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The first death case of serotonin syndrome in Japan induced
by fluvoxamine and tandospirone

Takahisa Kawano, Takayuki Kosuge, Shunsuke Takagi, Akira Shimoyama,
Nobuyuki Harunari, Yoshio Tahara, Noriyuki Suzuki
YDepartment of Critical Care Medicine, University of Fukui Hospital
% Advanced Critical Care and Emergency Medical Center of Yokohama City University Medical Center

——Summary (Jpn J Clin Toxicol 2011 ; 24 : 305-310)

We experienced the first death case of the serotonin syndrome in Japan caused by fluvoxamine and
tandospirone. A 15-year-old man was transported to our hospital for shock, muscle hypertonia and hy-
perthermia after cardiopulmonary arrest. His serum concentrations of fluvoxamine and tandospirone
were 3,554 ng/mL and 698 ng/mL respectively after 24 hours from oral intake. He was dead in spite of
intensive treatments.

The progress of the serotonin syndrome is usually rapid. So, it should be monitored appropriately a
patient with serotonin syndrome. If he has hyperthermia, immediate paralysis should be induced. We
should aware of the serotonin syndrome a case of overdose on a serotonergic agent.
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Table 1 Medications that may contribute to serotonin syndrome

Amphetamines and derivatives

Antidepressants/mood stabilizers

3, 4-methylenedioxymethamphetamine
Dextroamphetamine
Methamphetamine

Sibutramine

Buspirone

Lithium

Monoamine oxidase inhibitors

Selective serotonin reuptake inhibitors
Serotonin-norepinephrine reuptake inhibitors
Serotonin 2A receptors blockers

St. John's wort

Tricyclic antidepressants

Analgesics

Cyclobenzaprine

Antimigraine drugs

Carbamazepine

Fentanyl Ergot alkaroids
Meperidine Triptans
Tramadol Valproic acid
Antiemetics Miscellaneous

Metoclopramide
Ondansetron

Cocaine
Dextromethorphan
Linezolid
L-tryptophan
5-hydroxytryptophan

Ables AZ, et al : Prevention, recognition, and management of serotonin syndrome. Am Fam Physician 2010 : 81 :

1139-42.
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Table 2 Laboratory test
6 hours 12 hours 19 hours 6 hours 12 hours 19 hours
after after after after after after
oral intake |oral intake|oral intake oral intake |oral intake |oral intake
(post CPA) (post CPA)
WBC (/L) {15,510 17,030 17,890 y-GTP (U/L) | 31 27 43
Hb (g/dL) [17.1 15.5 17.3 Amy (IU/7L) | 46 229 2,273
Ht (g/dL) |49.9 50.8 51.2 T-bil (mg/dL) |0.8 0.8 0.9
PIlt  (X10°/uL)|23.6 21.2 10.9 CK (lu/L) | 81 166 23,200
PT-INR - - >5.00 CK-MB  (U/L) 74
APTT - - >100 BUN (mg/dL) |10 10.2 35.8
TP (g/dL) 8.1 7.1 6.7 Cr (mg/dL) |0.85 1.16 3.87
Alb (g/dL) |5.4 4.5 4.3 Na (mEa/L) [ 141 149 151
AST (UsL) |27 148 1,183 K (mEa/L) | 4.3 5 8
ALT (U/L) |30 188 1,250 Cl (mEa/L) | 103 102 105
LDH (IU/L) | 386 573 4,350 Ca (mg/dL) 9.6
ALP (lgsL) 213 304 CRP (mg/dL) |0.1 0.2 0.3
[Blood gas analysis)

pH 7.045, PaCO,54.3 mmHg, Pa0O,577.7 mmHg, HCO, 12.7mEq/L, BE —16.6 mEq/L
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Table 3 Revised diagnostic criteria for serotonin syndrome

1. Addition of a serotonergic agent to an already established treatment (or increase in dosage)
and manifestation of at least 4 major symptoms or 3 major symptoms plus 2 minor ones

Mental (cognitive and behavioural) symptoms

Major symptoms : confusion, elevated mood, coma or semicoma
Minor symptoms : agitation and nervousness, insomnia

Autonomic symptoms
Major symptoms : fever, hyperhidrosis

Minor symptoms : tachycardia, tachypnea and dyspnea, diarrhea, low or high blood pressure

Neurological symptoms

Major symptoms : myoclonus, tremors, chills, rigidity, hyperreflexia
Minor symptoms : impaired co-ordination, mydriasis, akathisia

2. These symptoms must not correspond to a psychiatric disorder, or its aggravation, that oc-
curred before the patient took the serotonergic agent

3. Infectious, metabolic, endocrine or toxic causes must be excluded

4. A neuroleptic treatment must not have been introduced, nor its dose increased, before the

symptoms appeared

(Radomski JW, et al : An exploratory approach to the serotonin syndrome : An update of clinical phenomenology
and revised diagnostic criteria. Med Hypotheses 2000 ; 55 : 218-24)
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