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Miller et al. 2012 Class | Three randomized controlled trials | A pooled hazard ratio Trachostomy-free Pooled hazard ratio was
including a total of 1477 patients, (HR) of death was survival over all time found to be in favor of
Meta-analysis 974 of whom treated with riluzole, | calculated from each points. riluzole (0.84, 95% ClI
and 503 on placebo. study. These were then 0.698-0.997)
averaged in a weighted representing a gain of
fashion, with weights one year survival from
being inversely 49% to 58%, and
proportional to the median survival
variance of the natural increase from 11.8 to
log-transformation the 14.8 months.
pooled HRs.
Rooney et al. 2013 Class Il 1,282 cases registered from 1995- | Cox proportional Proportional hazard Adjusting for covariates,
2010 to the Irish ALS Registry hazards and Royston- ratio of death, as hazard ratio for riluzole
Retrospective cohort Parmar flexible calculated from each of | favored its use (0.72,
parametric modeling the modeling methods. 95%Cl 0.61-0.85).
methods were used ot
examine factors Unadjusted median
affecting survival. survival was found to be
1.46 years for those
prescribed Riluzole,
versus 0.85 for those
who were not (rate ratio
0.65, 95%CI 0.58-0.74).
Stevic et al. 2016 Class Il 325 cases of probable or definite Cox proportional hazard | Proportional hazard Adjusting for covariates,
ALS diagnosed from 1992-2009 at | regression model to ratio of death. hazard ratio found to be
Retrospective cohort five sites in Belgrade, Serbia . control for covariates in favor of riluozle (0.57,
95% CI = 0.41-0.79).
Georgoulopoulou et al. Class Il 193 patients residing in Modena, Cox proportional hazard | Survival as defined from | Unadjusted, patients on
2013 Itally, who were diagnosed from regression model to onset to death, riluzole had a
2000-2009 at a single site. control for covariates; tracheostomy, or significantly longer
Prospective cohort Kaplan-Meier method censoring date median survival 43 vs.
for survival calculation. (December 21, 2011) 31 months, p < 0.01),
while outcome to death
or tracheostomy did not
differ significantly (38 vs
31 months, p =0.11).
Covariate-controlled
hazard ratios not
reported.
Wei et al. 2015 Class Il 1049 patients with sporadic Kaplan-Meier method to | Survival as defined as 155 patients were lost to

Prospective cohort

definite or probable ALS according
to El Escorial revised criteria seen
at a single centre in south-west

determine survival time;
Cox proportional

time from date of onset
to date of death, date of
tracheostomy, or date of

followup; 378 patients
died, 516 alive at time of
last visit.




China from May 2006 to March
2014.

hazards method to
control for covariates;

last follow-up
(censored).

Kaplan-Meier analysis
revealed no significant
difference in median
survival for riluzole use
(log-rank p = 0.142).

Multivariate modeling
through the Cox
proportional hazards
method found no effect
with the use of riluzole
(p = 0.919).

Chen et al. 2016

Prospective cohort

Class Il

1540 patients diagnosed at a
single site in China with sporadic
ALS from 2007-2013 according to
the Airlie House diagnostic criteria
but with inclusion of pure lower
motor neuron syndromes
classified as a suspected ALS
category.

Survival was analyzed
with Kaplan-Meier and
Cox regression
analysis. Riluzole use
was also strartified into
quartiles based on
estimated cumulative
defined daily dose.

Survival and
tracheostomy, with data
censoring at January
31, 2015.

Kaplan-Meier and
multivariate Cox
regression analysis
revealed no significant
difference from use of
riluzole.

Stratified subgroup
analysis of patients with
a cumulative defined
daily dose over the 75t
percentile demonstrated
a hazard ratio for
survival in favour for
riluzole (0.488, 95% CI
0.320-0.746).

Mandrioli et al. 2018

Retrospective cohort

Class Il

681 patients diagnosed with ALS
at a single site in Italy, from 2009-
2014.

Survival was analyzed
using Kaplan-Meier
analysis and Cox
proportional hazards
models.

Survival to death,
tracheostomy, or
censoring data

Univariate analysis of
riluzole use did not
result in increased
survival.

Calculating riluzole use
as a percentage of
disease duration, HR of
0.98 in favor of riluzole
use was found. Authors
uncertain if this
represents general
acceptance of
therapeutic
interventions.




Sivori et al. 2007 Class Il 97 patients diagnosed with ALS Survival calculated Survival to death NIV, but not riluzole, on
between December 1999-2004 in | using Kaplan-Meier its own improved
Retrospective cohort a single centre in Brazil. analysi, stratified based survival significantly.
on riluzole and NIV
usage
Lee et al. 2013 Class Il 1149 patients with ALS seen in Mortality rates Survival to death, Adjusting for covariates,
Taiwan from 1999 to 2008. estimated using life survival to tracheostomy | hazard rate found to be
Retrospective cohort table analysis. Cox in favor of riluzole per
regression models used day (0.32, 95%CI 0.22-
to estimate covariate 0.45(.
hazard rates.
Watanabe et al. 2015 Class Il 451 sporadic ALS patients from 30 | Linear mixed-effect Tracheostomy-free Adjusting for covariates,
centres in Japan, registered from modeling and Kaplan- survival, ALSFRS-R hazard ratio in favor for
Prospective cohort 2006-2012. Meier analysis riluzole (0.71, 95%CI
0.83-0.97) but not
ALSFRS-R (-1.05,
95%Cl -2.58-0.49)
Calvo et al. 2017 Class Il 2648 incident ALS cases from 13 Kaplan-Meier survival Tracheostomy-free Riluzole not found to
Italian centres between 2009- analysis and survival significantly impact
Retrospective cohort 2013. multivariate Cox survival
regression analysis
Keren et al. 2014 Class 1l 933 ALS patients registered in the | Kaplan-Meier survival Survival as defined from | Adjusting for covariates,
South-East England ALS Register | analysis and disease onset to death. | hazard ratio in favor for
Prospective/retrospective between 1990-2012. multivariate Cox riluzole (0.81, 95%ClI
cohort regression analysis 0.70-0.95)
Fang et al. 2018 Class Il Reanalysis of 959 patients Kaplan-Meier product Mean duration spentin | Adjusting for covariates,
enrolled in the original dose- limit distribution to each disease clinical riluzole at 100mg/d
Retrospective cohort ranging clinical trial of riluzole. compare time to change | stage for each treatment | favored longer survival
between different King’s | group. within clinical stage 4
clinical stage; (0.55, 95%CI 0.36-
multivariate Cox 0.83).
regression for covariate
adjustment
Chen et al. 2018 Class Il 1493 patients with ALS registered | Kaplan-Meier analysis; Mean duration spent in Long-term riluzole users
from May 2008 to December 2016 | student’s t-test. each King’s college had significantly longer
Prospective cohort at a single centre in China. clinical stage duration of stage 1 and
2 compared to short-
term riluzole use.
Zoccolella et al. 2007 Class Il 126 incident cases registered Kaplan-Meier survival Sruvival as defined from | Overall, adjusted HR for

Prospective cohort

1998-1999 in Puglia, Italy

analysis and
multivariate Cox
regression analysis

diagnosis to death

riluzole was in favor of
its use but not
significantly so (HR
0.51, 95%CI 0.25-1.03,
p = 0.06). Subgroup
analysis found rliuzole
use to be favored for




bulbar-onset patients
(HR 0.26, 95%CI 0.07-
0.92, p =0.04) and
elderly (0.36, 95%ClI
0.10-0.93, p < 0.04)

Edaravone (MCI-186)
ALS19 Study Group,
2017

randomized, double-
blind, parallel-group
study.

Class |

192 patients with definite/probable
ALS, grade 1 or 2 on Japan ALS
Severity Classification, =2 on all
ALSFRS-R items, FVC = 80%,
disease duration < 2 years

ANOVA with treatment
group and three
dynamic allocation
factors.

Change in ALSFRS-R
score from baseline to
end of trial (cycle 6) or
discontinuation, for all
patients who reached

the end of cycle 3

Lease square mean
difference between the
change of ALSFRS-R
score of the groups was
statistically significant
(2.49, 95%CI 0.99-3.98,
p =0.0013).

Chen L, Zhang B, Chen R, Tang
L LiuR, Yang Y, Yang Y, Liu X,
Ye S, Zhan S, et al. Natural
history and clinical features of
sporadic amyotrophic lateral
sclerosis in China. Journal of
Neurology, Neurosurgery, and
Psychiatry. 2015;86(10):1075-
1081.

Prospective cohort

Class I

2013

1624 patients with ALS referred
between 2003-2012 at a single
centre in China, followed until May

Kaplan-Meier survival
analysis and
multivariate Cox
regression analysis

Tracheostomy-free
survival

Adjusted HR did not
significantly favor
riluzole
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Natural history and
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Type of study
Retrospective
cohort
(Class IlI)

Sample Size

1900

Response %
1624 (85%) .

Summary of Findings
No data on effect of riluzole use
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Cetin H, Rath J, Fiizi J, Reichardt B, | Epidemiology of Retrospective 886 (100%) e Survival 15% higher in riluzole
Fiilop G, Koppi S, Erdler M, o
amyotrophic cohort group at 6m

Ransmayr G, Weber J, Neumann . .
K, et al. Epidemiology of lateral sclerosis (Class 11l e Survival 14% lower at 48m
amyotrophic lateral sclerosis and | and effect of

effect of riluzole on disease course. | riluzole on disease
I;I;uroepldemlology. 20175;44(17):6— course.
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Prognostic Retrospective
categories for cohort
amyotrophic (Class 111)
lateral sclerosis.

Unadjusted median survival
improvement from 40m to 65m
Lists relative risk of survival as
1.55







