of Infection, During the Analysis Period and by Exposure Period?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 2 0 25 6
Incidence (percent of population at risk, %) 8.7 0.0 5.5 7.7
Number of events 2 0 29 6
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 20.7 0.0 5.8 7.0
Estimated rate per 100 person-yearsP 20.7 n/a 5.8 7.0
95% CI (5.2, 82.7) (n/a) (4.0, 8.3) (3.1, 15.5)

Notes: CI = confidence interval.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:07
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl4 rinf dur.sas
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Table 14.4
Sensitivity Analysis -Rates of Infection, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 523
Number of patients with events 15 26 30 85
Incidence (percent of population at risk, % 7.5 11.7 7.8 16.3
Number of events 28 42 40 156
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 6.2 2.8 4.8 6.6
Estimated rate per 100 person-years? 6.2 2.8 4.8 6.6
95% CI (4.3, 9.0) (2.1, 3.8) (3.5, 6.5) (5.7, 7.7)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:55:02
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl4 rinf cum sen.sas
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Table 15.1
Rates of Impaired Renal Function, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 712
Number of patients with events 23 17 3 45
Incidence (percent of population at risk, %) 9.1 5.7 0.6 6.3
Number of events 31 20 3 55
Person-years 609.7 2181.6 1155.4 3259.3
Rate per 100 person-years 5.1 0.9 0.3 1.7
Estimated rate per 100 person-years? 5.1 0.9 0.3 1.7
95% CI (3.6, 7.2) (0.6, 1.4) (0.1, 0.8) (1.3, 2.2)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:13
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl5 irf cum.sas
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Rates of Impaired Renal Function,

Table 15.2

Study Population

Treated with

During the Analysis Period and by Exposure Period?

Page 102 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 2 0 2 0
Incidence (percent of population at risk, %) 8.7 0.0 0.4 0.0
Number of events 2 0 2 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 20.7 0.0 0.4 0.0
Estimated rate per 100 person-yearsP 20.7 n/a 0.4 n/a
95% CI (5.2, 82.7) (n/a) (0.1, 1.6) (n/a)
Notes: CI = confidence interval.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:55:15

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl5 irf dur.sas
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Sensitivity Analysis -Rates of Impaired Renal Function,

Table 15.3

Cumulative and by Exposure Period

Study Population with clone size >= 1%

Patients with

Treated with

Eculizumab

Page 103 of 391

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 524
Number of patients with events 17 14 2 33
Incidence (percent of population at risk, %) 8.5 6.3 0.5 6.3
Number of events 25 17 2 38
Person-years 450.2 1478.6 834.9 2359.6
Rate per 100 person-years 5.6 1.1 0.2 1.6
Estimated rate per 100 person-years? 5.6 1.1 0.2 1.6
95% CI (3.8, 8.2) (0.7, 1.8) (0.1, 1.0) (1.2, 2.2)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:55:10
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl5 irf cum sen.sas
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Database Cutoff Date: 06JAN2025
Table 16.1
Rates of Impaired Hepatic Function, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 1 11 6 24
Incidence (percent of population at risk, %) 0.4 3.7 1.1 3.4
Number of events 2 11 8 34
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 0.3 0.5 0.7 1.0
Estimated rate per 100 person-years? 0.3 0.5 0.7 1.0
95% CI (0.1, 1.3) (0.3, 0.9) (0.3, 1.4) (0.7, 1.5)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:19
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl6 ihf cum.sas
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Rates of Impaired Hepatic Function,

Table 16.2

Study Population

Treated with

During the Analysis Period and by Exposure Period?

Page 105 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 0 0 0
Incidence (percent of population at risk, %) 0.0 0.0 0.4 0.0
Number of events 0 0 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.6 0.0
Estimated rate per 100 person-yearsP n/a n/a 0.6 n/a
95% CI (n/a) (n/a) (0.2, 1.9) (n/a)
Notes: CI = confidence interval.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:21
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl6_ ihf dur.sas
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Sensitivity Analysis -Rates of Impaired Hepatic Function,

Table 16.3

Cumulative and by Exposure Period

Study Population with clone size >= 1%

Patients with

Treated with

Eculizumab

Page 106 of 391

Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 523
Number of patients with events 0 7 3 17
Incidence (percent of population at risk, %) 0.0 3.1 0.8 3.3
Number of events 0 7 3 21
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 0.0 0.5 0.4 0.9
Estimated rate per 100 person-years? n/a 0.5 0.4 0.9
95% CI (n/a) (0.2, 1.0) (0.1, 1.1) (0.6, 1.4)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM

Run Date: 2025-05-14T14:55:16

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl6 ihf cum sen.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 17.1
Rates of Pulmonary Hypertension, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 711
Number of patients with events 8 5 2 17

Incidence (percent of population at risk,

oe
w
N
[
~J
o
i
N
i

Number of events 9 6 2 20
Person-years 609.7 2181.6 1155.4 3258.0
Rate per 100 person-years 1.5 0.3 0.2 0.6
Estimated rate per 100 person-years? 1.5 0.3 0.2 0.6
95% CI (0.8, 2.8) (0.1, 0.6) (0.0, 0.7) (0.4, 1.0)
Notes: CI = confidence interval.

(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:25
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl7 ph cum.sas
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Table 17.2
Rates of Pulmonary Hypertension, During the Analysis Period and by Exposure Period?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 78
Number of patients with events 0 0 0 0
Incidence (percent of population at risk, %) 0.0 0.0 0.0 0.0
Number of events 0 0 0 0
Person-years 9.7 5.6 500.0 86.2
Rate per 100 person-years 0.0 0.0 0.0 0.0
Estimated rate per 100 person-yearsP n/a n/a n/a n/a
95% CI (n/a) (n/a) (n/a) (n/a)

Notes: CI = confidence interval.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:27
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl7 ph dur.sas
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Protocol: ALX-PNH-501
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Table 17.3
Sensitivity Analysis —-Rates of Pulmonary Hypertension, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 523
Number of patients with events 7 5 1 11
Incidence (percent of population at risk, %) 3.5 2.2 0.3 2.1
Number of events 7 6 1 14
Person-years 450.2 1478.6 834.9 2358.4
Rate per 100 person-years 1.6 0.4 0.1 0.6
Estimated rate per 100 person-years? 1.6 0.4 0.1 0.6
95% CI (0.7, 3.3) (0.2, 0.9) (0.0, 0.9) (0.4, 1.0)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:55:22
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl7 ph cum sen.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 18.1
Rates of Ultomiris Infusion Reactions, Cumulative and by Exposure Period
Study Population

Treated with Ravulizumab

(N=532)
All patients

Total patients at risk 523
Number of patients with events 8
Incidence (percent of population at risk, %) 1.5
Number of events 11
Person-years 1155.1
Rate per 100 person-years 1.0
Estimated rate per 100 person-years? 1.0

95% CI (0.5, 1.7)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:29
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl8 rir cum.sas
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Table 18.2
Rates of Ultomiris Infusion Reactions, During the Analysis Period and by Exposure Period?
Study Population

Treated with Ravulizumab

(N=493)
All patients
Total patients at risk 450
Number of patients with events 2
Incidence (percent of population at risk, %) 0.4
Number of events 5
Person-years 499.7
Rate per 100 person-years 1.0
Estimated rate per 100 person-yearsP 1.0
95% CI (0.4, 2.4)

Notes: CI = confidence interval.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:31
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl8 rir dur.sas
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Database Cutoff Date: 06JAN2025
Table 19.1
Outcome of Pregnancy During Follow-up, Cumulative and by Exposure Period
Female Patients in Study Population

Page 112 of 391

Patients with Treated with Eculizumab
Untreated Person (Prior to Ravulizumab Treated with Treated with
Time Switch) Ravulizumab Eculizumab Only
(N=121) (N=147) (N=257) (N=391)
Pregnancy outcome type, n (%)
Number of patients with outcomes reported during 3 26 2 55
follow-up period?
Total number of outcomes reported 3 45 3 85
Live birth 1 (33.3) 34 (75.6) 2 (66.7) 58 (68.2)
Abortion 1 (33.3) 4 (8.9) 0 (0.0) 9 (10.6)
Miscarriage/Stillbirth 1 (33.3) 7 (15.6) 1 (33.3) 17 (20.0)
Missing outcome 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2)

Notes:

(a) The follow-up period is from registry enrollment date to last untreated follow-up date for patients with untreated person time, from eculizumab treatment

start date to last eculizumab treated follow-up date for patients previously treated with eculizumab and eculizumab only patients,
treatment start date to last ravulizumab treated follow-up date for patients treated with ravulizumab.

Source: ADAM.ADSL, ADAM.ADPREG
Run Date: 2025-05-14T14:55:35
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl9 preg cum.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 19.2
Outcome of Pregnancy During Follow-up, During the Analysis Period and by Exposure Period?
Female Patients in Study Population

Patients with Treated with Eculizumab
Untreated Person (Prior to Ravulizumab Treated with Treated with
Time Switch) Ravulizumab Eculizumab Only
(N=116) (N=133) (N=239) (N=56)
Pregnancy outcome type, n (%)
Number of patients with outcomes reported during 0 0 0 2
follow-up period®
Total number of outcomes reported 0 0 0 3
Live birth 0 (0.0) 0 (0.0) 0 (0.0) 1 (33.3)
Abortion 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Miscarriage/Stillbirth 0 (0.0) 0 (0.0) 0 (0.0) 2 (66.7)
Missing outcome 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Notes:

(a) Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(b) The follow-up period is from the later of 06JAN2023 and enrollment date to last untreated follow-up date for patients with untreated person time,
the latest date of eculizumab treatment start date, enrollment date, and 06JAN2023 to last eculizumab treated follow-up date for patients previously treated
with eculizumab and eculizumab only patients, and from the latest date of ravulizumab treatment start date, enrollment date, and 06JAN2023 to last ravulizumab
treated follow-up date for patients treated with ravulizumab.

Source: ADAM.ADSL, ADAM.ADPREG

Run Date: 2025-05-14T14:55:37

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl9 preg dur.sas
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Sensitivity Analysis -Outcome of Pregnancy During Follow-up,
Female Patients in Study Population with clone size >= 1%

Table 19.3

Patients with
Untreated Person

Cumulative and by Exposure Period

Treated with Eculizumab
(Prior to Ravulizumab

Treated with

Page 114 of 391

Treated with

Time Switch) Ravulizumab Eculizumab Only
(N=93) (N=109) (N=188) (N=277)
Pregnancy outcome type, n (%)
Number of patients with outcomes reported during 2 20 2 40
follow-up period?
Total number of outcomes reported 2 32 3 68
Live birth 1 (50.0) 26 (81.3) 2 (66.7) 47 (69.1)
Abortion 0 (0.0) 3 (9.4) 0 (0.0) 8 (11.8)
Miscarriage/Stillbirth 1 (50.0) 3 (9.4) 1 (33.3) 13 (19.1)
Missing outcome 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Notes:

(a) The follow-up period is from registry enrollment date to last untreated follow-up date for patients with untreated person time, from eculizumab treatment

start date to last eculizumab treated follow-up date for patients previously treated with eculizumab and eculizumab only patients,

treatment start date to last ravulizumab treated follow-up date for patients treated with ravulizumab.

Source: ADAM.ADSL, ADAM.ADPREG, ADAM.ADLBSUM
Run Date: 2025-05-14T14:55:32

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/tl9 preg cum sen.sas
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Alexion Pharmaceuticals, Inc. Page 115 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 20.1
Rates of Bone Marrow Transplant, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 301 529 713
Number of patients with events 1 0 3 33
Incidence (percent of population at risk, %) 0.4 0.0 0.6 4.6
Number of events 2 0 3 33
Person-years 609.7 2190.5 1162.9 3259.4
Rate per 100 person-years 0.3 0.0 0.3 1.0
Estimated rate per 100 person-years? 0.3 n/a 0.3 1.0
95% CI (0.1, 1.3) (n/a) (0.1, 0.8) (0.7, 1.4)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:41
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t20 bmt cum.sas
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Alexion Pharmaceuticals, Inc.

Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date:

06JAN2025

Rates of Bone Marrow Transplant,

Table 20.2

Study Population

Treated with

During the Analysis Period and by Exposure Period?

Page 116 of 391

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 454 78
Number of patients with events 0 0 1 0
Incidence (percent of population at risk, %) 0.0 0.0 0.2 0.0
Number of events 0 0 1 0
Person-years 9.7 5.6 502.9 86.2
Rate per 100 person-years 0.0 0.0 0.2 0.0
Estimated rate per 100 person-yearsP n/a n/a 0.2 n/a
95% CI (n/a) (n/a) (0.0, 1.4) (n/a)
Notes: CI = confidence interval.

(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE

Run Date: 2025-05-14T14:55:42
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t20 bmt dur.sas
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Alexion Pharmaceuticals, Inc. Page 117 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 20.3
Sensitivity Analysis —-Rates of Bone Marrow Transplant, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 224 390 524
Number of patients with events 1 0 1 29
Incidence (percent of population at risk, %) 0.5 0.0 0.3 5.5
Number of events 2 0 1 29
Person-years 450.2 1486.7 840.9 2359.6
Rate per 100 person-years 0.4 0.0 0.1 1.2
Estimated rate per 100 person-years? 0.4 n/a 0.1 1.2
95% CI (0.1, 1.8) (n/a) (0.0, 0.8) (0.9, 1.8)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:55:38
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t20 bmt cum sen.sas
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Alexion Pharmaceuticals, Inc. Page 118 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 21.1
Rates of Death, Cumulative and by Exposure Period
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=252) (N=301) (N=532) (N=713)
All patients
Total patients at risk 252 299 525 709
Number of patients with events 0 0 17 78
Incidence (percent of population at risk, %) 0.0 0.0 3.2 11.0
Number of events 0 0 17 78
Person-years 609.7 2181.6 1155.4 3256.6
Rate per 100 person-years 0.0 0.0 1.5 2.4
Estimated rate per 100 person-years? n/a n/a 1.5 2.4
95% CI (n/a) (n/a) (0.9, 2.4) (1.9, 3.0)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:47
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t21 death cum.sas
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Alexion Pharmaceuticals, Inc. Page 119 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 21.2
Rates of Death, During the Analysis Period and by Exposure Period?
Study Population

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=239) (N=278) (N=493) (N=104)
All patients
Total patients at risk 23 14 452 77
Number of patients with events 0 0 10 3
Incidence (percent of population at risk, %) 0.0 0.0 2.2 3.9
Number of events 0 0 10 3
Person-years 9.7 5.6 500.0 86.0
Rate per 100 person-years 0.0 0.0 2.0 3.5
Estimated rate per 100 person-yearsP n/a n/a 2.0 3.5
95% CI (n/a) (n/a) (1.1, 3.7) (1.1, 10.8)

Notes: CI = confidence interval.
(a) The analysis period is from 06JAN2023 to 06JAN2025.
(b) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE
Run Date: 2025-05-14T14:55:49
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t21 death dur.sas
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Alexion Pharmaceuticals, Inc. Page 120 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Table 21.3
Sensitivity Analysis -Rates of Death, Cumulative and by Exposure Period
Study Population with clone size >= 1%

Treated with

Patients with Eculizumab
Untreated (Prior to Ravulizumab Treated with Treated with
Person Time Switch) Ravulizumab Eculizumab Only
(N=200) (N=224) (N=392) (N=524)
All patients
Total patients at risk 200 223 387 520
Number of patients with events 0 0 14 60
Incidence (percent of population at risk, %) 0.0 0.0 3.6 11.5
Number of events 0 0 14 60
Person-years 450.2 1478.6 834.9 2356.8
Rate per 100 person-years 0.0 0.0 1.7 2.5
Estimated rate per 100 person-years? n/a n/a 1.7 2.5
95% CI (n/a) (n/a) (1.0, 2.8) (2.0, 3.3)

Notes: CI = confidence interval.
(a) Poisson regression estimate of incidence density.

Source: ADAM.ADSL, ADAM.ADPOP, ADAM.ADTTE, ADAM.ADLBSUM
Run Date: 2025-05-14T14:55:44
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/tables/production/programs/t21 death cum sen.sas
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Alexion Pharmaceuticals, Inc. Page 121 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1003-019 Male Prior Eculizumab 31AUG2011 20FEB2024 Other Site Closure
Treatment Unknown
1003-036 Male Prior Eculizumab 16NOV2011 20FEB2024 Other PT discontinued. Site closed
Treatment Unknown
1003-037 Female Prior Eculizumab 30NOV2011 20FEB2024 Other PT discontinued. Site closed
Treatment
1003-040 Male Without Prior 08FEB2012 20FEB2024 Other Pt discontinued. Site closed
Eculizumab
Treatment
1003-051 Female Prior Eculizumab 25JAN2013 20FEB2024 Other PT discontinued. Site closed
Treatment Unknown
1003-056 Male Prior Eculizumab 280CT2013 20FEB2024 Other Pt discontinued. Site closed
Treatment Unknown
1004-012 Female Prior Eculizumab 29JAN2013 21MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1004-013 Male Prior Eculizumab 14FEB2013 21MAY2024 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1004-021 Female Prior Eculizumab 24MAY2018 21MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1005-001 Male Prior Eculizumab 17JUL2009 03N0OV2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 122 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1005-006 Male Prior Eculizumab 24JUL2009 21MAR2024 Other site closure
Treatment
1005-007 Female Prior Eculizumab 11SEP2009 21MAR2024 Other site closure
Treatment
1005-012 Female Prior Eculizumab 04MAY2010 21FEB2024 Other patient lost of follow-up.
Treatment Last contact at site =
02Dec2022
1005-029 Female Prior Eculizumab 12MAR2011 21MAR2024 Other site closure
Treatment
1005-053 Female Without Prior 27AUG2015 29APR2024 Other End of PNH Registry
Eculizumab
Treatment
1008-001 Male Prior Eculizumab 27SEP2012 23MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1008-019 Female Prior Eculizumab 13JUN2012 23MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1008-049 Male Without Prior 12MAR2014 220CT2022 Patient is being treated
Eculizumab by another physician
Treatment
1008-066 Female Prior Eculizumab 28SEP2019 23MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-004 Male Prior Eculizumab 08JUN2005 16MAY2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
Page 209 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc. Page 123 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-006 Male Prior Eculizumab 15JUN2005 21MAY2024 Enrollment in the IPIG

Treatment PNH Registry
1009-014 Female Prior Eculizumab 17AUG2005 11AUG2024 Enrollment in the IPIG

Treatment PNH Registry
1009-023 Female Prior Eculizumab 040CT2005 11SEP2024 Enrollment in the IPIG

Treatment PNH Registry
1009-024 Female Prior Eculizumab 130CT2005 290CT2024 Enrollment in the IPIG

Treatment PNH Registry
1009-052 Male Prior Eculizumab 30NOV2006 31AUG2024 Enrollment in the IPIG

Treatment PNH Registry
1009-057 Female Without Prior 02AUG2007 06JUL2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1009-062 Female Prior Eculizumab 08JUL2008 29N0ov2024 Other Site closure

Treatment Unknown
1009-070 Female Prior Eculizumab 140CT2008 31MAY2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1009-074 Male Prior Eculizumab 31MAR2009 21MAY2024 Enrollment in the IPIG

Treatment PNH Registry
1009-076 Male Prior Eculizumab 12MAY2009 02AUG2022 Other Moved abroad

Treatment
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 124 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-080 Male Prior Eculizumab 08SEP2009 29N0oV2024 Other Site closure
Treatment
1009-084 Female Prior Eculizumab 22SEP2009 20JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1009-088 Male Prior Eculizumab 220CT2009 203EP2024 Other PHYSICIAN'S DECISION
Treatment
1009-089 Female Prior Eculizumab 270CT2009 02AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-093 Female Prior Eculizumab 28JAN2010 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1009-103 Male Prior Eculizumab 22APR2010 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1009-115 Male Prior Eculizumab 15JUN2010 16SEP2024 Enrollment in the IPIG
Treatment PNH Registry
1009-129 Male Without Prior 31AUG2010 11JUN2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1009-132 Female Prior Eculizumab 07SEP2010 29N0V2024 Other Site closure
Treatment
1009-133 Male Without Prior 270CT2010 23AUG2023 Patient died
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 125 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-145 Male Prior Eculizumab 01FEB2011 150CT2024 Enrollment in the IPIG

Treatment PNH Registry
1009-146 Male Prior Eculizumab 10FEB2011 05SEP2022 Patient died

Treatment
1009-149 Male Prior Eculizumab 17FEB2011 07JU0L2023 Patient enrolled in a

Treatment clinical trial of PNH

treatment

1009-151 Female Prior Eculizumab 10MAR2011 080CT2024 Enrollment in the IPIG

Treatment PNH Registry
1009-161 Male Prior Eculizumab 24MAY2011 28MAY2024 Enrollment in the IPIG

Treatment PNH Registry
1009-164 Female Prior Eculizumab 16JUN2011 31MAY2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1009-166 Female Prior Eculizumab 23JUN2011 28MAY2024 Enrollment in the IPIG

Treatment PNH Registry
1009-170 Female Prior Eculizumab 11AUG2011 29JUN2024 Enrollment in the IPIG

Treatment PNH Registry
1009-176 Female Prior Eculizumab 30AUG2011 24SEP2024 Enrollment in the IPIG

Treatment PNH Registry
1009-178 Female Without Prior 08SEP2011 31MAY2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 126 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1009-186 Female Prior Eculizumab 060CT2011 08AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-195 Female Prior Eculizumab 17NOV2011 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1009-210 Female Prior Eculizumab 23FEB2012 31MAY2024 Enrollment in the IPIG
Treatment PNH Registry

1009-221 Female Prior Eculizumab 06JUN2012 30MAY2024 Enrollment in the IPIG
Treatment PNH Registry

1009-222 Female Prior Eculizumab 28JUN2012 26JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-230 Female Prior Eculizumab 04SEP2012 29N0V2024 Other Site closure
Treatment

1009-251 Male Prior Eculizumab 11JUN2013 310CT2024 Enrollment in the IPIG
Treatment PNH Registry

1009-264 Male Prior Eculizumab 240CT2013 22FEB2024 Patient enrolled in a
Treatment clinical trial of PNH

treatment

1009-268 Male Prior Eculizumab 17DEC2013 05AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-269 Female Prior Eculizumab 07JAN2014 28MAY2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 127 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-270 Male Prior Eculizumab 14JAN2014 29MAY2024 Enrollment in the IPIG

Treatment PNH Registry
1009-272 Female Prior Eculizumab 21JAN2014 20JUL2024 Enrollment in the IPIG

Treatment PNH Registry
1009-275 Male Prior Eculizumab 12MAY2014 29N0V2024 Other Site closure

Treatment
1009-280 Female Prior Eculizumab 15J0L2014 27SEP2024 Enrollment in the IPIG

Treatment PNH Registry
1009-287 Female Prior Eculizumab 29JUL2014 010CT2023 Patient died

Treatment
1009-292 Female Prior Eculizumab 10SEP2014 09AUG2024 Enrollment in the IPIG

Treatment PNH Registry
1009-298 Female Prior Eculizumab 06NOV2014 19JUN2024 Enrollment in the IPIG

Treatment PNH Registry
1009-300 Female Prior Eculizumab 18NOV2014 29N0V2024 Other Site closure

Treatment
1009-302 Female Prior Eculizumab 11DEC2014 31MAY2024 Enrollment in the IPIG

Treatment PNH Registry
1009-318 Female Prior Eculizumab 13MAY2015 245EP2024 Enrollment in the IPIG

Treatment PNH Registry
1009-320 Male Prior Eculizumab 21MAY2015 29JUL2024 Enrollment in the IPIG

Treatment PNH Registry
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 128 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-321 Male Prior Eculizumab 21MAY2015 04DEC2023 Patient choice
Treatment
1009-323 Male Prior Eculizumab 28MAY2015 21JUN2021 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1009-327 Female Prior Eculizumab 24JUN2015 15DEC2022 Patient died
Treatment
1009-328 Male Prior Eculizumab 07JUL2015 310CT2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1009-329 Female Prior Eculizumab 07JUL2015 26JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1009-332 Female Prior Eculizumab 21JUL2015 21MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-346 Female Prior Eculizumab 200CT2015 29N0oV2024 Other Site closure
Treatment Unknown
1009-353 Female Prior Eculizumab 12APR2016 29N0V2024 Other Site closure
Treatment
1009-362 Female Prior Eculizumab 02JUN2016 01AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-366 Male Prior Eculizumab 05AUG2016 17SEP2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 129 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-369 Male Prior Eculizumab 14JUL2016 030CT2024 Enrollment in the IPIG

Treatment PNH Registry
1009-372 Female Without Prior 09AUG2016 26SEP2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1009-379 Female Without Prior 13SEP2016 05JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1009-383 Male Prior Eculizumab 293EP2016 29N0oV2024 Other Site closure

Treatment
1009-385 Female Prior Eculizumab 01NOV2016 150CT2024 Enrollment in the IPIG

Treatment PNH Registry
1009-386 Male Without Prior 01NOV2016 26JUL2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1009-390 Female Prior Eculizumab 29DEC2016 19SEP2024 Enrollment in the IPIG

Treatment PNH Registry
1009-405 Female Prior Eculizumab 02MAY2017 18JUL2024 Enrollment in the IPIG

Treatment PNH Registry
1009-409 Male Prior Eculizumab 13JUN2017 170CT2024 Enrollment in the IPIG

Treatment PNH Registry
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis cum.sas
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Alexion Pharmaceuticals, Inc. Page 130 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1009-410 Male Without Prior 20JUN2017 09JUN2023 Patient died
Eculizumab
Treatment

1009-411 Male Without Prior 03AUG2017 010CT2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1009-413 Male Prior Eculizumab 22AUG2017 19AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-418 Female Prior Eculizumab 120CT2017 29N0V2024 Other Site closure
Treatment

1009-420 Male Without Prior 310CT2017 05MAR2024 Patient died
Eculizumab
Treatment

1009-422 Male Prior Eculizumab 09NOV2017 02JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-427 Male Prior Eculizumab 09JAN2019 07JUL2022 Patient died
Treatment

1009-429 Female Prior Eculizumab 21MAR2019 06JUL2023 Patient enrolled in a
Treatment clinical trial of PNH

treatment

1009-431 Female Prior Eculizumab 21JUN2019 27AUG2024 Enrollment in the IPIG

Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 131 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-432 Female Prior Eculizumab 23JUL2019 23JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1009-433 Male Prior Eculizumab 13AUG2019 29N0oV2024 Other Site closure
Treatment
1009-434 Female Prior Eculizumab 09SEP2019 09JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1009-438 Male Prior Eculizumab 22JUN2020 26N0V2024 Enrollment in the IPIG
Treatment PNH Registry
1009-441 Male Prior Eculizumab 16FEB2021 15AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-442 Male Prior Eculizumab 03MAR2021 20JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1009-443 Female Prior Eculizumab 12MAR2021 20SEP2022 Other Patient discharged from
Treatment Service
1009-459 Female Without Prior 14N0V2022 233EP2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1009-460 Male Without Prior 06JAN2023 13AUG2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1013-001 Female Prior Eculizumab 19MAY2005 170CT2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 132 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1013-049 Female Prior Eculizumab 26FEB2009 14SEP2021 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1013-081 Male Without Prior 22AUG2010 15MAY2021 Patient received a bone
Eculizumab marrow transplant
Treatment
1013-100 Female Prior Eculizumab 08FEB2012 05APR2024 Other Site closure
Treatment
1013-133 Female Prior Eculizumab 29JAN2014 29N0V2023 Patient died
Treatment
1013-145 Male Prior Eculizumab 13AUG2014 16FEB2022 Patient died
Treatment
1013-156 Female Prior Eculizumab 14JAN2015 14DEC2021 Other patient is enrolled in a
Treatment study for PNH therapy
1013-228 Female Prior Eculizumab 05N0OV2019 14MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1013-243 Male Prior Eculizumab 08MAR2022 15N0V2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1017-002 Male Prior Eculizumab 05SEP2012 29FEB2024 Other Site close
Treatment
1017-009 Female Prior Eculizumab 13SEP2012 29FEB2024 Other Site close
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 133 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1017-022 Male Prior Eculizumab 13JUN2019 29FEB2024 Other Site close

Treatment
1017-023 Female Prior Eculizumab 27NOV2019 29FEB2024 Other Site close

Treatment
1030-007 Male Without Prior 05JUN2017 11NOV2023 Patient died

Eculizumab

Treatment
1030-010 Male Prior Eculizumab 14FEB2023 01JUL2023 Other lost to follow up

Treatment Unknown
1036-001 Female Prior Eculizumab 10JAN2006 10JUL2023 Patient enrolled in a

Treatment clinical trial of PNH

treatment

1036-002 Female Prior Eculizumab 040CT2011 08APR2022 Patient enrolled in a

Treatment clinical trial of PNH

treatment

1048-001 Female Prior Eculizumab 30MAY2006 13N0V2024 Enrollment in the IPIG

Treatment PNH Registry
1048-011 Female Without Prior 21DEC2011 29N0V2024 Other Site closure

Eculizumab

Treatment
1048-020 Female Prior Eculizumab 06JAN2014 29N0ov2024 Other Site closure

Treatment
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date:
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Alexion Pharmaceuticals, Inc. Page 134 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1050-001 Female Prior Eculizumab 230CT2006 24MAY2022 Other Site Closure due to USOR not
Treatment amending budget/contract to
the FMV (Fair Market Value)
contract requested by
Alexion.
1053-003 Male Prior Eculizumab 15MAR2012 24JAN2023 Other Study Closure
Treatment
1053-004 Female Prior Eculizumab 22MAY2012 26JAN2023 Other study closure
Treatment Unknown
1061-004 Male Prior Eculizumab 26MAR2007 08APR2024 Enrollment in the IPIG
Treatment PNH Registry
1061-008 Male Prior Eculizumab 23APR2019 15APR2022 Patient died
Treatment
1087-001 Male Prior Eculizumab 15MAY2013 09MAY2024 Other Study termination by sponsor
Treatment
1087-014 Male Without Prior 19MAR2019 09MAY2024 Other Study termination by sponsor
Eculizumab
Treatment
1093-011 Female Prior Eculizumab 09NOV2010 22AUG2022 Other Lost to FUP
Treatment
1093-017 Female Prior Eculizumab 080CT2010 10APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 135 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1093-024 Female Prior Eculizumab 17NOV2010 23MAR2023 Other Lost to FUP
Treatment
1093-030 Female Prior Eculizumab 03NOV2010 23APR2021 Patient received a bone
Treatment marrow transplant
1093-033 Female Prior Eculizumab 25JAN2011 08JUN2021 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1093-042 Male Prior Eculizumab 26APR2011 11JAN2023 Other Lost to FUP
Treatment Unknown
1093-043 Male Prior Eculizumab 10MAY2011 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-046 Female Without Prior 26JUL2011 05JUN2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-053 Female Prior Eculizumab 22N0OV2011 10APR2024 Other Lost to FUP
Treatment Unknown
1093-060 Female Prior Eculizumab 07AUG2012 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-068 Male Prior Eculizumab 13FEB2013 10APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-086 Female Prior Eculizumab 080CT2013 10APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 136 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1093-089 Female Without Prior 07JAN2014 18APR2024 Other Site closure
Eculizumab
Treatment
1093-091 Female Prior Eculizumab 28JAN2014 15J0L2017 Patient enrolled in a
Treatment Unknown clinical trial of PNH
treatment
1093-092 Male Without Prior 30JAN2014 273EP2019 Patient choice
Eculizumab
Treatment
1093-105 Male Prior Eculizumab 18AUG2014 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-109 Female Prior Eculizumab 280CT2014 23JAN2024 Patient died
Treatment
1093-115 Male Prior Eculizumab 28N0OV2014 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-122 Female Prior Eculizumab 17FEB2015 04MAY2021 Other Lost to FUP
Treatment Unknown
1093-130 Male Prior Eculizumab 23APR2015 23MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1093-131 Male Prior Eculizumab 04MAY2015 24N0vV2020 Patient received a bone
Treatment Unknown marrow transplant
1093-137 Male Prior Eculizumab 08JUL2015 29APR2024 Other Changement to IPIC-Registry

Treatment Unknown

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 137 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1093-138 Male Prior Eculizumab 10JUL2015 15MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1093-140 Male Without Prior 19JUL2015 03MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1093-153 Female Without Prior 19JAN2016 02MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1093-171 Male Prior Eculizumab 27NOV2016 15APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1093-186 Male Prior Eculizumab 04AUG2017 17JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1093-191 Female Prior Eculizumab 060CT2017 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry

1093-192 Male Without Prior 240CT2017 02MAY2023 Patient died
Eculizumab
Treatment

1093-204 Male Without Prior 13FEB2018 13JAN2020 Other Lost to FUP
Eculizumab
Treatment

1093-215 Male Prior Eculizumab 08JAN2019 25MAR2022 Patient died

Treatment Unknown

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 138 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1093-222 Male Without Prior 11DEC2018 23APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-248 Male Without Prior 10MAR2020 24APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-249 Male Prior Eculizumab 23MAR2020 01MAR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-253 Male Without Prior 26JUN2020 11NOV2023 Patient died
Eculizumab
Treatment
1093-254 Male Without Prior 23JUN2020 17APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-260 Female Prior Eculizumab 24JUL2020 07MAR2022 Other Lost to FUP
Treatment Unknown
1093-284 Female Prior Eculizumab 01MAR2023 06MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1094-006 Female Prior Eculizumab 29MAY2014 05FEB2022 Patient is being treated
Treatment by another physician
1106-034 Male Prior Eculizumab 26MAR2015 05APR2023 Other study closure

Treatment Unknown

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 139 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1130-017 Female Prior Eculizumab 29MAY2019 29MAY2024 Other Study closure by sponsor
Treatment Unknown

1130-018 Male Prior Eculizumab 14N0OV2019 29MAY2024 Other Study closure by study
Treatment Unknown sSponsor.

1134-002 Female Without Prior 28APR2009 31MAY2024 Other Site closure
Eculizumab
Treatment

1134-009 Female Prior Eculizumab 06MAY2009 31MAY2024 Other Site closure
Treatment Unknown

1134-019 Male Without Prior 23MAY2009 31MAY2024 Other Site closure
Eculizumab
Treatment

1134-024 Male Without Prior 03JUN2009 31MAY2024 Other Site closure
Eculizumab
Treatment

1134-025 Male Without Prior 05JUN2009 31MAY2024 Other Site closure
Eculizumab
Treatment

1134-044 Male Without Prior 09SEP2009 31MAY2024 Other site closure
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 140 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1134-050 Male Without Prior 02NOV2009 30JUN2024 Other Site closure
Eculizumab
Treatment

1134-052 Female Prior Eculizumab 22FEB2010 31MAY2024 Other site closure
Treatment Unknown

1134-055 Male Without Prior 05MAR2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-056 Female Without Prior 20MAR2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-062 Female Without Prior 28JUN2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-063 Male Without Prior 26JUL2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-069 Male Without Prior 220CT2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-084 Female Prior Eculizumab 27JUL2011 31MAY2024 Other site closure

Treatment Unknown

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 141 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1134-088 Female Without Prior 09JAN2012 31MAY2024 Other site closure
Eculizumab
Treatment

1134-100 Female Without Prior 31MAY2013 31MAY2024 Other site closure
Eculizumab
Treatment

1134-111 Male Without Prior 263SEP2014 31JAN2024 Patient died
Eculizumab
Treatment

1134-114 Male Prior Eculizumab 22JAN2015 31MAY2024 Other site closure
Treatment Unknown

1134-116 Female Without Prior 05FEB2015 31MAY2024 Other site closure
Eculizumab
Treatment

1134-120 Female Without Prior 04AUG2015 31MAY2024 Other site closure
Eculizumab
Treatment

1134-124 Male Without Prior 11FEB2016 31MAY2024 Other site closure
Eculizumab
Treatment

1134-135 Male Without Prior 03MAY2018 31MAY2024 Other site closure
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 142 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1134-136 Female Prior Eculizumab 05AUG2018 31MAY2024 Other site closure
Treatment Unknown
1134-140 Male Without Prior 13MAR2019 31MAY2024 Other site closure
Eculizumab
Treatment
1134-143 Female Without Prior 12DEC2019 31MAY2024 Other site closure
Eculizumab
Treatment
1134-146 Female Without Prior 08JUN2021 31MAY2024 Other site closure
Eculizumab
Treatment
1134-148 Male Without Prior 09MAY2022 31MAY2024 Other site closure
Eculizumab
Treatment
1139-002 Female Prior Eculizumab 13JUL2009 020CT2024 Enrollment in the IPIG
Treatment PNH Registry
1139-007 Male Prior Eculizumab 03AUG2009 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1139-013 Female Prior Eculizumab 27JAN2010 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1139-029 Female Prior Eculizumab 050CT2011 14JUN2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 143 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1139-031 Male Prior Eculizumab 240CT2014 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry

1139-042 Male Prior Eculizumab 20AUG2019 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry

1140-001 Male Without Prior 29JUL2009 08MAY2024 Other Site closing
Eculizumab
Treatment

1140-002 Male Prior Eculizumab 02NOV2010 08MAY2024 Other Study site closing
Treatment

1151-002 Female Without Prior 06SEP2010 30MAY2024 Other site closure
Eculizumab
Treatment

1151-006 Female Without Prior 110CT2010 30MAY2024 Other site closure
Eculizumab
Treatment

1151-011 Female Without Prior 18MAY2011 30MAY2024 Other site closure
Eculizumab
Treatment

1151-014 Male Prior Eculizumab 11APR2012 30MAY2024 Other site closure
Treatment

1152-001 Female Prior Eculizumab 160CT2010 05JUN2024 Other site closure
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 144 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1152-002 Male Prior Eculizumab 26APR2011 05JUN2024 Other site closure
Treatment

1163-001 Female Without Prior 20JAN2010 19MAR2024 Other study closure
Eculizumab
Treatment

1163-003 Female Without Prior 18MAY2011 19MAR2024 Other study closure
Eculizumab
Treatment

1163-018 Female Prior Eculizumab 16AUG2018 19MAR2024 Other study closure
Treatment

1163-024 Female Without Prior 19DEC2020 19MAR2024 Other study closure
Eculizumab
Treatment

1163-027 Male Prior Eculizumab 02JUN2022 19MAR2024 Other study closure
Treatment

1164-001 Male Without Prior 12JAN2010 21MAY2024 Other FIN d'étude HPN. Patient
Eculizumab prévenu par téléphone,
Treatment message. Mail envoyé

1164-002 Female Without Prior 13JAN2010 04APR2024 Other SPONSOR DECISION
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 145 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1164-003 Male Without Prior 13JAN2010 30MAY2024 Other SPONSOR DECISION
Eculizumab
Treatment

1164-007 Male Without Prior 19JAN2010 04APR2024 Other SPONSOR DECISION
Eculizumab
Treatment

1165-010 Female Without Prior 19JAN2021 15MAY2024 Other Site closure.
Eculizumab
Treatment

1169-001 Female Prior Eculizumab 17MAR2010 15APR2024 Other site closure
Treatment

1169-003 Female Prior Eculizumab 07JUL2010 15APR2024 Other site closure
Treatment

1169-004 Female Prior Eculizumab 16JUL2010 15APR2024 Other site closure
Treatment

1169-006 Male Prior Eculizumab 27JUL2010 15APR2024 Other site closure
Treatment

1169-008 Male Prior Eculizumab 12SEP2012 15APR2024 Other site closure
Treatment

1170-002 Female Prior Eculizumab 18JAN2010 09APR2024 Other site closure
Treatment

1170-003 Male Prior Eculizumab 01MAR2010 09APR2024 Other site closure
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 146 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1170-006 Male Without Prior 14APR2012 09APR2024 Other site closure
Eculizumab
Treatment

1170-009 Female Prior Eculizumab 05JUN2013 09APR2024 Other site closure
Treatment

1192-001 Male Prior Eculizumab 29APR2010 15MAY2024 Other Site closure
Treatment Unknown

1193-002 Male Without Prior 23APR2010 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

1193-008 Female Without Prior 08MAR2012 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

1193-015 Female Without Prior 18MAY2021 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

1193-017 Female Without Prior 050CT2022 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

1193-018 Female Without Prior 14MAR2023 06FEB2024 Patient died
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 147 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1197-020 Male Without Prior 12JAN2012 08JAN2024 Site Closure

Eculizumab

Treatment
1197-027 Male Prior Eculizumab 21JUN2018 13APR2023 Patient died

Treatment
1197-028 Female Without Prior 19N0V2018 300CT2023 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1197-029 Male Without Prior 23N0ov2020 300CT2023 Patient enrolled in a

Eculizumab clinical trial of PNH

Treatment treatment
1197-030 Male Prior Eculizumab 22N0ov2021 08APR2024 Enrollment in the IPIG

Treatment PNH Registry
1197-031 Male Prior Eculizumab 29N0ov2021 270CT2023 Patient enrolled in a

Treatment clinical trial of PNH

treatment

1200-004 Male Prior Eculizumab 19JAN2011 03APR2024 Other Site Closure

Treatment
1200-005 Female Prior Eculizumab 27JAN2011 03APR2024 Other Site closure

Treatment
1209-002 Male Prior Eculizumab 17JUN2010 12MAR2024 Enrollment in the IPIG

Treatment PNH Registry
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date:
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Page 148 of 391

Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1209-003 Male Without Prior 09SEP2010 14MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1209-005 Male Prior Eculizumab 15SEP2016 12MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1210-026 Female Without Prior 140CT2013 09APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1214-005 Male Prior Eculizumab 100CT2012 29APR2024 Other Sponsors decision for end of
Treatment study, maybe enrollment into
IPIG-PNH-registry in the
future
1214-007 Male Without Prior 04SEP2014 29APR2024 Other Sponsors decision for end of
Eculizumab study, maybe enrollment into
Treatment IPIG-PNH-registry in the
future
1214-009 Female Without Prior 17NOV2020 30APR2024 Other Sponsors decision for end of
Eculizumab study, maybe enrollment into
Treatment IPIG-PNH-registry in the
future
1219-003 Female Prior Eculizumab 12SEP2013 15APR2024 Other site closure
Treatment
1226-001 Male Prior Eculizumab 04JUN2010 10SEP2024 Other Due to Study Closure

Treatment Unknown

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab

initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 149 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1226-003 Female Prior Eculizumab 06SEP2010 10SEP2024 Other Due to study closure
Treatment Unknown
1232-001 Female Prior Eculizumab 17JUL2010 12MAR2024 Other Registry closure, site will
Treatment Unknown not be participating in IPIG
PNH Registry
1232-005 Male Prior Eculizumab 16JAN2017 12MAR2024 Other Registry discontinuation,
Treatment Unknown Site not participating in
IPIG PNH Registry
1236-002 Female Prior Eculizumab 17FEB2012 05APR2024 Other Site closure
Treatment
1236-003 Male Without Prior 21JUN2009 05APR2024 Other Site closure
Eculizumab
Treatment
1250-001 Female Without Prior 0lFEB2011 01JUL2024 Other site closure
Eculizumab
Treatment
1250-003 Female Without Prior 03MAY2011 24JUN2024 Other site closure
Eculizumab
Treatment
1251-001 Male Prior Eculizumab 21DEC2010 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 150 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1251-002 Male Without Prior 29DEC2010 22MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1251-005 Female Prior Eculizumab 06APR2016 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1251-009 Male Prior Eculizumab 19FEB2020 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1252-001 Male Prior Eculizumab 21SEP2010 04MAY2023 Other Investigator decision
Treatment
1252-002 Male Prior Eculizumab 28SEP2010 04MAY2023 Other Investigator decision
Treatment
1252-035 Female Prior Eculizumab 080CT2015 04MAY2023 Other Investigator decision
Treatment
1252-038 Female Prior Eculizumab 23AUG2016 04MAY2023 Other Investigator decision
Treatment Unknown
1252-041 Male Without Prior 02MAR2021 04MAY2023 Other Investigator decision
Eculizumab
Treatment
1262-002 Male Prior Eculizumab 02FEB2011 05MAR2024 Other site closure
Treatment
1262-004 Male Prior Eculizumab 14MAR2013 05MAR2024 Other site closure
Treatment
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab

treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 151 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1266-001 Male Without Prior 05JAN2011 29APR2024 Other End of PNH Registry
Eculizumab
Treatment
1266-002 Female Without Prior 05JAN2011 30APR2024 Other End of PNH Registry
Eculizumab
Treatment
1266-005 Male Without Prior 02MAR2011 30APR2024 Other End of PNH Registry
Eculizumab
Treatment
1268-028 Female Prior Eculizumab 23MAY2011 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1268-030 Male Prior Eculizumab 06JUN2011 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-031 Male Prior Eculizumab 10MAY2011 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-049 Female Prior Eculizumab 110CT2011 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-057 Female Prior Eculizumab 03DEC2012 04JU0L2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-058 Male Prior Eculizumab 21MAY2012 04JU0L2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-071 Female Prior Eculizumab 04MAR2013 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 152 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1268-076 Male Prior Eculizumab 23JAN2013 04JU0L2024 Enrollment in the IPIG

Treatment PNH Registry
1268-083 Female Prior Eculizumab 17FEB2014 29N0V2024 Other Site closure

Treatment
1268-096 Male Prior Eculizumab 13MAY2013 04JU0L2024 Enrollment in the IPIG

Treatment PNH Registry
1268-103 Female Without Prior 04JUN2014 04JU0L2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1268-104 Female Prior Eculizumab 16DEC2015 04JUL2024 Enrollment in the IPIG

Treatment PNH Registry
1268-106 Male Without Prior 18JUN2014 04JUL2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1268-129 Male Without Prior 29APR2015 04JU0L2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1268-167 Female Prior Eculizumab 13APR2016 12AU0G2024 Enrollment in the IPIG

Treatment PNH Registry
1268-197 Female Without Prior 20DEC2017 04JU0L2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc.
Protocol: ALX-PNH-501

Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025

Page 153 of 391

Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1268-219 Male Prior Eculizumab 05MAR2018 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-235 Male Prior Eculizumab 25FEB2019 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1268-255 Female Prior Eculizumab 11SEP2019 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1268-259 Male Prior Eculizumab 24FEB2020 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-262 Male Prior Eculizumab 17FEB2020 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-263 Female Prior Eculizumab 07JUL2021 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-264 Male Without Prior 14JU0L2021 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1268-266 Male Prior Eculizumab 06SEP2021 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-270 Female Prior Eculizumab 08SEP2021 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1268-272 Male Without Prior 08SEP2021 24FEB2022 Patient enrolled in a

Eculizumab
Treatment

clinical trial of
treatment

PNH

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab

initiation.

Source: ADAM.ADSL, ADAM.ADPOP
Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 154 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status® Enrollment Date Date Discontinuation Other, Specify
1268-274 Male Without Prior 22SEP2021 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1268-275 Female Without Prior 03AUG2021 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1268-279 Female Without Prior 19FEB2020 04JAN2024 Patient enrolled in a
Eculizumab clinical trial of PNH
Treatment treatment
1269-001 Male Prior Eculizumab 04FEB2011 05DEC2023 Other Site closure
Treatment
1269-003 Male Prior Eculizumab 24APR2014 05DEC2023 Other Site closure
Treatment
1275-002 Female Prior Eculizumab 12JAN2011 27MAR2024 Other site closure
Treatment
1304-001 Female Prior Eculizumab 14MAY2011 11MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1304-002 Male Prior Eculizumab 10MAY2011 05MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1304-003 Male Without Prior 27JUL2011 25MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 155 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1304-006 Female Prior Eculizumab 26FEB2016 28FEB2024 Enrollment in the IPIG

Treatment PNH Registry
1319-001 Male Prior Eculizumab 08JUN2005 29N0oV2024 Other Site closure

Treatment
1341-011 Female Without Prior 17SEP2015 03JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1341-022 Female Without Prior 27DEC2019 06JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1351-003 Male Without Prior 03FEB2017 23JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1351-004 Male Prior Eculizumab 21MAR2017 23JUN2024 Enrollment in the IPIG

Treatment PNH Registry
1351-013 Female Prior Eculizumab 11JUN2018 23JUN2024 Enrollment in the IPIG

Treatment PNH Registry
1351-023 Female Without Prior 29JUL2021 23JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1358-001 Male Prior Eculizumab 09JAN2013 21JUN2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 156 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1366-001 Male Prior Eculizumab 25N0OV2011 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-020 Male Prior Eculizumab 15MAR2012 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-024 Male Without Prior 28MAR2012 18JAN2024 Other Patient is being treated by
Eculizumab another physician. and the
Treatment subject was newly diagnosed
with MDS
1366-033 Female Prior Eculizumab 14FEB2013 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-036 Female Prior Eculizumab 14MAR2013 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-064 Female Prior Eculizumab 18JUN2014 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-075 Female Prior Eculizumab 31DEC2014 09DEC2021 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1366-097 Male Prior Eculizumab 21SEP2016 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-108 Female Prior Eculizumab 26APR2018 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-111 Male Prior Eculizumab 290CT2018 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 157 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1366-129 Female Prior Eculizumab 22APR2020 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-148 Male Without Prior 29MAR2021 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1366-162 Male Without Prior 10AUG2022 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1366-172 Male Without Prior 04MAY2023 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1366-173 Female Without Prior 10MAY2023 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1381-002 Male Prior Eculizumab 15MAR2012 20FEB2024 Other study closing
Treatment
1381-003 Female Prior Eculizumab 18APR2012 06DEC2023 Other study closing
Treatment
1381-008 Male Prior Eculizumab 14MAY2015 08FEB2024 Other study closing
Treatment
1381-012 Male Prior Eculizumab 29AUG2019 24APR2023 Other study closing
Treatment Unknown
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 158 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1381-014 Male Without Prior 20JAN2020 11MAR2024 Other study closing
Eculizumab
Treatment
1381-016 Male Prior Eculizumab 17JUN2021 23FEB2024 Other study closing
Treatment Unknown
1381-017 Male Prior Eculizumab 10AUG2021 18DEC2023 Other study closing
Treatment
1416-001 Male Prior Eculizumab 11JUN2013 15APR2024 Enrollment in the IPIG
Treatment PNH Registry
1418-009 Female Prior Eculizumab 250CT2012 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1418-042 Female Without Prior 05SEP2017 24MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1418-045 Female Prior Eculizumab 020CT2017 24MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1418-064 Male Without Prior 08NOV2022 24MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1419-009 Female Prior Eculizumab 28APR2016 12APR2024 Other Enrollment in the IPIG
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1420-002 Male Without Prior 15MAY2012 22APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1420-004 Male Prior Eculizumab 12JUN2012 22APR2024 Enrollment in the IPIG
Treatment PNH Registry

1420-006 Female Prior Eculizumab 31JUL2012 22APR2024 Enrollment in the IPIG
Treatment PNH Registry

1420-009 Male Prior Eculizumab 23APR2013 22APR2024 Enrollment in the IPIG
Treatment PNH Registry

1421-008 Male Prior Eculizumab 04DEC2012 06MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1421-009 Male Without Prior 04JAN2013 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1421-024 Male Without Prior 26JAN2017 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1421-029 Female Without Prior 02N0OV2018 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1421-031 Male Without Prior 07NOV2019 26JUN2022 Patient choice
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc.

Page 160 of 391

Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Specify

1421-035 Male Without Prior 06FEB2024 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1422-004 Male Prior Eculizumab 20NOV2012 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1422-008 Male Prior Eculizumab 30JAN2013 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1422-011 Female Prior Eculizumab 20MAR2014 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1422-022 Female Prior Eculizumab 19MAR2020 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-002 Female Prior Eculizumab 23AUG2012 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-006 Male Prior Eculizumab 23DEC2014 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-008 Male Prior Eculizumab 18JUN2015 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-011 Male Prior Eculizumab 11NOV2015 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-012 Male Prior Eculizumab 07JAN2016 28MAR2024 Enrollment in the IPIG

Treatment

PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 161 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1423-014 Male Prior Eculizumab 09JUN2017 28MAR2024 Enrollment in the IPIG

Treatment PNH Registry
1423-017 Female Prior Eculizumab 12N0V2018 28MAR2024 Enrollment in the IPIG

Treatment PNH Registry
1423-018 Male Prior Eculizumab 24SEP2019 28MAR2024 Enrollment in the IPIG

Treatment PNH Registry
1423-020 Male Prior Eculizumab 27TMAY2020 28MAR2024 Enrollment in the IPIG

Treatment PNH Registry
1423-024 Male Without Prior 18NOV2021 28MAR2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1424-003 Female Prior Eculizumab 31MAR2015 04APR2024 Enrollment in the IPIG

Treatment PNH Registry
1424-004 Male Prior Eculizumab 24AUG2016 04APR2024 Enrollment in the IPIG

Treatment PNH Registry
1425-001 Male Prior Eculizumab 11JAN2013 19SEP2023 Other PNH clone 5.74%

Treatment
1425-003 Male Prior Eculizumab 21JUL2015 24APR2024 Other site closure

Treatment
1427-003 Female Prior Eculizumab 08NOV2013 21FEB2024 Enrollment in the IPIG

Treatment PNH Registry
Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.
Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 162 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1429-001 Female Prior Eculizumab 15N0V2012 04APR2024 Other site closure
Treatment Unknown

1429-007 Female Prior Eculizumab 25SEP2020 04APR2024 Other site closure
Treatment

1429-011 Female Without Prior 27JUL2021 11MAR2022 Patient died
Eculizumab
Treatment

1432-001 Male Prior Eculizumab 23AUG2012 29FEB2024 Other site close
Treatment

1432-003 Female Prior Eculizumab 14JAN2016 29FEB2024 Other site close
Treatment

1432-004 Female Without Prior 21JAN2016 29FEB2024 Other site close
Eculizumab
Treatment

1432-005 Female Prior Eculizumab 21JAN2016 29FEB2024 Other site close
Treatment

1432-009 Male Prior Eculizumab 23DEC2019 29FEB2024 Other site close
Treatment Unknown

1435-002 Male Without Prior 15AUG2012 29FEB2024 Other site close
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 163 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1435-005 Female Without Prior 11SEP2012 29FEB2024 Other site close
Eculizumab
Treatment

1435-006 Female Without Prior 19SEP2012 29FEB2024 Other site close
Eculizumab
Treatment

1435-012 Female Without Prior 04N0OV2021 29FEB2024 Other site close
Eculizumab
Treatment

1454-001 Female Prior Eculizumab 12N0OV2012 29FEB2024 Other site close
Treatment

1454-002 Male Prior Eculizumab 28FEB2013 29FEB2024 Other Site close
Treatment

1462-004 Male Prior Eculizumab 30NOV2012 08FEB2024 Other Site close
Treatment

1462-006 Male Prior Eculizumab 07DEC2012 08FEB2024 Other Site close
Treatment

1462-008 Male Prior Eculizumab 14DEC2012 08FEB2024 Other Site close
Treatment

1462-009 Male Prior Eculizumab 14DEC2012 08FEB2024 Other Site close
Treatment

1462-010 Male Prior Eculizumab 21DEC2012 08FEB2024 Other Site close
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 164 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1493-002 Female Prior Eculizumab 01MAR2013 29FEB2024 Other Site close
Treatment

1493-006 Female Without Prior 25MAR2013 29FEB2024 Other Site close
Eculizumab
Treatment

1493-020 Female Without Prior 14MAR2022 29FEB2024 Other Site close
Eculizumab
Treatment

1493-023 Male Without Prior 14MAR2022 29FEB2024 Other Site close
Eculizumab
Treatment

1493-028 Female Without Prior 09NOV2022 29FEB2024 Other Site close
Eculizumab
Treatment

1493-031 Male Without Prior 13FEB2023 29FEB2024 Other Site close
Eculizumab
Treatment

1493-032 Female Without Prior 16FEB2023 29FEB2024 Other Site close
Eculizumab
Treatment

1494-001 Male Prior Eculizumab 16MAY2013 26MAR2024 Other Sponsor decision to close
Treatment Unknown this registry trial.

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 165 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1494-002 Female Without Prior 01AUG2013 26MAR2024 Other Sponsor decision to close
Eculizumab this registry trial.
Treatment
1494-008 Female Prior Eculizumab 14SEP2023 26MAR2024 Other Sponsor decision to close
Treatment Unknown this registry trial.
1494-011 Male Without Prior 01JUN2023 26APR2024 Other Sponsor decision to close
Eculizumab this registry trial.
Treatment
1506-010 Female Without Prior 17NOV2015 29FEB2024 Other Site close
Eculizumab
Treatment
1507-002 Male Prior Eculizumab 24APR2013 29FEB2024 Other site close
Treatment
1507-003 Male Prior Eculizumab 08MAY2013 29FEB2024 Other site close
Treatment
1507-007 Female Without Prior 15MAY2013 29FEB2024 Other site close
Eculizumab
Treatment
1507-012 Female Prior Eculizumab 10JUL2013 29FEB2024 Other site close
Treatment
1507-015 Female Without Prior 290CT2018 29FEB2024 Other site close
Eculizumab
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 166 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1520-003 Male Prior Eculizumab 06JAN2014 29FEB2024 Other site close
Treatment
1520-008 Male Without Prior 04APR2014 29FEB2024 Other site close
Eculizumab
Treatment
1520-009 Female Prior Eculizumab 18AUG2014 29FEB2024 Other site close
Treatment
1520-013 Female Without Prior 23AUG2022 29FEB2024 Other site close
Eculizumab
Treatment
1521-010 Female Prior Eculizumab 27JAN2016 31MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1521-011 Female Prior Eculizumab 12JAN2017 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1521-015 Female Without Prior 21DEC2017 31MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1521-016 Male Prior Eculizumab 21DEC2017 31MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1521-017 Male Without Prior 15MAR2018 31MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 167 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1521-019 Female Without Prior 03DEC2018 31MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1521-020 Male Prior Eculizumab 07MAR2019 31MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1558-002 Male Prior Eculizumab 09JAN2015 02JAN2024 Enrollment in the IPIG
Treatment PNH Registry
1558-008 Male Without Prior 12DEC2017 02JAN2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1600-003 Male Without Prior 25MAR2015 26MAR2024 Other site closure
Eculizumab
Treatment
1600-004 Male Without Prior 25MAR2015 26MAR2024 Other site closure
Eculizumab
Treatment
1600-007 Male Without Prior 12DEC2019 16JAN2023 Other treated by aspaveli
Eculizumab
Treatment
1612-001 Male Prior Eculizumab 31JAN2014 24MAY2022 Other Site Closure due to USOR not
Treatment amending budget/contract to

the FMV (Fair Market Value)
contract requested by
Alexion.

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 168 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1612-002 Male Prior Eculizumab 05MAR2015 24MAY2022 Other per sponsor study closed
Treatment Unknown
1612-003 Male Prior Eculizumab 11MAR2015 24MAY2022 Other per sponsor study closed
Treatment Unknown
1612-004 Female Prior Eculizumab 30JUN2016 24MAY2022 Other Site Closure due to USOR not
Treatment amending budget/contract to
the FMV (Fair Market Value)
contract requested by
Alexion.
1617-003 Female Prior Eculizumab 09MAY2014 16DEC2021 Other Patient withdrew consent
Treatment
1620-001 Male Without Prior 055EP2014 23DEC2019 Patient choice
Eculizumab
Treatment
1667-001 Male Prior Eculizumab 28MAY2014 18MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1667-004 Female Prior Eculizumab 07JAN2020 18MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1668-001 Female Prior Eculizumab 26MAR2014 11MAR2024 Other site closure
Treatment
1670-002 Male Prior Eculizumab 19MAY2014 07FEB2024 Other site closure
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 169 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1677-001 Female Without Prior 14N0V2014 05JUN2024 Other end of study
Eculizumab
Treatment
1677-003 Female Without Prior 08DEC2014 05JUN2024 Other end of study
Eculizumab
Treatment
1677-004 Male Without Prior 20APR2015 05JUN2024 Other end of study
Eculizumab
Treatment
1677-007 Female Without Prior 060CT2015 05JUN2024 Other end of study
Eculizumab
Treatment
1682-001 Female Prior Eculizumab 250CT2014 30APR2024 Other Other: sponsor's request -
Treatment upcoming site closure
1683-016 Male Without Prior 22JUN2018 14MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1718-001 Female Prior Eculizumab 010CT2014 29APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1718-002 Female Without Prior 220CT2014 06MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 170 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1718-003 Male Without Prior 01DEC2014 08MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1718-011 Female Without Prior 30APR2019 09MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1718-012 Female Without Prior 15JUN2020 07MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1722-001 Male Prior Eculizumab 23APR2015 06AUG2024 Other SITE CLOSED
Treatment
1726-001 Male Without Prior 23FEB2015 31AUG2021 Patient died
Eculizumab
Treatment
1726-002 Male Prior Eculizumab 19MAR2015 05APR2024 Other End of Study
Treatment Unknown
1726-005 Female Prior Eculizumab 02MAR2018 27FEB2024 Other End of Study
Treatment
1754-030 Female Without Prior 19MAR2024 19MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1787-003 Male Prior Eculizumab 24MAY2016 08APR2024 Other Enrollment in the IPIG
Treatment

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 171 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1
Registry Discontinuation, Cumulative
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1787-005 Male Prior Eculizumab 07JUL2016 08APR2024 Other Enrollment in the IPIG
Treatment
1787-006 Female Without Prior 20NOV2017 08APR2024 Other Enrollment in the IPIG
Eculizumab
Treatment
1787-008 Male Prior Eculizumab 26FEB2021 08APR2024 Other Enrollment in the IPIG
Treatment
1796-001 Female Prior Eculizumab 12MAY2016 25APR2024 Enrollment in the IPIG
Treatment PNH Registry
1796-002 Female Prior Eculizumab 12MAY2016 25APR2024 Enrollment in the IPIG
Treatment PNH Registry

Note: (a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab
treatment includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab
initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:00
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Alexion Pharmaceuticals, Inc. Page 172 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1003-019 Male Prior Eculizumab 31AUG2011 20FEB2024 Other Site Closure
Treatment Unknown
1003-036 Male Prior Eculizumab 16NOV2011 20FEB2024 Other PT discontinued. Site closed
Treatment Unknown
1003-037 Female Prior Eculizumab 30NOV2011 20FEB2024 Other PT discontinued. Site closed
Treatment
1003-040 Male Without Prior 08FEB2012 20FEB2024 Other Pt discontinued. Site closed
Eculizumab
Treatment
1003-051 Female Prior Eculizumab 25JAN2013 20FEB2024 Other PT discontinued. Site closed
Treatment Unknown
1003-056 Male Prior Eculizumab 280CT2013 20FEB2024 Other Pt discontinued. Site closed
Treatment Unknown
1004-012 Female Prior Eculizumab 29JAN2013 21MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1004-013 Male Prior Eculizumab 14FEB2013 21MAY2024 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1004-021 Female Prior Eculizumab 24MAY2018 21MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1005-001 Male Prior Eculizumab 17JUL2009 03N0OV2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Alexion Pharmaceuticals, Inc. Page 173 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1005-006 Male Prior Eculizumab 24JUL2009 21MAR2024 Other site closure
Treatment
1005-007 Female Prior Eculizumab 11SEP2009 21MAR2024 Other site closure
Treatment
1005-012 Female Prior Eculizumab 04MAY2010 21FEB2024 Other patient lost of follow-up.
Treatment Last contact at site =
02Dec2022
1005-029 Female Prior Eculizumab 12MAR2011 21MAR2024 Other site closure
Treatment
1005-053 Female Without Prior 27AUG2015 29APR2024 Other End of PNH Registry
Eculizumab
Treatment
1008-001 Male Prior Eculizumab 27SEP2012 23MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1008-019 Female Prior Eculizumab 13JUN2012 23MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1008-066 Female Prior Eculizumab 28SEP2019 23MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-004 Male Prior Eculizumab 08JUN2005 16MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-006 Male Prior Eculizumab 15JUN2005 21MAY2024 Enrollment in the IPIG
Treatment PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Alexion Pharmaceuticals, Inc. Page 174 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-014 Female Prior Eculizumab 17AUG2005 11AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-023 Female Prior Eculizumab 040CT2005 11SEP2024 Enrollment in the IPIG
Treatment PNH Registry
1009-024 Female Prior Eculizumab 130CT2005 290CT2024 Enrollment in the IPIG
Treatment PNH Registry
1009-052 Male Prior Eculizumab 30NOV2006 31AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-057 Female Without Prior 02AUG2007 06JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1009-062 Female Prior Eculizumab 08JUL2008 29N0ov2024 Other Site closure
Treatment Unknown
1009-070 Female Prior Eculizumab 140CT2008 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1009-074 Male Prior Eculizumab 31MAR2009 21MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-080 Male Prior Eculizumab 08SEP2009 29N0oV2024 Other Site closure
Treatment
1009-084 Female Prior Eculizumab 22SEP2009 20JUN2024 Enrollment in the IPIG
Treatment PNH Registry
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
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Alexion Pharmaceuticals, Inc. Page 175 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-088 Male Prior Eculizumab 220CT2009 203EP2024 Other PHYSICIAN'S DECISION

Treatment
1009-089 Female Prior Eculizumab 270CT2009 02AUG2024 Enrollment in the IPIG

Treatment PNH Registry
1009-093 Female Prior Eculizumab 28JAN2010 31MAY2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1009-103 Male Prior Eculizumab 22APR2010 31MAY2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1009-115 Male Prior Eculizumab 15JUN2010 16SEP2024 Enrollment in the IPIG

Treatment PNH Registry
1009-129 Male Without Prior 31AUG2010 11JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1009-132 Female Prior Eculizumab 07SEP2010 29N0ov2024 Other Site closure

Treatment
1009-133 Male Without Prior 270CT2010 23AUG2023 Patient died

Eculizumab

Treatment
1009-145 Male Prior Eculizumab 0lFEB2011 150CT2024 Enrollment in the IPIG

Treatment PNH Registry
1009-149 Male Prior Eculizumab 17FEB2011 07JUL2023 Patient enrolled in a

Treatment clinical trial of PNH

treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1009-151 Female Prior Eculizumab 10MAR2011 080CT2024 Enrollment in the IPIG
Treatment PNH Registry

1009-161 Male Prior Eculizumab 24MAY2011 28MAY2024 Enrollment in the IPIG
Treatment PNH Registry

1009-164 Female Prior Eculizumab 16JUN2011 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1009-166 Female Prior Eculizumab 23JUN2011 28MAY2024 Enrollment in the IPIG
Treatment PNH Registry

1009-170 Female Prior Eculizumab 11AUG2011 29JUN2024 Enrollment in the IPIG
Treatment PNH Registry

1009-176 Female Prior Eculizumab 30AUG2011 24SEP2024 Enrollment in the IPIG
Treatment PNH Registry

1009-178 Female Without Prior 08SEP2011 31MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1009-186 Female Prior Eculizumab 060CT2011 08AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-195 Female Prior Eculizumab 17NOV2011 31MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1009-210 Female Prior Eculizumab 23FEB2012 31MAY2024 Enrollment in the IPIG
Treatment PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-221 Female Prior Eculizumab 06JUN2012 30MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-222 Female Prior Eculizumab 28JUN2012 26JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1009-230 Female Prior Eculizumab 04SEP2012 29N0V2024 Other Site closure
Treatment
1009-251 Male Prior Eculizumab 11JUN2013 310CT2024 Enrollment in the IPIG
Treatment PNH Registry
1009-264 Male Prior Eculizumab 240CT2013 22FEB2024 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1009-268 Male Prior Eculizumab 17DEC2013 05AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-269 Female Prior Eculizumab 07JAN2014 28MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-270 Male Prior Eculizumab 14JAN2014 29MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-272 Female Prior Eculizumab 21JAN2014 20JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1009-275 Male Prior Eculizumab 12MAY2014 29N0V2024 Other Site closure
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Page 178 of 391

Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Specify

1009-280 Female Prior Eculizumab 15JU0L2014 273SEP2024 Enrollment in the IPIG
Treatment PNH Registry

1009-287 Female Prior Eculizumab 29JUL2014 010CT2023 Patient died
Treatment

1009-292 Female Prior Eculizumab 10SEP2014 09AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-298 Female Prior Eculizumab 06NOV2014 19JUN2024 Enrollment in the IPIG
Treatment PNH Registry

1009-300 Female Prior Eculizumab 18NOV2014 29N0V2024 Other Site closure
Treatment

1009-302 Female Prior Eculizumab 11DEC2014 31MAY2024 Enrollment in the IPIG
Treatment PNH Registry

1009-318 Female Prior Eculizumab 13MAY2015 243EP2024 Enrollment in the IPIG
Treatment PNH Registry

1009-320 Male Prior Eculizumab 21MAY2015 29JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-321 Male Prior Eculizumab 21MAY2015 04DEC2023 Patient choice
Treatment

1009-328 Male Prior Eculizumab 07JUL2015 310CT2023 Patient enrolled in a

Treatment

clinical trial of
treatment

PNH

Note: Includes patients actively enrolled in the registry during the analysis period,
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01
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Alexion Pharmaceuticals, Inc. Page 179 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-329 Female Prior Eculizumab 07JUL2015 26JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1009-332 Female Prior Eculizumab 21JUL2015 21MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1009-346 Female Prior Eculizumab 200CT2015 29N0oV2024 Other Site closure
Treatment Unknown
1009-353 Female Prior Eculizumab 12APR2016 29N0V2024 Other Site closure
Treatment
1009-362 Female Prior Eculizumab 02JUN2016 01AUG2024 Enrollment in the IPIG
Treatment PNH Registry
1009-366 Male Prior Eculizumab 05AUG2016 17SEP2024 Enrollment in the IPIG
Treatment PNH Registry
1009-369 Male Prior Eculizumab 14JUL2016 030CT2024 Enrollment in the IPIG
Treatment PNH Registry
1009-372 Female Without Prior 09AUG2016 26SEP2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1009-379 Female Without Prior 13SEP2016 05JUN2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1009-383 Male Prior Eculizumab 2935EP2016 29N0ov2024 Other Site closure
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1009-385 Female Prior Eculizumab 01NOV2016 150CT2024 Enrollment in the IPIG
Treatment PNH Registry

1009-386 Male Without Prior 01NOV2016 26JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1009-390 Female Prior Eculizumab 29DEC2016 19S5EP2024 Enrollment in the IPIG
Treatment PNH Registry

1009-405 Female Prior Eculizumab 02MAY2017 18JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-409 Male Prior Eculizumab 13JUN2017 170CT2024 Enrollment in the IPIG
Treatment PNH Registry

1009-410 Male Without Prior 20JUN2017 09JUN2023 Patient died
Eculizumab
Treatment

1009-411 Male Without Prior 03AUG2017 010CT2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1009-413 Male Prior Eculizumab 22AUG2017 19AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-418 Female Prior Eculizumab 120CT2017 29N0V2024 Other Site closure
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Page 181 of 391

Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Specify

1009-420 Male Without Prior 310CT2017 05MAR2024 Patient died
Eculizumab
Treatment

1009-422 Male Prior Eculizumab 09NOV2017 02JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-429 Female Prior Eculizumab 21MAR2019 06JUL2023 Patient enrolled in a
Treatment clinical trial of PNH

treatment

1009-431 Female Prior Eculizumab 21JUN2019 27AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-432 Female Prior Eculizumab 23JUL2019 23JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-433 Male Prior Eculizumab 13AUG2019 29N0V2024 Other Site closure
Treatment

1009-434 Female Prior Eculizumab 09SEP2019 09JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1009-438 Male Prior Eculizumab 22JUN2020 26N0V2024 Enrollment in the IPIG
Treatment PNH Registry

1009-441 Male Prior Eculizumab 16FEB2021 15AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1009-442 Male Prior Eculizumab 03MAR2021 20JUN2024 Enrollment in the IPIG

Treatment

PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period,
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01

which covers the time period from 06JAN2023 to 06JAN2025.
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1009-459 Female Without Prior 14N0V2022 233EP2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1009-460 Male Without Prior 06JAN2023 13AUG2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1013-001 Female Prior Eculizumab 19MAY2005 170CT2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1013-100 Female Prior Eculizumab 08FEB2012 05APR2024 Other Site closure
Treatment
1013-133 Female Prior Eculizumab 29JAN2014 29N0V2023 Patient died
Treatment
1013-228 Female Prior Eculizumab 05NOV2019 14MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1013-243 Male Prior Eculizumab 08MAR2022 15N0V2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1017-002 Male Prior Eculizumab 055EP2012 29FEB2024 Other Site close
Treatment
1017-009 Female Prior Eculizumab 13SEP2012 29FEB2024 Other Site close
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1017-022 Male Prior Eculizumab 13JUN2019 29FEB2024 Other Site close
Treatment
1017-023 Female Prior Eculizumab 27NOV2019 29FEB2024 Other Site close
Treatment
1030-007 Male Without Prior 05JUN2017 11NOV2023 Patient died
Eculizumab
Treatment
1030-010 Male Prior Eculizumab 14FEB2023 01JUL2023 Other lost to follow up
Treatment Unknown
1036-001 Female Prior Eculizumab 10JAN2006 10JUL2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment
1048-001 Female Prior Eculizumab 30MAY2006 13N0V2024 Enrollment in the IPIG
Treatment PNH Registry
1048-011 Female Without Prior 21DEC2011 29N0V2024 Other Site closure
Eculizumab
Treatment
1048-020 Female Prior Eculizumab 06JAN2014 29N0V2024 Other Site closure
Treatment
1053-003 Male Prior Eculizumab 15MAR2012 24JAN2023 Other Study Closure
Treatment
1053-004 Female Prior Eculizumab 22MAY2012 26JAN2023 Other study closure
Treatment Unknown
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1061-004 Male Prior Eculizumab 26MAR2007 08APR2024 Enrollment in the IPIG
Treatment PNH Registry
1087-001 Male Prior Eculizumab 15MAY2013 09MAY2024 Other Study termination by sponsor
Treatment
1087-014 Male Without Prior 19MAR2019 09MAY2024 Other Study termination by sponsor
Eculizumab
Treatment
1093-017 Female Prior Eculizumab 080CT2010 10APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-024 Female Prior Eculizumab 17NOV2010 23MAR2023 Other Lost to FUP
Treatment
1093-042 Male Prior Eculizumab 26APR2011 11JAN2023 Other Lost to FUP
Treatment Unknown
1093-043 Male Prior Eculizumab 10MAY2011 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-046 Female Without Prior 26JUL2011 05JUN2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-053 Female Prior Eculizumab 22N0OV2011 10APR2024 Other Lost to FUP
Treatment Unknown
1093-060 Female Prior Eculizumab 07AUG2012 10APR2024 Enrollment in the IPIG
Treatment PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1093-068 Male Prior Eculizumab 13FEB2013 10APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-086 Female Prior Eculizumab 080CT2013 10APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-089 Female Without Prior 07JAN2014 18APR2024 Other Site closure
Eculizumab
Treatment
1093-105 Male Prior Eculizumab 18AUG2014 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-109 Female Prior Eculizumab 280CT2014 23JAN2024 Patient died
Treatment
1093-115 Male Prior Eculizumab 28N0OV2014 10APR2024 Enrollment in the IPIG
Treatment PNH Registry
1093-130 Male Prior Eculizumab 23APR2015 23MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1093-137 Male Prior Eculizumab 08JUL2015 29APR2024 Other Changement to IPIC-Registry
Treatment Unknown
1093-138 Male Prior Eculizumab 10JUL2015 15MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-140 Male Without Prior 19JUL2015 03MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry

Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1093-153 Female Without Prior 19JAN2016 02MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-171 Male Prior Eculizumab 27NOV2016 15APR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-186 Male Prior Eculizumab 04AUG2017 17JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-191 Female Prior Eculizumab 060CT2017 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1093-192 Male Without Prior 240CT2017 02MAY2023 Patient died
Eculizumab
Treatment
1093-222 Male Without Prior 11DEC2018 23APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-248 Male Without Prior 10MAR2020 24APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-249 Male Prior Eculizumab 23MAR2020 01MAR2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1093-253 Male Without Prior 26JUN2020 11NOV2023 Patient died
Eculizumab
Treatment
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01
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Page 187 of 391

Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1093-254 Male Without Prior 23JUN2020 17APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1093-284 Female Prior Eculizumab 01MAR2023 06MAY2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1106-034 Male Prior Eculizumab 26MAR2015 05APR2023 Other study closure
Treatment Unknown
1130-017 Female Prior Eculizumab 29MAY2019 29MAY2024 Other Study closure by sponsor
Treatment Unknown
1130-018 Male Prior Eculizumab 14N0V2019 29MAY2024 Other Study closure by study
Treatment Unknown SpoONnsor.
1134-002 Female Without Prior 28APR2009 31MAY2024 Other Site closure
Eculizumab
Treatment
1134-009 Female Prior Eculizumab 06MAY2009 31MAY2024 Other Site closure
Treatment Unknown
1134-019 Male Without Prior 23MAY2009 31MAY2024 Other Site closure
Eculizumab
Treatment
1134-024 Male Without Prior 03JUN2009 31MAY2024 Other Site closure

Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period,

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01

which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1134-025 Male Without Prior 05JUN2009 31MAY2024 Other Site closure
Eculizumab
Treatment

1134-044 Male Without Prior 09SEP2009 31MAY2024 Other site closure
Eculizumab
Treatment

1134-050 Male Without Prior 02NOV2009 30JUN2024 Other Site closure
Eculizumab
Treatment

1134-052 Female Prior Eculizumab 22FEB2010 31MAY2024 Other site closure
Treatment Unknown

1134-055 Male Without Prior 05MAR2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-056 Female Without Prior 20MAR2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-062 Female Without Prior 28JUN2010 31MAY2024 Other site closure
Eculizumab
Treatment

1134-063 Male Without Prior 26JUL2010 31MAY2024 Other site closure
Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Page

189 of 391

Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1134-069 Male Without Prior 220CT2010 31MAY2024 Other site closure
Eculizumab
Treatment
1134-084 Female Prior Eculizumab 27JUL2011 31MAY2024 Other site closure
Treatment Unknown
1134-088 Female Without Prior 09JAN2012 31MAY2024 Other site closure
Eculizumab
Treatment
1134-100 Female Without Prior 31MAY2013 31MAY2024 Other site closure
Eculizumab
Treatment
1134-111 Male Without Prior 26SEP2014 31JAN2024 Patient died
Eculizumab
Treatment
1134-114 Male Prior Eculizumab 22JAN2015 31MAY2024 Other site closure
Treatment Unknown
1134-116 Female Without Prior 05FEB2015 31MAY2024 Other site closure
Eculizumab
Treatment
1134-120 Female Without Prior 04AUG2015 31MAY2024 Other site closure

Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period,

which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1134-124 Male Without Prior 11FEB2016 31MAY2024 Other site closure
Eculizumab
Treatment
1134-135 Male Without Prior 03MAY2018 31MAY2024 Other site closure
Eculizumab
Treatment
1134-136 Female Prior Eculizumab 05AUG2018 31MAY2024 Other site closure
Treatment Unknown
1134-140 Male Without Prior 13MAR2019 31MAY2024 Other site closure
Eculizumab
Treatment
1134-143 Female Without Prior 12DEC2019 31MAY2024 Other site closure
Eculizumab
Treatment
1134-146 Female Without Prior 08JUN2021 31MAY2024 Other site closure
Eculizumab
Treatment
1134-148 Male Without Prior 09MAY2022 31MAY2024 Other site closure
Eculizumab
Treatment
1139-002 Female Prior Eculizumab 13JUL2009 020CT2024 Enrollment in the IPIG

Treatment

PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period,

which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1139-007 Male Prior Eculizumab 03AUG2009 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1139-013 Female Prior Eculizumab 27JAN2010 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1139-029 Female Prior Eculizumab 050CT2011 14JUN2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1139-031 Male Prior Eculizumab 240CT2014 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1139-042 Male Prior Eculizumab 20AUG2019 14JUN2024 Enrollment in the IPIG
Treatment PNH Registry
1140-001 Male Without Prior 29JUL2009 08MAY2024 Other Site closing
Eculizumab
Treatment
1140-002 Male Prior Eculizumab 02NOV2010 08MAY2024 Other Study site closing
Treatment
1151-002 Female Without Prior 06SEP2010 30MAY2024 Other site closure
Eculizumab
Treatment
1151-006 Female Without Prior 110CT2010 30MAY2024 Other site closure
Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
Page 278 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc.

Protocol:
Analysis:
Database
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Ravuemaz202501
Cutoff Date: 06JAN2025

Listing 1.1

Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Page 192 of 391

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1151-011 Female Without Prior 18MAY2011 30MAY2024 Other site closure
Eculizumab
Treatment

1151-014 Male Prior Eculizumab 11APR2012 30MAY2024 Other site closure
Treatment

1152-001 Female Prior Eculizumab 160CT2010 05JUN2024 Other site closure
Treatment

1152-002 Male Prior Eculizumab 26APR2011 05JUN2024 Other site closure
Treatment

1163-001 Female Without Prior 20JAN2010 19MAR2024 Other study closure
Eculizumab
Treatment

1163-003 Female Without Prior 18MAY2011 19MAR2024 Other study closure
Eculizumab
Treatment

1163-018 Female Prior Eculizumab 16AUG2018 19MAR2024 Other study closure
Treatment

1163-024 Female Without Prior 19DEC2020 19MAR2024 Other study closure
Eculizumab
Treatment

1163-027 Male Prior Eculizumab 02JUN2022 19MAR2024 Other study closure
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period,
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01

which covers the time period from 06JAN2023 to 06JAN2025.
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1164-001 Male Without Prior 12JAN2010 21MAY2024 Other FIN d'étude HPN. Patient
Eculizumab prévenu par téléphone,
Treatment message. Mail envoyé

1164-002 Female Without Prior 13JAN2010 04APR2024 Other SPONSOR DECISION
Eculizumab
Treatment

1164-003 Male Without Prior 13JAN2010 30MAY2024 Other SPONSOR DECISION
Eculizumab
Treatment

1164-007 Male Without Prior 19JAN2010 04APR2024 Other SPONSOR DECISION
Eculizumab
Treatment

1165-010 Female Without Prior 19JAN2021 15MAY2024 Other Site closure.
Eculizumab
Treatment

1169-001 Female Prior Eculizumab 17MAR2010 15APR2024 Other site closure
Treatment

1169-003 Female Prior Eculizumab 07JUL2010 15APR2024 Other site closure
Treatment

1169-004 Female Prior Eculizumab 16JUL2010 15APR2024 Other site closure
Treatment

1169-006 Male Prior Eculizumab 27JUL2010 15APR2024 Other site closure
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1169-008 Male Prior Eculizumab 12SEP2012 15APR2024 Other site closure
Treatment

1170-002 Female Prior Eculizumab 18JAN2010 09APR2024 Other site closure
Treatment

1170-003 Male Prior Eculizumab 01MAR2010 09APR2024 Other site closure
Treatment

1170-006 Male Without Prior 14APR2012 09APR2024 Other site closure
Eculizumab
Treatment

1170-009 Female Prior Eculizumab 05JUN2013 09APR2024 Other site closure
Treatment

1192-001 Male Prior Eculizumab 29APR2010 15MAY2024 Other Site closure
Treatment Unknown

1193-002 Male Without Prior 23APR2010 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

1193-008 Female Without Prior 08MAR2012 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

1193-015 Female Without Prior 18MAY2021 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1193-017 Female Without Prior 050CT2022 15MAR2024 Other End of PNH Registry
Eculizumab
Treatment
1193-018 Female Without Prior 14MAR2023 06FEB2024 Patient died
Eculizumab
Treatment
1197-020 Male Without Prior 12JAN2012 08JAN2024 Site Closure
Eculizumab
Treatment
1197-027 Male Prior Eculizumab 21JUN2018 13APR2023 Patient died
Treatment
1197-028 Female Without Prior 19NOV2018 300CT2023 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1197-029 Male Without Prior 23N0ovV2020 300CT2023 Patient enrolled in a
Eculizumab clinical trial of PNH
Treatment treatment
1197-030 Male Prior Eculizumab 22N0V2021 08APR2024 Enrollment in the IPIG
Treatment PNH Registry
1197-031 Male Prior Eculizumab 29N0V2021 270CT2023 Patient enrolled in a
Treatment clinical trial of PNH
treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
Page 282 of 580

Alexion Confidential



Alexion Pharmaceuticals, Inc. Page 196 of 391
Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1200-004 Male Prior Eculizumab 19JAN2011 03APR2024 Other Site Closure
Treatment
1200-005 Female Prior Eculizumab 27JAN2011 03APR2024 Other Site closure
Treatment
1209-002 Male Prior Eculizumab 17JUN2010 12MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1209-003 Male Without Prior 09SEP2010 14MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1209-005 Male Prior Eculizumab 15SEP2016 12MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1210-026 Female Without Prior 140CT2013 09APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1214-005 Male Prior Eculizumab 100CT2012 29APR2024 Other Sponsors decision for end of
Treatment study, maybe enrollment into
IPIG-PNH-registry in the
future
1214-007 Male Without Prior 04SEP2014 29APR2024 Other Sponsors decision for end of
Eculizumab study, maybe enrollment into
Treatment IPIG-PNH-registry in the
future

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1214-009 Female Without Prior 17N0OV2020 30APR2024 Other Sponsors decision for end of
Eculizumab study, maybe enrollment into
Treatment IPIG-PNH-registry in the
future
1219-003 Female Prior Eculizumab 12SEP2013 15APR2024 Other site closure
Treatment
1226-001 Male Prior Eculizumab 04JUN2010 10SEP2024 Other Due to Study Closure
Treatment Unknown
1226-003 Female Prior Eculizumab 06SEP2010 10SEP2024 Other Due to study closure
Treatment Unknown
1232-001 Female Prior Eculizumab 17JUL2010 12MAR2024 Other Registry closure, site will
Treatment Unknown not be participating in IPIG
PNH Registry
1232-005 Male Prior Eculizumab 16JAN2017 12MAR2024 Other Registry discontinuation,
Treatment Unknown Site not participating in
IPIG PNH Registry
1236-002 Female Prior Eculizumab 17FEB2012 05APR2024 Other Site closure
Treatment
1236-003 Male Without Prior 21JUN2009 05APR2024 Other Site closure
Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1250-001 Female Without Prior 01FEB2011 01JUL2024 Other site closure
Eculizumab
Treatment
1250-003 Female Without Prior 03MAY2011 24JUN2024 Other site closure
Eculizumab
Treatment
1251-001 Male Prior Eculizumab 21DEC2010 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1251-002 Male Without Prior 29DEC2010 22MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1251-005 Female Prior Eculizumab 06APR2016 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1251-009 Male Prior Eculizumab 19FEB2020 22MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1252-001 Male Prior Eculizumab 21SEP2010 04MAY2023 Other Investigator decision
Treatment
1252-002 Male Prior Eculizumab 283EP2010 04MAY2023 Other Investigator decision
Treatment
1252-035 Female Prior Eculizumab 080CT2015 04MAY2023 Other Investigator decision
Treatment
1252-038 Female Prior Eculizumab 23AUG2016 04MAY2023 Other Investigator decision
Treatment Unknown
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1252-041 Male Without Prior 02MAR2021 04MAY2023 Other Investigator decision
Eculizumab
Treatment
1262-002 Male Prior Eculizumab 02FEB2011 05MAR2024 Other site closure
Treatment
1262-004 Male Prior Eculizumab 14MAR2013 05MAR2024 Other site closure
Treatment
1266-001 Male Without Prior 05JAN2011 29APR2024 Other End of PNH Registry
Eculizumab
Treatment
1266-002 Female Without Prior 05JAN2011 30APR2024 Other End of PNH Registry
Eculizumab
Treatment
1266-005 Male Without Prior 02MAR2011 30APR2024 Other End of PNH Registry
Eculizumab
Treatment
1268-028 Female Prior Eculizumab 23MAY2011 04JU0L2024 Enrollment in the IPIG
Treatment PNH Registry
1268-030 Male Prior Eculizumab 06JUN2011 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-031 Male Prior Eculizumab 10MAY2011 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
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Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1268-049 Female Prior Eculizumab 110CT2011 04JU0L2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1268-057 Female Prior Eculizumab 03DEC2012 04JU0L2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1268-058 Male Prior Eculizumab 21MAY2012 04JU0L2024 Enrollment in the IPIG

Treatment Unknown PNH Registry
1268-071 Female Prior Eculizumab 04MAR2013 04JU0L2024 Enrollment in the IPIG

Treatment PNH Registry
1268-076 Male Prior Eculizumab 23JAN2013 04JU0L2024 Enrollment in the IPIG

Treatment PNH Registry
1268-083 Female Prior Eculizumab 17FEB2014 29N0V2024 Other Site closure

Treatment
1268-096 Male Prior Eculizumab 13MAY2013 04JU0L2024 Enrollment in the IPIG

Treatment PNH Registry
1268-103 Female Without Prior 04JUN2014 04JU0L2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1268-104 Female Prior Eculizumab 16DEC2015 04JU0L2024 Enrollment in the IPIG

Treatment PNH Registry
1268-106 Male Without Prior 18JUN2014 04JU0L2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01
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Analysis: Ravuema202501
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Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1268-129 Male Without Prior 29APR2015 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1268-167 Female Prior Eculizumab 13APR2016 12AUG2024 Enrollment in the IPIG
Treatment PNH Registry

1268-197 Female Without Prior 20DEC2017 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

1268-219 Male Prior Eculizumab 05MAR2018 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-235 Male Prior Eculizumab 25FEB2019 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1268-255 Female Prior Eculizumab 11SEP2019 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry

1268-259 Male Prior Eculizumab 24FEB2020 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-262 Male Prior Eculizumab 17FEB2020 04JU0L2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-263 Female Prior Eculizumab 07JUL2021 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry

1268-264 Male Without Prior 14JUL2021 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
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Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1268-266 Male Prior Eculizumab 06SEP2021 04JUL2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1268-270 Female Prior Eculizumab 08SEP2021 04JUL2024 Enrollment in the IPIG
Treatment PNH Registry
1268-274 Male Without Prior 22SEP2021 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1268-275 Female Without Prior 03AUG2021 04JUL2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1268-279 Female Without Prior 19FEB2020 04JAN2024 Patient enrolled in a
Eculizumab clinical trial of PNH
Treatment treatment
1269-001 Male Prior Eculizumab 04FEB2011 05DEC2023 Other Site closure
Treatment
1269-003 Male Prior Eculizumab 24APR2014 05DEC2023 Other Site closure
Treatment
1275-002 Female Prior Eculizumab 12JAN2011 27TMAR2024 Other site closure
Treatment
1304-001 Female Prior Eculizumab 14MAY2011 11MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1304-002 Male Prior Eculizumab 10MAY2011 05MAR2024 Enrollment in the IPIG
Treatment PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
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Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1304-003 Male Without Prior 27JUL2011 25MAR2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1304-006 Female Prior Eculizumab 26FEB2016 28FEB2024 Enrollment in the IPIG

Treatment PNH Registry
1319-001 Male Prior Eculizumab 08JUN2005 29N0ov2024 Other Site closure

Treatment
1341-011 Female Without Prior 17SEP2015 03JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1341-022 Female Without Prior 27DEC2019 06JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1351-003 Male Without Prior 03FEB2017 23JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
1351-004 Male Prior Eculizumab 21MAR2017 23JUN2024 Enrollment in the IPIG

Treatment PNH Registry
1351-013 Female Prior Eculizumab 11JUN2018 23JUN2024 Enrollment in the IPIG

Treatment PNH Registry
1351-023 Female Without Prior 29JUL2021 23JUN2024 Enrollment in the IPIG

Eculizumab PNH Registry

Treatment
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP

2025-05-14T14:46:01
Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1358-001 Male Prior Eculizumab 09JAN2013 21JUN2024 Enrollment in the IPIG
Treatment Unknown PNH Registry
1366-001 Male Prior Eculizumab 25N0OV2011 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-020 Male Prior Eculizumab 15MAR2012 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-024 Male Without Prior 28MAR2012 18JAN2024 Other Patient is being treated by
Eculizumab another physician. and the
Treatment subject was newly diagnosed
with MDS
1366-033 Female Prior Eculizumab 14FEB2013 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-036 Female Prior Eculizumab 14MAR2013 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-064 Female Prior Eculizumab 18JUN2014 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-097 Male Prior Eculizumab 21SEP2016 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-108 Female Prior Eculizumab 26APR2018 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-111 Male Prior Eculizumab 290CT2018 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1366-129 Female Prior Eculizumab 22APR2020 29FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1366-148 Male Without Prior 29MAR2021 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1366-162 Male Without Prior 10AUG2022 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1366-172 Male Without Prior 04MAY2023 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1366-173 Female Without Prior 10MAY2023 29FEB2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1381-002 Male Prior Eculizumab 15MAR2012 20FEB2024 Other study closing
Treatment
1381-003 Female Prior Eculizumab 18APR2012 06DEC2023 Other study closing
Treatment
1381-008 Male Prior Eculizumab 14MAY2015 08FEB2024 Other study closing
Treatment
1381-012 Male Prior Eculizumab 29AUG2019 24APR2023 Other study closing

Treatment Unknown

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01

Program Path: /alxn/pnh-m07001-integ/pnh-m07001-integ-ravuema202501/Files/listings/production/programs/11l regdis dur.sas
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1381-014 Male Without Prior 20JAN2020 11MAR2024 Other study closing
Eculizumab
Treatment
1381-016 Male Prior Eculizumab 17JUN2021 23FEB2024 Other study closing
Treatment Unknown
1381-017 Male Prior Eculizumab 10AUG2021 18DEC2023 Other study closing
Treatment
1416-001 Male Prior Eculizumab 11JUN2013 15APR2024 Enrollment in the IPIG
Treatment PNH Registry
1418-009 Female Prior Eculizumab 250CT2012 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1418-042 Female Without Prior 05SEP2017 24MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1418-045 Female Prior Eculizumab 020CT2017 24MAY2024 Enrollment in the IPIG
Treatment PNH Registry
1418-064 Male Without Prior 08NOV2022 24MAY2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1419-009 Female Prior Eculizumab 28APR2016 12APR2024 Other Enrollment in the IPIG
Treatment
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP

2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Specify
1420-002 Male Without Prior 15MAY2012 22APR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1420-004 Male Prior Eculizumab 12JUN2012 22APR2024 Enrollment in the IPIG
Treatment PNH Registry
1420-006 Female Prior Eculizumab 31JUL2012 22APR2024 Enrollment in the IPIG
Treatment PNH Registry
1420-009 Male Prior Eculizumab 23APR2013 22APR2024 Enrollment in the IPIG
Treatment PNH Registry
1421-008 Male Prior Eculizumab 04DEC2012 06MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1421-009 Male Without Prior 04JAN2013 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1421-024 Male Without Prior 26JAN2017 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1421-029 Female Without Prior 02N0OV2018 06MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1421-035 Male Without Prior 06FEB2024 06MAR2024 Enrollment in the IPIG

Eculizumab
Treatment

PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period,

which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01

Run Date:
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Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1422-004 Male Prior Eculizumab 20NOV2012 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1422-008 Male Prior Eculizumab 30JAN2013 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1422-011 Female Prior Eculizumab 20MAR2014 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1422-022 Female Prior Eculizumab 19MAR2020 04APR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-002 Female Prior Eculizumab 23AUG2012 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-006 Male Prior Eculizumab 23DEC2014 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-008 Male Prior Eculizumab 18JUN2015 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-011 Male Prior Eculizumab 11NOV2015 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-012 Male Prior Eculizumab 07JAN2016 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-014 Male Prior Eculizumab 09JUN2017 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

1423-017 Female Prior Eculizumab 12N0V2018 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1423-018 Male Prior Eculizumab 24SEP2019 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1423-020 Male Prior Eculizumab 27MAY2020 28MAR2024 Enrollment in the IPIG
Treatment PNH Registry
1423-024 Male Without Prior 18NOV2021 28MAR2024 Enrollment in the IPIG
Eculizumab PNH Registry
Treatment
1424-003 Female Prior Eculizumab 31MAR2015 04APR2024 Enrollment in the IPIG
Treatment PNH Registry
1424-004 Male Prior Eculizumab 24AUG2016 04APR2024 Enrollment in the IPIG
Treatment PNH Registry
1425-001 Male Prior Eculizumab 11JAN2013 19S5EP2023 Other PNH clone 5.74%
Treatment
1425-003 Male Prior Eculizumab 21JUL2015 24APR2024 Other site closure
Treatment
1427-003 Female Prior Eculizumab 08NOV2013 21FEB2024 Enrollment in the IPIG
Treatment PNH Registry
1429-001 Female Prior Eculizumab 15N0V2012 04APR2024 Other site closure
Treatment Unknown
1429-007 Female Prior Eculizumab 25SEP2020 04APR2024 Other site closure
Treatment
Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date:

2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1432-001 Male Prior Eculizumab 23AUG2012 29FEB2024 Other site close
Treatment

1432-003 Female Prior Eculizumab 14JAN2016 29FEB2024 Other site close
Treatment

1432-004 Female Without Prior 21JAN2016 29FEB2024 Other site close
Eculizumab
Treatment

1432-005 Female Prior Eculizumab 21JAN2016 29FEB2024 Other site close
Treatment

1432-009 Male Prior Eculizumab 23DEC2019 29FEB2024 Other site close
Treatment Unknown

1435-002 Male Without Prior 15AUG2012 29FEB2024 Other site close
Eculizumab
Treatment

1435-005 Female Without Prior 11SEP2012 29FEB2024 Other site close
Eculizumab
Treatment

1435-006 Female Without Prior 19SEP2012 29FEB2024 Other site close
Eculizumab
Treatment

1435-012 Female Without Prior 04NOV2021 29FEB2024 Other site close
Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501

Analysis: Ravuema202501

Database Cutoff Date: 06JAN2025

Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population
Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Discontinuation Other, Specify

1454-001 Female Prior Eculizumab 12N0V2012 29FEB2024 Other site close
Treatment

1454-002 Male Prior Eculizumab 28FEB2013 29FEB2024 Other Site close
Treatment

1462-004 Male Prior Eculizumab 30NOV2012 08FEB2024 Other Site close
Treatment

1462-006 Male Prior Eculizumab 07DEC2012 08FEB2024 Other Site close
Treatment

1462-008 Male Prior Eculizumab 14DEC2012 08FEB2024 Other Site close
Treatment

1462-009 Male Prior Eculizumab 14DEC2012 08FEB2024 Other Site close
Treatment

1462-010 Male Prior Eculizumab 21DEC2012 08FEB2024 Other Site close
Treatment

1493-002 Female Prior Eculizumab 01MAR2013 29FEB2024 Other Site close
Treatment

1493-006 Female Without Prior 25MAR2013 29FEB2024 Other Site close
Eculizumab
Treatment

1493-020 Female Without Prior 14MAR2022 29FEB2024 Other Site close
Eculizumab
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.

(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source:
Run Date:

ADAM.ADSL, ADAM.ADPOP
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for
Patient Treatment Discontinuation Study
Number Gender Status? Enrollment Date Date Discontinuation Other, Specify
1493-023 Male Without Prior 14MAR2022 29FEB2024 Other Site close
Eculizumab
Treatment
1493-028 Female Without Prior 09NOV2022 29FEB2024 Other Site close
Eculizumab
Treatment
1493-031 Male Without Prior 13FEB2023 29FEB2024 Other Site close
Eculizumab
Treatment
1493-032 Female Without Prior 16FEB2023 29FEB2024 Other Site close
Eculizumab
Treatment
1494-001 Male Prior Eculizumab 16MAY2013 26MAR2024 Other Sponsor decision to close
Treatment Unknown this registry trial.
1494-002 Female Without Prior 01AUG2013 26MAR2024 Other Sponsor decision to close
Eculizumab this registry trial.
Treatment
1494-008 Female Prior Eculizumab 14SEP2023 26MAR2024 Other Sponsor decision to close
Treatment Unknown this registry trial.
1494-011 Male Without Prior 01JUN2023 26APR2024 Other Sponsor decision to close
Eculizumab this registry trial.
Treatment

Note: Includes patients actively enrolled in the registry during the analysis period, which covers the time period from 06JAN2023 to 06JAN2025.
(a) Prior eculizumab treatment indicates that the patient discontinued eculizumab within 28 days of ravulizumab initiation. Without prior eculizumab treatment
includes patients never treated with eculizumab before ravulizumab initiation, or eculizumab was discontinued at least 28 days prior to ravulizumab initiation.

Source: ADAM.ADSL, ADAM.ADPOP

Run Date: 2025-05-14T14:46:01
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Protocol: ALX-PNH-501
Analysis: Ravuema202501
Database Cutoff Date: 06JAN2025
Listing 1.1
Registry Discontinuation, During the Analysis Period
Ravulizumab Study Population

Study Primary Reason for

Patient Treatment Discontinuation Study

Number Gender Status? Enrollment Date Date Disco