Supplementary Table S1. The RECORD statement for pharmacoepidemiology (RECORD-PE) checklist.

Item No STROBE Items RECORD Items RECORD-PE Items Page No
Title and abstract
1.1 :The type of data used should be speci-
fied in the title or abstract.
(a) Indicate the study’s design with a When possible, the nam.e of the databases
. . used should be included.
commonly used term in the title or the ab- . . .
1.2 :Ifapplicable, the geographical region
stract. . s .
. . . and timeframe within which the study took — 1
Provide in the abstract an informative and . .
place should be reported in the title or ab-
balanced summary of what was done and
what was found stract.
' : If linkage between databases was con-
ducted for the study, this should be clearly
stated in the title or abstract.
Introduction
Background rationale
Explain the scientific background and
2 rationale for the investigation being re- — — 2
ported.
Objectives
State specific objectives, including any pre-
3 o — — 2
specified hypotheses.
Methods
Study design
4.a: Include details of the specific
study design (and its features) and re-
port the use of multiple designs if
used.
P key el f i 1
4 resent key e e.ments of study design early — 4.b: The use of a diagram(s) is recom- 3 + figure 1
in the paper. .
mended to illustrate key aspects of the
study design(s), including exposure,
washout, lag and observation periods,
and covariate definitions as relevant.
Setting
Describe the setting, locations, and rele-
5 .Vant dates, including periods of _ _ 3+ figure 1
recruitment, exposure, follow-up, and data
collection.
Participants
(a) Cohort study —give the eligibility cri- 6.1 N The methods of study Populatlon ¢
. lection (such as codes or algorithms used to
teria, and the sources and methods of se- . . . R R
. . . identify participants) should be listed in de-
lection of participants. Describe methods of ~ . . . .
. tail. If this is not possible, an explanation . o
follow-up. Case-control study—give the el- . 6.1.a: Describe the study entry criteria
R . should be provided. . i o
igibility criteria, and the sources and . . and the order in which these criteria
. .2 : Any validation studies of the codes or . . .
methods of case ascertainment and control . . were applied to identify the study
. . . . algorithms used to select the population . .
selection. Give the rationale for the choice 1 population. Specify whether only us-
. should be referenced. If validation was con- . e e .
of cases and controls. Cross sectional . . ers with a specific indication were in-
6 ducted for this study and not published else- figure 1

study —give the eligibility criteria, and the
sources and methods of selection of partic-
ipants.
Cohort study —for matched studies, give
matching criteria and number of exposed
and unexposed. Case-control study —for
matched studies, give matching criteria
and the number of controls per case.

cluded and whether patients were al-
lowed to enter the study population
once or if multiple entries were per-

mitted. See explanatory document for
guidance related to matched designs.

where, detailed methods and results should
be provided.

: If the study involved linkage of databases,
consider use of a flow diagram or other
graphical display to demonstrate the data
linkage process, including the number of in-
dividuals with linked data at each
stage.

Variables

Clearly define all outcomes, exposures,
predictors, potential confounders, and ef-
fect modifiers. Give diagnostic criteria, if
applicable.

7.1: A complete list of codes and algorithms 7.1.a: Describe how the drug exposure
used to classify exposures, outcomes, con- definition was developed.
founders, and effect modifiers should be  7.1.b: Specify the data sources from
provided. If these cannot be reported, an ex- which drug exposure information for
planation should be provided. individuals was obtained.

3-5




7.1.c: Describe the time window(s)
during which an individual is consid-
ered exposed to the drug(s). The ra-
tionale for selecting a particular time
window should be provided. The ex-
tent of potential left truncation or left
censoring should be specified.
7.1.d: Justify how events are attributed
to current, prior, ever, or cumulative
drug exposure.

7.1.e: When examining drug dose and
risk attribution, describe how current,
historical or time on therapy are con-
sidered.

7.1.f: Use of any comparator groups
should be outlined and justified.
7.1.g: Outline the approach used to
handle individuals with more than
one
relevant drug exposure during the
study period.

Data sources/measurement

For each variable of interest, give sources
of data and details of methods of assess-

8.a: Describe the healthcare system
and mechanisms for generating the
drug exposure records. Specify the

ment (.rr}easurement). Describe con'lpara- — care setting in which the drug(s) of in- 3
bility of assessment methods if
. terest
there is more than one group. .
was prescribed.
Bias
Describe any efforts to address potential
9 : - - 4-5
sources of bias.
Study size
10  Explain how the study size was arrived at. — — 3
Quantitative variables
Explain how quantitative variables were
handled in the analyses. If applicable,
11 . . . - — 4-5
describe which groupings were chosen,
and why.
Statistical methods
(a) Describe all statistical methods, in-
cluding those used to control for con-
founding.
(b) Describe any methods used to exam-
me sub.groups aﬁd‘mterac‘aons. 12.1.a: Describe the methods used to
(c) Explain how missing data were ad- .
evaluate whether the assumptions
dressed. have been met
12 h —if applicabl lai — . 4-
(d) Cohort study —if applicable, explain 12.1.b: Describe and justify the use of >
how loss to follow-up was addressed. . . .
. . . multiple designs, design features, or
Case-control study —if applicable, explain ¢
. analytical approaches.
how matching of cases and controls was
addressed. Cross sectional study —if appli-
cable, describe analytical methods taking
account of sampling strategy.
(e) Describe any sensitivity analyses.
Data access and cleaning methods
12.1 : Authors should describe the extent to
which the investigators had access to the da-
121 _ tabase population used to create the study _ 5
population.
: Authors should provide information on the
data cleaning methods used in the study.
Linkage
12 _ 12.3: State whether the study included per- _ N/A

son level, institutional level, or other data




linkage across two or more databases. The
methods of linkage and methods of
linkage quality evaluation should be pro-
vided.

Results

Participants

(@) Report the numbers of individuals at 13.1: Describe in detail the selection of the in-

each stage of the study (eg, numbers po-
tentially eligible, examined for eligibility,
confirmed eligible, included in the study,

dividuals included in the study (that is,
study population selection) including filter-
ing based on data quality, data availability,

13 completing follow-up, and analysed).  and linkage. The selection of included indi- N >
(b) Give reasons for non-participation at viduals
each stage. can be described in the text or by means of
Consider use of a flow diagram. the study flow diagram.
Descriptive data
(a) Give characteristics of study partici-
pants (eg, demographic, clinical, social)
and information on exposures and poten-
tial confounders.
14 (b) Indicate the number of participants — — 5-11
with missing data for each variable of in-
terest.
Cohort study —summarise follow-up time
(eg, average and total amount).
Outcome data
Cohort study —report numbers of outcome
events or summary measures over time.
Case-control study —report numbers in
15 each exposure category, or summary — - 5-11
measures of exposure. Cross sectional
study —report numbers of outcome events
Or summary measures.
Main results
(@) Give unadjusted estimates and, if ap-
plicable, confounder adjusted estimates
and their precision (e.g., 95% confidence
intervals). Make clear which confounders
were adjusted for and why they were in-
16 cluded. — — N/A
Report category boundaries when continu-
ous variables are categorised. (c) If rele-
vant, consider translating estimates of rela-
tive risk into absolute risk
for a meaningful time period.
Other analyses
Report other analyses done—e.g., analyses
17 of subgroups and interactions, and sensi- — — >-10, sup-
. plement
tivity analyses.
Discussion
Key results
18 Summarise key resul'ts v‘vith reference to _ _ 11-13
study objectives.
Limitations
19.1: Discuss the implications of using data
that were not created or collected to answer
Discuss limitations of the study, taking the specific research question(s). Include dis- 19.1.a: Describe the degree to which
19 into account sources of potential bias or cussion of misclassification bias, unmeasured the chosen database(s) adequately 13
imprecision. Discuss both directionand confounding, missing data, and changing eli- captures the drug exposure(s) of in-
magnitude of any potential bias. gibility over time, as they pertain to the terest.
study
being reported.
Interpretation
. . . . 20.a: Discuss the potential for con-
Give a cautious overall interpretation of . g 1
20 — founding by indication, contraindica- 14

results considering objectives, limitations,

tion or disease severity or selection




multiplicity of analyses, results from simi- bias (healthy adherer/sick stopper) as
lar studies, and other relevant evidence. alternative explanations for the study
findings when relevant.

Generalisability
Discuss the generalisability (external valid-
21 . — — 13
ity) of the study results.
Other information
Funding

Give the source of funding and the role of
the funders for the present study and, if
22 . .. . — — 14
applicable, for the original study on which

the present article is based.

Accessibility of protocol, raw data, and programming code

22.1: Authors should provide information on
how to access any supplemental information

221 — - N/A
such as the study protocol, raw data, or pro-

gramming code.

1Item numbers remain identical to original reference for consistency Abbreviations: REC-
ORD, reporting of studies conducted using observational routinely collected data; RECORD-PE,
RECORD for pharmacoepidemiological research; STROBE, strengthening the reporting of observa-
tional studies in epidemiology.

Supplementary Table S2. OPERA hemoglobin levels (cross-sectional analysis; patients reporting any transfusions excluded)*

Baseline Latest Reported Values

Hemoglobin, g/dL N =46 N =46

Mean (SD) 9.0 (1.9) 12.0 (1.8)
Median 8.8 12.3
Change from baseline
Mean (SD), g/dL - 3.0 (1.7)
Patients with >1 g/dL improvement, 1(%) - 41 (89.1)
Patients with >2 g/dL improvement, (%) - 31 (67.4)
Hemoglobin Normalization, 1 (%)
Study population? 2 (4.3) 25 (54.3)
Follow-up period for latest reported hemoglobin value, months

Median (IQR) - 6.6 (3.8)

! Patients met the criteria for analysis if they reported a baseline and >1 follow-up hemoglobin value,
and no transfusions while on PEG. Transfusions represented intercurrent events and for the purpose
of this cross-section patients reporting any transfusions during PEG treatment were excluded from
these outcomes/hemoglobin analysis (1 = 13). Hb is reported if/when this lab test is available, which
varies (physician-directed) during routine care & monitoring. 2Patients at or above the gender spe-
cificlower limit of normal; 12 g/dL for females & 13 g/dL for males. Abbreviations: IQR, interquartile
range; SD, standard deviation.

Supplementary Table S3. OPERA: FACIT-F item-level analysis in the per-protocol population®

Patients with Improvement by >1

FACIT-F item, n (%) 3 months? (N = 29) 6 months? 9 months? (N = 15)
(N =20)
1—1 feel fatigued 19 (65.5) 14 (70.0) 10 (66.7)
2 —1 feel weak all over 18 (62.1) 13 (65.0) 10 (66.7)
3—1 feel listless (“washed out”) 19 (65.5) 11 (55.0) 7 (46.7)
4—T feel tired 22 (75.9) 14 (70.0) 10 (66.7)
5—I have trouble starting things because I am tired 16 (55.2) 11 (55.0) 7 (46.7)
6—I have trouble finishing things because I am tired 14 (48.3) 10 (50.0) 8 (53.3)
7—I have energy 13 (44.8) 9 (45.0) 9 (60.0)
8—I am able to do my usual activities 11 (37.9) 7 (35.0) 8 (53.3)
9—I need to sleep during the day 8 (27.6) 8 (40.0) 3 (20.0)
10—TI am too tired to eat 6 (20.7) 2 (10.0) 2 (13.3)



11—Ineed help doing my usual activities 6 (20.7) 7 (35.0) 6 (40.0)

12—TI am frustrated by being too tired to do the things I 15 (51.7) 12 (60.0) 8 (53.3)
want to do

13—TI have to limit my social activity because I am tired 16 (55.2) 11 (55.0) 6 (40.0)

1 Per-protocol, a valid baseline ePRO was completed in <15 days from the first pegcetacoplan dispense date; 2 Duration of
pegcetacoplan treatment Abbreviations: FACIT-F, Functional Assessment of Chronic Illness Therapy—Fatigue.

Supplementary Table S4. OPERA patient follow-up quality-of-life outcomes including protocol deviations™

3 months 6 months 9 months
Total score
402 2
FACIT-F N 0 % )
Mean (SD) 38.4 (10.5) 36.4 (11.4) 37.3 (11.6)
Median 40.0 37.0 39.0
T-score
N 41 35 29
PROMIS-CF
Mean (SD) 50.1 (9.4) 50.8 (10.4) 47.1 (8.2)
Median 49.2 50.2 472

! Analysis contains all available study responses, including protocol deviations (missed the protocol-
defined window for providing ePRO) 2One patient did not provide FACIT-F at month 3 Abbrevia-
tions: FACIT-F, Functional Assessment of Chronic Illness Therapy—-Fatigue; PROMIS-CF, Patient-
Reported Outcome Measurement Information System v2.0 - Cognitive Function Abilities Subset 8a;
SD, standard deviation.

Supplementary Figure S1. Flow chart of number of patients at enrollment to patients eligible for
analysis with available data for the respective study outcomes.

Total patient enrollment

Patients enrolled in the OPERA study, completed up to 9 months of PEG treatment and met activity
requirements for inclusion in the overall analysis [January 2022 — January 2024]
(N=70)

Patients eligible or with available data for analysis

Compliance? Hemoglobin® P:’;\JCIJIT;CS;:C HCRuU¢
(N=62) (N=58) (N=32) (N=69)

2 Assessing individual periods-of-interest, 62 patients completed sufficient refill requests to establish treatment compliance.

b 58 patients met hemoglobin reporting criteria. Patients met the criteria for analysis if they reported a baseline and 21 follow-up hemoglobin value. For patients who reported
receiving blood transfusions during the study period, only data prior to the first reported transfusion was eligible for inclusion. Hemoglobin is reported if/when this lab test is
available, which varies (physician-directed) during routine care & monitoring.

©32 patients successfully completed FACIT-F and PROMIS-CF questionnaires, and 38 patients did not complete questionnaires within the eligible criteria window defined by
the protocol (15 days of a patient’s first dispensing of PEG) or not at all.

d At the time of analysis, 69 OPERA patients provided follow-up HCRU data, while one patient did not have follow-up HCRU data available.

Abbreviations: FACIT-F, Functional Assessment of Chronic lliness Therapy-Fatigue; HCRU, healthcare resource utilization; PROMIS-CF, Patient-Reported Outcome
Measurement Information System v2.0 — Cognitive Function Abilities Subset 8a; PEG, pegcetacoplan



