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Abstract; Objective

reactions ( adverse drug reaction, ADRs) of oral riluzole in patients with

To analyze the characteristics of adverse drug

amyotrophic lateral sclerosis ( amyotrophic lateral sclerosis, ALS), and
to provide references for clinical safe medication. Methods Data of
ALS patients treated with riluzole at Peking Union Medical College
Hospital from May 2018 to August 2023 were collected. Patients with
ADRs were retrospectively analyzed regarding demographic information,
medication details, clinical manifestations, time of onset, management,
and outcomes. Causality assessment was performed according to China’ s
Measures for Reporting and Monitoring of Adverse Drug Reactions,
severity was evaluated using CTCAE V5.0, and ADRs were coded using
MedDRA terms. Results A total of 67 ALS patients were included,
among whom 22 experienced ADRs (32.8% ). The incidence of ADRs
was higher in females (44.0% ) than in males (26.2% ). A total of 54

ADR episodes were recorded. The most common ADRs involved the
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nervous system (20 cases/54 cases, 37.0% ), followed by gastrointestinal system disorders (13 cases/54 cases,
24.1% ), general disorders and administration site conditions (7 cases/54 cases, 13.0% ), and various laboratory
investigations (6 cases/54 cases, 11. 1% ). One patient (1.5% ) experienced a grade 3 serious ADR (interstitial lung
disease). Seventeen patients (77.3% ) developed ADRs within the first three months of treatment. Sixteen patients
(72.7% ) tolerated the ADRs without specific intervention, while six (27.3% ) improved after drug discontinuation
dose reduction, or symptomatic treatment. Conclusion The most common ADRs of riluzole in ALS patients involve the
nervous system, gastrointestinal tract, and elevated liver enzymes (all not higher than twice the normal value) , mostly
occurring early in the treatment course. Clinicians should remain vigilant for respiratory ADRs and potential heightened
inflammatory responses, with close monitoring recommended during the first six months of treatment.
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Table 1 Patient demographics and medication information

All Patients ADRs Group Without ADRs Group P Value
Number of cases 67 22 45
Male(N,% ) 42,62.7% 11,50.0% 31,68.9% 0. 189
Age(year,IQR) 56.0,47.0 ~65.0 55.0,44.5 ~62.3 58.0,49.0 ~65.0 0.212
Height(em, IQR) 167.0,162.0 ~173.0 163.5,160.0 ~174.0 170.0,162.0 ~173.0 0. 343
Weight(kg,IQR) 67.0,58.0~72.0 60.0,55.3~73.3 69.0,60.0~72.0 0.708
BMI(kg/m2,IQR) 23.7,20.5 ~25.7 22.7,20.1~24.3 24.2,20.8 ~25.8 0. 871
Treatment duration( months,IQR) 8.0,2.2~21.5 2,1.3~6.0 2.5,1.0~4.2 0. 009

R2 ADRs RMARG N EBIGREHN

Table 2 Systems affected by ADRs and main clinical manifestations

Systems

Main clinical manifestations (n)

=

Percentage( % )

Dizziness or vertigo (7) , peripheral or oral paresthesia (7), insomnia (3), somno-

Nervous syste 20 37.0
ervous system lence (2), headache (1)
Gastrointestinal system Nausea (3‘)‘, conslipat.ion (2), flatulence (2) , dry mouth (2), abdominal pain 13 24 1
(1), vomiting (1), diarrhea (1), stomach pain (1)
General disorders and administration sit
ene'rii porders and admumstration site Fatigue (6), joint pain (1) ,Peripheral edema (2) 9 16.7
conditions
Investigations Elevated ALT/AST(5) ,elevated bilirubin(1) 6 11. 1
Renal and Urinary system Urinary tract infection (2), frequent urination, urgency, oliguria (1) 3 5.6
Respiratory, thoracic, and mediastinal Interstitial lung disease (1) 1 1.9
Cardiovascular system Tachycardia (1) 1 1.9
Blood and Lymphatic System Anemia (1) 1 1.9

Total

54 100. 0
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(P98 RIAR 2 B8 R IR, LR S
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TE 22 il E 17 Bl s ADR ) & A B [a) 2 K3 TEARBIEF M/ BN AR AR Rl 57 7 B
WRFRZEIR 3 A1 P, SRS ) B0 2 e, e K] AR
WHZE)E 47 A Hi m% ADR R 76 25 )5 Table 3 Summary of examination results for patients with abnor-
514 4H . A5 ’I—J‘ 4 R %@( =5 fﬂ fty ADR ﬁé mal aspartate aminotransferase and/or alanine aminotransferase

élﬂﬁ*ﬁ = Plg JL»%% 4. XTTZ{%%E&%E{E B/J %%‘ Alanine aminotransferase Aspartate aminotransferase
ADR % A2 I 2 S8k, B 220 % A i e 4 1 $ . (L (v
[/J\J:ZI*&/:—E X—J—ﬂ:kétn @‘u\i%ﬁj%‘ Dilg‘u\ Before After Before After
E,:J %% iéj%%ﬂbjﬂ:&%% 'fH EFX’%}: 2~ 3 /\%CP Eﬂﬁf treatment treatment treatment treatment
Gifite ALT/AST FHRSHG R LR Z A IR, — ] . .
ﬂﬁﬁ»&ﬁ:ﬁﬁ%ﬂ?ﬂA J2 A ALK 3 AT a0 6 s 5
WAE S 4 64.5 /
5 ADR ZEFEHMAEMTE 5 57 33

TIE 22 W?’iﬁi ADR E/‘Jl%\%tij 5 16 /W’J(72 7% ) %% Note: Pre — treatment ALT/AST data were not obtained, but according to
EI/\J ADR E){jﬁmmﬁ% , ﬂ%jﬂ:ﬁi‘}'ﬂ'ﬁfﬁﬁ \M/I\—'jj% U% patients or their families, they were within normal ranges; /: Unknown.

R4 450 ADR KA B EFEAE R

Table 4 Summary of detailed information of the patients suffering four types of ADRs

ADite Number of  Gender Age Height Weight BMI Time to ADRs
cases  (male, %) (years, IQR) (em,IQR) (kg,IQR) (kg/m?,QR)  onset(days,IQR)
Dizziness or vertigo 7 2,28.6% 45,40 ~54 161,155 ~165 56,51 ~59.5 20.5,20.1~22.7 163,0.5~239.5
Peripheral or oral paresthesia 7 4,57.1%  45,35.5~58 168,161 ~174.5 74,59 ~75  23.9,21.8~26.8 13,6.6~99.5
Fatigue 6 5,83.3% 58.5,50.25 ~63 169.5,164.3 ~174 70,61.8 ~72.3 23.6,23.1~25.5 22,11.5 ~46.75
Elevated ALT/AST 5 4.,80.0% 54,48 ~ 64 168,164 ~ 174 65,63.5~70 23.1,21.0~23.9 46,31 ~62

RS IPAEIRTT D255 B s 2 R TR R B

Table 5 Summary of detailed information of the patients with symptomatic treatment, drug dosage reduction and/or drug withdrawal

Time t
Age Height  Weight BMI Reason for Time to ADR ADR . rme o
No. Gender N . . . improvement or
(years) (cm) (kg) (kg m?) discontinuation onset ( days) management
’ recovery (days)
Headache, peripheral or oral paresthesia, D ducti (50
ose reduction
1 Female 63 160 59 23.0  somnolence, nausea, vomiting, fatigue, 11 QD) 17
m
urinary tract infection &
Somnolence, abdominal pain, elevated . L
2 Mal 4 174 24. 1 2 D sc 4
ale 9 7 73 ALT/AST, fatigue 5 rug discontinuation 5
D discontinuati
3 Female 67 167 56 20.1 Interstitial lung disease 131 rug  discontimuation, 44
hormone therapy
Dizziness orti ins i sonstipa-
4 Male 66 174 56 18.5 _lzzmegf OF Verligo, msomia, constpa 426 Drug discontinuation /
tion, fatigue
5 Female 68 163 63.5 23.9  Elevated ALT/AST 46 Drug discontinuation 98
6 Male 60 177 75 23.9  Peripheral or oral paresthesia 13 Drug discontinuation /

Note: /: Unknown.
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