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Efficacy of Phenytoin for Nocturnal Muscle Cramps: A Preliminary

Study

Kyung Min Kim, MD, Dong Hyun Lee, MD, Yoonju Lee, MD, Han Yi, MD, Yang-Je Cho, MD, Byung In Lee, MD,

Kyoung Heo, MD, PhD

Department of Neurology, Yonsei University College of Medicine, Seoul, Korea

Background: Nocturnal muscle cramps are sudden, involuntary, painful muscle contractions that occur in the night and
are accompanied by hardening of the muscles. Many symptomatic treatments have been introduced for nocturnal
muscle cramps, such as quinine, magnesium, and phenytoin. However, the efficacy and safety of these drugs have not
been adequately evaluated. To demonstrate the efficacy and safety of phenytoin treatment for nocturnal muscle cramps,
we conducted a retrospective study of 16 patients with nocturnal muscle cramps.

Methods: We reviewed 16 patients (6 men, 10 women) who suffered frequent nocturnal muscle cramps and were treated
with phenytoin. The patients’ clinical information (age, sex, disease duration, and locations of cramps), treatment dosage,
and frequency of cramps were obtained by reviewing their medical records.

Results: The patients were aged 63.1+14.7 years (mean+SD; age range, 30-80 years; median age, 68 years). Twelve and
four patients received phenytoin doses of 100 and 200 mg/day, respectively. The median duration of medication was
51 days (range, 14-378 days). Phenytoin treatment was effective in all patients; 13 patients (81.3%) experienced a total
remission of their symptoms, and a significant reduction (66.7-85.7%) in the frequency of cramps was found in the
remaining 3 patients. No adverse effects were reported by any of the patients.

Conclusions: While this retrospective study was conducted with only a small number of patients, the clinical results
suggest that phenytoin is a safe and helpful therapy for the treatment of nocturnal muscle cramps.
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Table 1. Clinical characteristics of patients selected for study

Location

No Sex Age (yr) Duration (mon)  Frequency (cramps/wk) Dose (mg) Associated disease
Arms Legs
1 F 36 12 7 0} 200 Migraine
2 F 67 12 2 (¢} 200 Hypothyroidism
3 M 57 6 1 (0] 100 Hyperthyroidism
4 F 68 1 2 (0) (0) 100 Parkinson disease
5 F 76 6 7 O 100 Parkinson disease
6 F 76 1 7 (6] 100 Cerebral infarction
7 F 80 12 21 (¢} (6} 100 Cerebral infarction
8 M 46 30 4 (6] 200 Restless legs syndrome
9 F 69 3 3 O 100 Cerebral infarction
10 M 68 30 3 (6] 100 Restless legs syndrome
11 F 74 30 2 (¢} (0} 100 Restless legs syndrome
12 M 68 24 7 O 100 Cerebral infarction
13 F 71 2 7 O 100 Cerebral infarction
14 M 30 3 5 (¢} (0] 100 Restless legs syndrome
15 M 53 2 3 (0] 100 Epilepsy
16 F 71 2 14 (0] 200 Cerebral infarction
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Table 2. Treatment response of patients

ORtZsdHe] YU R Xzgah oHX+

No. Initial frequency Follow up frequency Medication duration Visit da 1;: medical Visit da Lzztmedical
(cramp/wk) (cramp/wk) (day) Yy y
office (day) office (day)
1 7 0 47 15 215
2 2 0 14 14 445
3 1 0 55 28 372
4 2 0 15 15 235
5 7 1 154 14 154
6 7 0 170 15 180
7 21 0 42 14 153
8 4 1 378 21 378
9 3 1 147 21 147
10 3 0 35 15 536
11 2 0 158 14 514
12 7 0 175 15 527
13 7 0 21 21 259
14 5 0 14 14 430
15 3 0 21 21 206
16 14 0 175 21 196
Median (min-max) 4.5 (1-21) 0(0-1) 51 (14-378) 15 (14-28) 247 (147-536)
Table 3. Clinical characteristics of fast and slow response patients
Fast response Slow response p-value*
Sex Male: 2, Female: 3 Male: 4, Female: 7 1.000
Age 57.8 (30-71) 65.5 (36-80) 0.172
Disease duration (mon) 2 (1-12) 12 (1-30) 0.076
Initial frequency (cramp/wk) 3(2-7) 7(1-21) 0.272
Follow up period (day) 259 (206-445) 215 (147-536) 0.533

*p-values were determined with use of Fisher’s exact test for categorical variables and the Mann-Whitney U test for continuous variables.
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