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Abstract

Background: Amyotrophic lateral sclerosis (ALS) shows considerable clinical heterogeneity, which affects clinical trials. A
clinical staging system has been proposed for ALS with potential applications in patient care, research, trial design and
health economic analyses. The King’s system consists of five stages. We have previously shown that progressive clinical
stages were reached at predictable proportions through the disease course, but this needs to be validated in other inde-
pendent samples. Objectives: We aimed to compare King’s clinical staging in ALS in four patient groups, located in dif-
ferent regions and countries and using different health care systems from the original study population in South London.
Methods: Clinical data were extracted from two European phase 3 randomized controlled trials (MitoTarget and
LiCALS) and from two databases predominately from the United States: the PRO-ACT Consortium Database and a
database of patients from the PatientsLikeMe website. Clinical stage was estimated using an algorithm, and standardized
time to each clinical stage was calculated in deceased patients. Results: 8,796 patients were included, of whom 1,959 had
died by the end of follow-up. Stages occurred in the same order as in the original study for all cohorts. Median standar-
dized times to stages (interquartile range) were Stage 2: 0.61 (0.47-0.75), Stage 3: 0.68 (0.56-0.81), Stage 4A: 0.82
(0.71-0.91), Stage 4B: 0.82 (0.69-0.92) and Stage 4 0.80 (0.67—0.91). Discussion: Timings for all stages were similar to
those reported in the original study, except Stage 2 which occurred later in the clinical trial databases due to recruitment
occurring after diagnosis.

Keywords: Prognosis, King’s stage, staging, clinical trials, survival, prognostic

Introduction

On average, 50% of people with amyotrophic lat-
eral sclerosis (ALS) die within 30 months of symp-
tom onset, but 15-20% are alive at 5 years (1).
These survival differences make clinical trial design
difficult and need to be taken into account when
planning services and interventions. As a potential
solution to these problems, we previously proposed
a staging system for ALS consisting of five clinical

milestones occurring in a specified order and at
predictable points through the disease course. The
system has been partially validated in a UK ALS
population of 1459 patients and staging has been
used in multiple other studies (2-12). Stage 4A
represents nutritional failure, defined by the
requirement for gastrostomy, and Stage 4B repre-
sents respiratory failure, defined by the require-
ment for noninvasive ventilation (NIV), and these
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two stages have now been combined into a single
Stage 4 (13). Each milestone is reached at a stand-
ardized time, which is the proportion elapsed
through the disease course. This staging system
can be used as a clinical trial endpoint, and retro-
spective analysis of Riluzole and Edaravone clinical
trial data demonstrates the specific stages which
are prolonged with these drugs, and shows an
increase in the number of events reached during
the trial compared with conventional analyses,
improving statistical power (14,15).

We aimed to investigate use of the King’s stag-
ing system in four new patient groups. The
Lithium Carbonate in ALS (LiCALS) and the
MitoTarget clinical trials together consist of 725
patients, from 23 ALS centers from five European
countries, providing useful cohorts in which to val-
idate the staging system (16-18). PatientsLikeMe
is an online global community of people living
with ALS, the majority from the United States.
People with ALS using the website are a useful
cohort to study, as they are unlike the original
study population in being self-selected and using
different health care systems, yet likely represent
a significantly biased group compared with an
unselected population. The Pooled Resource
Open-Access ALS Clinical Trials (PRO-ACT)
Consortium Database contains the largest ALS
clinical trial dataset, with records from 18 clinical
trials (19). Together these four international data-
bases consist of 8,796 patients. We aimed to assess
whether staging milestones occur in the same order
as the previous study in these databases (3).

Materials and methods
Data sources

Databases of ALS patients who had participated in
the MitoTarget clinical trial (Eudract number:
HEALTH F2-2008-223388), a double-blind
randomized placebo-controlled parallel group trial
of olesoxime in ALS (18), and the LiCALS clinical
trial (Eudract number: 2008-006891-31), a dou-
ble-blind randomized placebo-controlled parallel
group trial of lithium carbonate in ALS (16,17),
were analyzed. A database of people living with
ALS from PatientsLikeMe, an online patient com-
munity, was analyzed. Quality control was per-
formed on the PatientsLikeMe database so that
only patients with adult-onset ALS were included
and any people with invalid data (age of onset of
disease in negative years, diagnosis date before or
on date of symptom onset, ALSFRS-R report
before date of symptom onset or after day of
death) were removed from subsequent analysis. In
addition, data used in the preparation of this art-
icle were obtained from the Pooled Resource
Open-Access ALS Clinical Trials (PRO-ACT)
Database. In 2011, Prize4Life, in collaboration

with the Northeast ALS Consortium, and with
funding from the ALS Therapy Alliance, formed
the Pooled Resource Open-Access ALS Clinical
Trials (PRO-ACT) Consortium. The data avail-
able in the PRO-ACT Database has been volun-
teered by PRO-ACT Consortium members. The
data from the original published study on ALS
staging, comprising patients seen at a tertiary UK
ALS referral center, was also used for comparisons
to be made to the other databases (3).

Standard protocol approvals, registrations, and
patient consents

The LiCALS study was ethically approved by the
South East Research Ethics Committee in the UK,
with the reference number 09/H1102/15 (Eudract
number: 2008-006891-31). The MitoTarget study
was ethically approved by the Comité de
Protection des Personnes Ile de France VI—GH
Pitié Salpétriere with the reference number 122-08
(Eudract 2008-007320-25). All patient identifying
and experimental arm data from the five datasets
were anonymised. This study was classified as a
secondary analysis of fully anonymised preexisting
clinical trial data by the King’s College London
Psychiatry, Nursing and Midwifery Research and
Ethics Subcommittee and therefore did not require
ethical approval.

Patients were classified as having limb, bulbar
or respiratory onset ALS. For the purposes of cal-
culating standardized times to clinical milestones
and analyzing survival, those with respiratory onset
were classified with those with limb onset due to
the common spinal basis of lower motor neuron
degeneration.

In line with previous studies (3), milestones
were defined as Stage 1, symptom onset i.e. clin-
ical involvement of the first CNS region, Stage 2,
clinical involvement of a second CNS region and
Stage 3, clinical involvement of a third CNS
region. We also calculated milestones for Stage
4A, the need for gastrostomy and Stage 4B, the
need for noninvasive ventilation, and Stage 4, rep-
resenting the earliest milestone reached of Stage
4A and 4B.

For the MitoTarget trial, visits occurred at
recruitment, at 1, 2 and 3 months after recruit-
ment and then at 3-monthly intervals until exit
from the trial through death or withdrawal. For
the LiCALS trial, visits occurred at recruitment,
then at 3-monthly intervals until exit from the trial
through death or withdrawal. The Revised ALS
Functional Rating Scale (ALSFRS-R) scores were
recorded at each trial visit. On the PatientsLikeMe
website patients or their caregivers enter data onto
their online profile as frequently as they wish. The
data inputted includes self-assessed ALSFRS-R
scores. In the PRO-ACT database ALSFRS or
ALSFRS-R scores were recorded during the course



of the trials. As there had been no prospective
staging at each clinical trial visit or during data
collection on the PatientsLikeMe website, an algo-
rithm based on ALSFRS-R score breakdown was
used to retrospectively estimate disease staging at
each trial visit and at each point of data entry onto
the PatientsLikeMe website for every individual
(20). For the LiCALS and MitoTarget clinical trial
data, actual dates of gastrostomy insertion and of
commencement of noninvasive ventilation were
available, and these were used as a proxy for tim-
ing of Stage 4 in trial patients.

Milestone timings were standardized as propor-
tions of time elapsed though the disease course
using information from patients who had died, by
dividing time to a milestone by disease duration.
Therefore, the time to each milestone was a value
between 0 and 1, with 0 being symptom onset and
1 being death. All recorded milestones were used
in the analysis.

We compared standardized times to each mile-
stone calculated from the LiCALS, MitoTarget,
PatientsLikeMe and PRO-ACT databases to each
other and to standardized times calculated from
the original King’s College Hospital database (3).

Statistical analysis

Data that were not parametrically distributed were
transformed and if transformation did not result in
normality, non-parametric statistical tests were
used. Baseline characteristics of the databases were
compared using one-way ANOVA with post-hoc
Games-Howell tests, Pearson’s Chi squared and
Student’s r-test. Standardized times were expressed
as medians with interquartile ranges. Kruskal-
Wallis ANOVA was used to compare standardized
times between databases and a Mann-Whitney U
test was used to compare standardized times
between limb and bulbar onset patients.

Analyses were performed in SPSS v27 (SPSS
Inc, Illinois).

Results
Patient characteristics

There were 511 patients in the MitoTarget trial
database, 214 patients in the LiCALS trial data-
base, 3,620 patients in the PatientsLikeMe data-
base and 4,841 patients with ALSFRS(-R) scores
in the PRO-ACT database. Since the trial data
had been through rigorous quality control but the
PatientsLikeMe data had not, we applied exclusion
criteria to ensure standardized data (Consort dia-
gram in Figure 1).

After exclusions and quality control there were
3230 patients from the PatientsLikeMe database
included in the subsequent analysis (89.2% of the
initial PatientsLikeMe cohort). In total there were
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Assessed for
eligibility
n=3620 Quality Control:
Excluded n =390

Juvenile onset disease n=9

Age of onset of disease in

negative years n=1

Diagnosis date before or on date

I. . bl of symptom onset n= 53

Eligible Date of last website activity 1,999
and 2,008 years after disease

n=3230 onset n=2

ALSFRS-R report on or after day of

death n=16

ALSFRS-R report before or on date

of symptom onset n=362

(n=53 had two or more of the

above exclusion criteria)

Alive at end of
follow up or lost to
follow up

Deceased at end of
follow up

n=2793 n=437

Figure 1. Participant flow
PatientsLikeMe database.

diagram for the

8,796 patients included in the analysis (95.8% of
initial cohort).

Baseline characteristics between the four data-
bases of ALS patients were different (Table 1).
There were statistically significant differences
between groups by one-way ANOVA for age of
onset (Welch F(3,791)=132.6, p=1.3x10%),
duration from disease onset to diagnosis (Welch
F(3,938)=80.8, p=1.7x10"*) and duration
from disease onset to the end of follow up (Welch
F(3,895)=228.0, p<7.1 x 107119, Age of onset
was lower in the PatientsLikeMe database com-
pared to the LICALS (p=3.6x10""%),
MitoTarget (p=2.8x10""%) and PRO-ACT
(p=2.6x10"'%) databases. Age of onset was
higher in the LiCALS compared to the
MitoTarget (p=0.036) and PRO-ACT (p=0.03)
databases. Diagnostic delay was longer in the
PatientsLikeMe database compared to the
MitoTarget (p<1x10°9, LiCALS
(p=1.7%x10"") and PRO-ACT (p<1x10°%
databases. Diagnostic delay was longer in the
PRO-ACT database compared to the MitoTarget
database (p=1.3 x 10~7). Duration to end of fol-
low up was longer in the PatientsLikeMe database
compared to the MitoTarget (p=9.9 x10 ),
PRO-ACT (p=2.4x10""%) and LiCALS
(p=6.7x 107 '?) databases. Duration to end of
follow up was longer in the PRO-ACT database
compared to the MitoTarget database (p=0.002).
There was a larger proportion of male patients in
the LiCALS compared to the PatientsLikeMe
database (Pearson y*(3) = 13.1, p=0.045). There
were no differences in the proportions of limb and
bulbar onset patients between the four databases
(Pearson ¥*(3) = 2.6, p=0.45). There was a larger
proportion of deceased patients in the LiCALS



4 R. Balendra et al.

Table 1. Baseline characteristics King’s College Hospital (KCH), LIiCALS and MitoTarget, PatientsLikeMe and PRO-ACT
databases with values expressed as Mean (95% Confidence Interval) or Number (% of total).

MitoTarget PatientsLikeMe PRO-ACT
Baseline characteristics KCH database = LiCALS database database database database
Primary country/ region UK UK Europe Us UsS
of origin
Patient numbers 1459 214 511 3230 4,841

Mean age of onset in years
Sex
Male

Female

Unknown
Site of onset
Limb

Bulbar

Respiratory
Limb and Bulbar
Unknown

Mean duration from

56.9 (56.3-57.6)
893 (61.2%)
562 (38.5%)

4 (0.3%)
1066 (73.1%)
371 (25.4%)

22 (1.5%)

0 (0%)

0 (0%)
18.0 (16.8-19.2)

58.0 (56.6-59.5)
148 (69.2%)
66 (30.8%)

0 (0%)
168 (78.5%)
46 (21.5%)

0 (0%)

0 (0%)

0 (0%)
10.9 (10.0-11.7)

55.6 (54.6-56.6)
331 (64.8%)
180 (35.2%)

0 (0%)

411 (80.4%)
100 (19.6%)
0 (0%)

0 (0%)

0 (0%)
9.7 (9.1-10.3)

50.2 (49.8-50.7)

1730
(53.6%, 59.8%)
1165
(36.0%, 40.2%)
335 (10.4%)

1827
(56.5%, 75.1%)
552
(17.1%, 22.7%)
54 (1.7%, 2.2%)
0 (0%)

797 (24.7%)
17.5 (16.7-18.4)

55.4 (55.0-55.7)
3028 (62.5%)
1813 (37.5%)

0 (0%)

2254
(46.6%, 77.8%)
623
(12.9%, 21.5%)
0 (0%)

20 (0.4%, 0.7%)
1944 (40.1%)
11.6 (11.3-11.9)

symptom onset to
diagnosis in months
(95% CI)

Mean follow up time post
disease onset in months
(95% CI)

Number of deceased
patients in cohort (%
of total)

Unknown

1067 (73.1%) 101 (47.1%)

34.1 (32.8-35.4)

32.3 (31.4-33.2)  59.1 (57.2-60.9) 31.4 (30.8-40.0)

159 (31.1%) 437 (13.5%) 1262 (26.1%)

For PatientsLikeMe and PRO-ACT Sex and Site of onset data, % of total excluding unknown cases are also presented after %

of total.
compared to the PatientsLikeMe database
(Pearson 7*(3) = 282.8, p=5.2 x 10°°}).

Standardized times to each milestone

By the end of follow up, 101 patients from the
LIiCALS database, 159 patients from the
MitoTarget database, 437 patients from the
PatientsLikeMe database and 1262 from the PRO-
ACT database had died. Patients who were still
alive at the end of follow up could not have stand-
ardized times to milestones calculated, because we
were unable to standardize stages to time of death.

Mean age of onset was significantly older in
patients who had died (58.1 years, 95% CI
57.6-58.6) compared to those with no deceased
date at the end of follow up (52.4 years, 95% CI
52.1-52.6, p=1.8 x 107%®). Diagnostic delay was
significantly shorter in patients who had died (11.8
months, 95% CI 11.1-12.5) compared to those
with no deceased date at the end of follow up
(14.8 months, 95% CI
14.3-15.3, p=9.6 x 10~ '1).

Duration and standardized times from onset to
every clinical milestone are shown in Table 2.
Standardized milestone timings occurred at pro-
gressive proportions through the disease course in
all databases. The stages occurred in the same

order as in the previous study in all databases.
Median standardized times (interquartile range)
for all 3,026 deceased patients from the five
databases (King’s College Hospital (KCH),
PatientsLikeMe, LiCALS, MitoTarget and PRO-
ACT) were: Stage 2 0.50 (0.28-0.68), Stage 3
0.66 (0.51-0.81), Stage 4A 0.81 (0.69-0.91),
Stage 4B 0.82 (0.67-0.92) and Stage 4 0.80
(0.67-0.91) (Table 2, Figure 2). In addition,
standardized times excluding the original KCH
database are presented (Table 2, Figure 3). Need
for gastrostomy (Stage 4A) and need for NIV
(Stage 4B) occurred at similar standardized times
through the disease.

Standardized times to Stages 2, 3, 4A, 4B and
4 were significantly different between databases.
Standardized times to Stage 2 were no different
between the LiCALS, MitoTarget and PRO-ACT
databases but for all these trial databases Stage 2
occurred later than the KCH database (p < 0.001)
and PatientsLikeMe database (p < 0.001). Stage 2
occurred earlier in the KCH compared to the
PatientsLikeMe database (p =0.014). Standardized
times to Stage 3 were no different between the
LiCALS, MitoTarget and PRO-ACT databases.
Stage 3 was later in the PRO-ACT database com-
pared to both the PatientslLikeMe database
(»p<0.001) and the KCH database (p < 0.001) and



Table 2. Standardized times to every milestone reached and milestone timings for King’s College Hospital (KCH), PatientsLikeMe,

LiCALS, MitoTarget and PRO-ACT databases.
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Staging milestone N

Median milestone timing in

months (IQR)

Median standardized time to

staging milestone (IQR)

King’s College
Hospital database

10.0 (4.0-19.0)
16.0 (9.0-29.0)
21.4 (15.6-32.0)
24.3 (16.0-40.3)
20.0 (12.2-32.4)

18.4 (12.8-22.6)
18.5 (12.6-25.2)
21.0 (17.2-25.1)
27.8 (18.2-34.8)
19.8 (14.5-26.0)

16.0 (11.6-22.0)
16.3 (10.5-23.7)
20.3 (15.3-26.1)
22.3 (16.5-30.4)
19.4 (13.5-28.9)

17.0 (9.3-28.3)

20.1 (12.5-35.9)
29.4 (18.7-38.4)
28.6 (18.7-45.0)
26.3 (15.2-41.6)

15.8 (10.7-25.3)
19.0 (13.0-28.0)
23.0 17.9-31.7)
22.1 (16.0-31.2)
21.5 (14.5-29.1)

13.1 (7.0-23.0)
18.1 (11.8-28.2)
22.3 (17.1-31.5)
24.6 (17.1-37.1)
22.1 (13.7-32.6)

16.2 (10.6-25.2)
18.9 (12.7-28.0)
22.7 (17.6-31.5)
24.6 (17.4-36.6)

Stage 2 958
Stage 3 610
Stage 4A 232
Stage 4B 163
Stage 4 341
LiCALS database
Stage 2 53
Stage 3 68
Stage 4A 36
Stage 4B 37
Stage 4 60
MitoTarget database
Stage 2 82
Stage 3 107
Stage 4A 50
Stage 4B 56
Stage 4 81
PatientsLikeMe database
Stage 2 139
Stage 3 190
Stage 4A 56
Stage 4B 261
Stage 4 296
PRO-ACT database
Stage 2 640
Stage 3 954
Stage 4A 336
Stage 4B 175
Stage 4 444
Analysis of all five databases (KCH, PatientsLikeMe, LiCALS, MitoTarget and PRO-ACT)
Stage 2 1872
Stage 3 1929
Stage 4A 710
Stage 4B 692
Stage 4 1222
Analysis of PatientsLikeMe, LiCALS, MitoTarget and PRO-ACT databases
Stage 2 914
Stage 3 1319
Stage 4A 478
Stage 4B 529
Stage 4 881

22.4 (14.5-32.6)

0.32 (0.14-0.53)
0.60 (0.37-0.79)
0.77 (0.65-0.89)
0.80 (0.65-0.92)
0.77 (0.64-0.89)

0.61 (0.48-0.73)
0.66 (0.55-0.78)
0.77 (0.66-0.87)
0.89 (0.78-0.96)
0.82 (0.69-0.89

0.61 (0.50-0.71)
0.66 (0.54-0.76)
0.78 (0.66-0.91)
0.89 (0.81-0.94)
0.84 (0.69-0.93)

0.41(0.29-0.57)
0.56 (0.39-0.74)
0.76 (0.60-0.87)
0.74 (0.56-0.87)
0.74 0.58-0.87)

0.64 (0.51-0.78)
0.70 (0.58-0.82)
0.84 (0.74-0.92)
0.88 (0.77-0.94)
0.86 (0.75-0.93)

0.50 (0.28-0.68)
0.66 (0.51-0.81)
0.81 (0.69-0.91)
0.82 (0.67-0.92)
0.80 (0.67-0.91)

0.61 (0.47-0.75)
0.68 (0.56-0.81)
0.82 (0.71-0.91)
0.82 (0.69-0.92)
0.82 (0.69-0.92)

IQR: interquartile range.

later in the LiCALS database compared to the
PatientsLikeMe database (p=0.028) but between
the other groups were no different. Stage 4A was
later in the PRO-ACT database compared to the
PatientsLikeMe database (»p=0.004) and the
KCH database (p<0.001). Standardized time to
Stage 4B was earlier in the PatientsLikeMe data-
base compared to the KCH database (p=0.026),
the LiCALS database (p < 0.001), the MitoTarget
database (p <0.001) and the PRO-ACT database
(» < 0.001). Stage 4B was earlier in the KCH data-
base compared to the PRO-ACT database
(»<0.001) and the LiCALS database (p =0.047).
Stage 4 was earlier in the PatientsLikeMe database
compared to the LiCALS database (p=0.035),
MitoTarget database (p=0.005) and PRO-ACT

database (p<0.001). Stage 4 was earlier in the
KCH database compared to the PRO-ACT data-
base (p < 0.001).

We examined whether the timing of milestones
was affected by site of disease onset in the
PatientsLikeMe, LiCALS, MitoTarget and PRO-
ACT databases (Table 3). As in the previous study
(3), we found that noninvasive ventilation was usu-
ally needed before gastrostomy in patients with
limb onset ALS but after gastrostomy in those
with bulbar onset ALS. In bulbar onset, Stage 3
(»p<0.001), Stage 4A (»p<0.001) and Stage 4
(p<0.01) were reached earlier compared to limb
onset disease. There were no significant differences
between standardized times to the other milestones
between limb versus bulbar onset disease.
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Figure 2. Box plot of standardized times to each stage in all 3,026 deceased patients from the five databases (KCH, PatientsLikeMe,

LiCALS, MitoTarget and PRO-ACT) using every milestone reached.

1.0
0.8
£
= 0.6
T
[F]
N
T
-E 0.4 °
§ o
ﬁ o o e
[} [+]
0.2 o § g
g ¥ o] o
0.0 8 ) °
2 3 4A 4B 4

Stage

Figure 3. Box plot of standardized times to each stage in the 1,959 deceased patients from PatientsLikeMe, LiCALS, MitoTarget and

PRO-ACT databases using every milestone reached.

Table 3. Standardized times in PatientsLikeMe, LiCALS, MitoTarget and PRO-ACT databases in limb onset versus bulbar

onset patients.

Limb Onset Bulbar Onset
N Median standardized time (IQR) N Median standardized time (IQR)
Stage 2 587 0.60 (0.46-0.75) 198 0.58 (0.47-0.70)
Stage 3 780 0.68 (0.55-0.81) 238 0.64 (0.50-0.76)
Stage 4A 158 0.86 (0.75-0.94) 180 0.78 (0.64-0.89)
Stage 4B 352 0.82 (0.67-0.91) 113 0.81 (0.63-0.92)
Stage 4 453 0.83 (0.69-0.92) 245 0.77 (0.64-0.89)

IQR: interquartile range.

Discussion

This ALS staging system had been partially vali-
dated in a population of ALS patients from King’s
College Hospital, and we have now found that the
staging milestones occur in the same order in four

separate international populations of patients. The
approximate proportions through the disease
course at each Stage in these four databases are
Stage 2: 60%, Stage 3: 70% and Stage 4: 80%



which are similar to the original study, but they do
differ between datasets (3).

The baseline characteristics of each population
are not identical. In the PatientsLikeMe database,
age of disease onset was younger than for the other
cohorts, likely reflecting the online nature of the
platform. Age of onset in this database also occurs
earlier than typically in ALS populations world-
wide (21-23) including in population-based stud-
ies in the US (24,25). The PatientsLikeMe
database had a longer diagnostic delay than the
other databases, which is known to associate with
slower disease progression. In addition, follow-up
data were available for a longer duration than the
two trial databases, which is likely to be due to
clinical trials having a defined trial duration after
which patients are no longer followed up, whereas
patients can continue to enter their data onto the
PatientsLikeMe website for as long as they wish.
Despite the longer duration of follow up in the
PatientsLikeMe database, there was a lower pro-
portion of deceased patients than the other data-
bases. As these patient data are collected online
with patients and their caregivers inputting their
own data, it is likely that not all patients who have
died are captured in this database, therefore this
proportion reflects only the people who have
deceased dates available.

People with ALS with a younger age of onset
tend to be those with limb onset disease, while
those with an older age of onset tend to have bul-
bar onset disease (26-28). Although the propor-
tions of limb and bulbar onset patients were not
different between the databases, in the
PatientsLikeMe database, site of disease onset was
unknown for almost a quarter of patients.
Therefore, we cannot be certain if the proportions
in the patients with unknown onset reflected those
of the rest of the database, and with a younger age
of onset we might expect a higher proportion of
limb-onset disease. We have shown Stage 4A
occurs earlier in patients with bulbar onset than
with limb onset disease. If indeed the
PatientsLikeMe cohort had a greater proportion of
bulbar onset disease with the patients with
unknown onset included, then this may partly
explain the reason for the standardized time to
Stage 4A occurring earlier in the PatientsLikeMe
database compared to the PRO-ACT database. To
test this further we examined median standardized
times to Stage 4A and 4B in the limb and bulbar
onset patients in the PatientsLikeMe database but
we found no difference between the groups.

Stage 2 and Stage 3 occurred later in both clin-
ical trial databases compared to the KCH and
PatientsLikeMe databases. The clinical trial data-
bases only capture data from time of trial recruit-
ment, not from disease onset, and also for a
limited window for the duration of the trial. Since

Comparison of King’s Clinical Staging in MALSC 7

people can only be recruited after diagnosis, which
in our previous work corresponded closely with
Stage 2 times (3), we would expect that this retro-
spective allocation to clinical stage would result in
an apparent delay to Stage 2 since it is artificially
left-censored at trial recruitment. The stage in this
case is calculated retrospectively from ALSFRS-R
data captured at recruitment, so the date of
recruitment becomes the date of Stage 2 or the
date of Stage 3, if a patient is recruited further
through their disease progression, and the resulting
timing is therefore shifted later. Future work
assessing patients’ progression through the clinical
milestones prospectively would help to overcome
this bias.

We also compared standardized times to each
milestone in patients with bulbar and limb onset
disease, showing that Stage 3, Stage 4A and Stage
4 are reached earlier in bulbar onset disease. This
reflects the fact that patients with bulbar onset
progress more quickly than those with limb onset
and that patients with bulbar onset disease tend to
require gastrostomy earlier due to progressive dys-
phagia (1,29-33).

Limitations

A limitation of this study is that staging was calcu-
lated retrospectively using the ALSFRS-R, from
clinical trial visits or at variable intervals according
to when reports were entered onto the
PatientsLikeMe website. The use of this retro-
spective  ALSFRS-R data can lead to biases.
Ideally staging information would be collected pro-
spectively. However, the breakdown of the
ALSFRS-R domain scores provides a sensitive tool
for detecting functional involvement of CNS
regions and we have shown that the algorithm
used to convert ALSFRS-R to stage is strongly
correlated with actual clinical stage (20). However,
ALSFRS-R detects only whether a patient has a
gastrostomy or is using NIV, not whether there
was in fact a need for these interventions deter-
mined by the multidisciplinary team. Therefore,
there may be additional patients who have reached
Stage 4 who are not accounted for in the data.
This may be somewhat balanced by those patients
who are recommended to consider gastrostomy or
use NIV and who decline. Furthermore, it is likely
that the need for NIV or gastrostomy occurs much
earlier than when the intervention commences, as
detected by the ALSFRS-R. Therefore, Stage 4 is
likely to occur earlier than detected in these data-
sets. It is also important to note that the ALSFRS-
R detects a functional deficit, whereas ALS staging
assesses the involvement of a bulbar/spinal region
in the disease; the presence of signs of motor neu-
ron damage in a bulbar/spinal region will not
necessarily lead to a functional deficit in that
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region, therefore ALSFRS-R will be less sensitive
in detecting involvement of a region than prospect-
ively assessing the disease stage.

The PatientsLikeMe database is an internet-
based database, therefore this data may be com-
promised by inaccurate or false information being
supplied. It is difficult to assess whether data are
incorrect; however, we employed stringent quality
control methods to maximize the validity of the
cases included in the subsequent analysis. In add-
ition ALSFRS-R in this database is self-adminis-
tered by the patient, but self~administration of
ALSFRS-R has been shown to have good reliabil-
ity compared to standard administration of this
tool which was also true over a three month fol-
low-up time period (34,35). Furthermore, it has
been shown that online self-administration or
online caregiver administration of the ALSFRS-R
has good reliability compared to administration by
a health professional in clinic (36).

Conclusions

Despite these limitations and the heterogenous
baseline characteristics of each database, we have
shown that the staging milestones occur in exactly
the same order in the PatientsLikeMe database
and the clinical trial databases compared to the
original study, and that the standardized times to
each milestone are similar in these databases.
Stage 2 occurred later than the original study,
which is likely to be due to the bias of Stage 2
appearing artefactually later in clinical trial data.
We also observed that Stage 4A and Stage 4B
occur at very similar standardized times through
the disease course in these groups of patients and
in the KCH cohort. In the UK, need for noninva-
sive ventilation is defined by National Institute for
Clinical Excellence (NICE) guidelines (37) and
there is evidence that patients are increasingly
being referred for NIV by UK neurologists (38).
Worldwide, however, there is a wide variation
across treatment centers as to when NIV is admin-
istered (39—43). The earlier timing of Stage 4B in
the PatientsLikeMe database may also reflect ear-
lier use of noninvasive ventilation in the US com-
pared to in Europe. There is also some variability
as to whether gastrostomy insertion occurs as part
of patient care (42,44). In an Italian study, fre-
quency of gastrostomy in a population with ALS
depended upon whether a patient had attended an
ALS center or not (45). Exactly which parameters
to use when starting NIV are not clearly defined
worldwide (46-48) and in the UK, neurologists
frequently do not assess parameters of respiratory
muscle function regularly (38). The need for gas-
trostomy at Stage 4A reflects progression of bulbar
symptoms to the extent that alternative feeding is
required (49-51). The need for noninvasive

ventilation at Stage 4B reflects respiratory insuffi-
ciency, predominantly caused by involvement of
the cervical and thoracic lower motor neurons sup-
plying the diaphragm and intercostal muscles,
leading to impaired respiratory function (52). A
standard operating procedure for the application of
the King’s staging system defines how to apply
Stages 4A and 4B and furthermore combines
Stage 4A and 4B (13). Stage 4 is reached if there
is evidence of feeding failure or respiratory failure
secondary to ALS. The use of the standard operat-
ing procedure enables reliable and simple calcula-
tion of staging, so that stages can be determined
objectively by clinicians and researchers univer-
sally. A further important use of a clinical staging
system is in health economics analysis for assessing
utility and socioeconomic costs in ALS (53-55).

We have shown that King’s ALS stages occur
in the same order as the original study population
in international samples of ALS patients enrolled
in clinical trials. Staging has benefits for clinical
work and in resource allocation, and can now be
applied more widely toward this remit. Patients at
stage 1 need diagnosis, those at Stage 2 need ther-
apy to maintain functional ability, and by stages 3
and 4 gastrostomy or ventilatory support may be
required (56).
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