YAKUGAKU ZASSHI 136(12) 1675—1679 (2016) © 2016 The Pharmaceutical Society of Japan 1675

—Case Report—

SNFTT7EERCED DU ERBEERDN:
FEREZL, PIER(CREBAEIRZ 28R L 7c 16

B fit Bl 9

Probable Serotonin Syndrome and Withdrawal Symptoms Caused by Milnacipran
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A 70-year-old woman, residing in a nursing home, was admitted to our hospital because of cerebral hemorrhage.
She had excessive sweating, a temperature above 37°C, and intermittent muscle spasm such as myoclonus, since the time
of admission. We suspected that these symptoms were related to side effects caused by the milnacipran she was taking for
depression, prior to hospitalization. After we discontinued milnacipran, the patient began exhibiting withdrawal symp-
toms such as excitement and insomnia. When we substituted milnacipran with mianserin, the withdrawal symptoms
diminished and the excessive sweating and involuntary movement disappeared. Serotonin-norepinephrine reuptake inhib-
itor (SNRI) and selective serotonin reuptake inhibitor (SSRI) have been widely utilized in the clinic to treat depression;
serious side effects such as serotonin syndrome and withdrawal syndrome associated with their discontinuation, have
been reported. However, it is unlikely that serotonin syndrome and withdrawal syndrome due to a precedent use of mil-
nacipran would have been reported. This case was suspected to be related to serotonin syndrome and withdrawal syn-
drome from the course of treatment. This case provides valuable information for addressing new similar cases caused by

milnacipran.
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Table 1. Oral Medicines Brought by Patient at Time of
Hospitalization

Milnacipran hydrochloride 25 mg/d
Sulpiride 50 mg/d
Flunitrazepam 0.5 mg/d
Azelnidipine 16 mg/d
Valsartan 80 mg/d
Benzbromarone 25 mg/d
Fenofibrate 53.3mg/d
Rabeprazole 10 mg/d
Methylprednisolone 2mg/d
Ciclosporin 60 mg/d
Mycophenolate mofetil 990 mg/d
Dimethicone 120 mg/d
ABRZEOFRE  FEREKD, KO RER

BEOO AR E /o /2. ARtk Ak & 2 Ta-
ble 1, IMiRHBAEMDOHER % Table 2, If)/E, Ak,
IR, B L)L, BERIREE, AREEESORE %
Fig. 1IZRL7=. BEIISEMICYUR TEBNZHE
s, SR TRMEEBZL TWiz. SEO AR 10 »
ARRRNCRBERENEEDN, ABEL Tniz, T
IR L TSR & 4R, ABRF TR Z S N2k
MBEOFEH O, HEHRICE I A
Bt 4 HE S HEEgE, (EEEGE, SBRIENSA
Elof. UNEUT—Ta VRS YE D ERME
ODEMEDDIEED 37°C LA LD EZE LD 21T HER
WHNTNDEEUNEY RSy TholEND >
7. ABitg, AR - BRPENEO SN0, A
kz5s HEMASYVILE ST A Smg NG &7 - =38k
EFHT, ABRIOHHBEICIZAVEZOY 2mg ICEE
U, BEERIRMOISE L2, AR 16 H BIC/ESEE
X0, UNEUKRICHEESNT EIF 70—

Bk D W 72 A RERGE B A BRI 5N 5 Tz
B, RHASKICKDEEBIIOWTHHEND > 2. AbE
%O BT O MFEEIX 100 A% TEEN RS, FITHR
HENMRMEICZD2HDEIIBZBZA NN, RA
DD BIRAE LITHRITRY, UKD R DR
MHZHHDIE, AIIVEY REINFTTITDHT
otz RNEEEGEBIHEARINRIEIR 258, [ERf &
KL BN 2 BREREROH 2 2L EY Rz
HibUZz, U UAEE#SHIISRESNHIRT
BT, R - BEUTEITED sz o
e, ABR2ZHBIZINF T I EHhIEL
7z. UL, U ABE 25 HBICHE - RIRAER < B,
BENTWRE DT>z, EREEHRL, HidDHE
THEHERNH DI 7> 2 E2INFTTI00
REFEELTEML, I5IEDEHAINEY K2
HHT5Z L& ARBE27 HEITIZEE - RIR
WFEI N, T 5ITARE 30 HHEITITFHEITZE L
W78 Je s, FETERE, AHMEEES) OSENRD
5z,

-1 =

o k= EMEREL, SSRI, SNRI 2 EDHI S D
HPON I R=)laEnto b= RZ2MIET DH
HNRRNEZEZSNTHBD, Emegnd etz
FioTERHTH 5. o —MBMICIEK & 722 54
D@BFHRGOMEERICKD, O M= REE
WHEMHET 2 2 EMRBERFELTELZ SN TW
5.0 —7, EHEEL TWERS DE2ZICHIE
U7 BRICEEUE R ISR 0G5 2 ENAIS N TN
3.2

o b EBRBEORERK EE X 572 SNRI I,

Table 2. Changes in White Blood Cell Count (WBC), C-reactive Protein (CRP), Creatine Kinase (CK), Blood Urea
Nitrogen (BUN), Serum Creatinine (Scr), Aspartate Transaminase (AST), Alanine Transaminase (ALT) and Blood

Sugar (BS) of the Patient

Day 1 Day 2 Day 5 Day 12 Day 15 Day 22 Day 25 Day 28
WBC (/uL) 6520 5380 6070 5940 9640 6660 7710 6830
CRP (mg/dL) 0.92 0.68 0.51 — 1.6 1.02 0.68 0.68
CK (IU) 52 56 983 167 133 80 104 84
BUN (mg/dL) 43.0 36.6 26.2 26.3 34.9 42.1 45.9 43.3
Scr (mg/dL) 2.23 2.26 1.99 2.53 2.66 2.31 2.37 2.51
AST (U/L) 28 23 36 41 47 26 22 29
ALT (U/L) 17 16 17 27 39 20 19 18
BS (mg/dL) 122 109 99 93 110 105 113 95
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Fig. 1. Changes in the Blood Pressure, the Pulse, the Body Temperature, the Level of Consciousness, the State of Sleep, and the In-

voluntary Movement after Her Hospitalization

Table 3. The Hunter Serotonin Toxicity Criteria

In the presence of a serotonergic agent:

1. IF (spontaneous clonus=yes) THEN serotonin toxicity
=YES

2. ELSE IF (inducible clonus=yes) AND [ (agitation=
yes) OR (diaphoresis=yes)] THEN serotonin toxicity
=YES

3. ELSE IF (ocular clonus=yes) AND [ (agitation=yes)
OR (diaphoresis=yes) ] THEN serotonin toxicity=YES

4. ELSE IF (tremor=yes) AND (hyperreflexia=yes)
THEN serotonin toxicity=YES

5. ELSE IF (hypertonic=yes) AND (temperature >38°C)
AND [(ocular clonus=yes) OR (inducible clonus=
yes) ] then serotonin toxicity=YES

6. ELSE serotonin toxicity=NO
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Table 4. Diagnostic Criteria for SSRI Discontinuation Syn-

drome

Criterion A

Criterion B

Criterion C

Criterion D

Discontinuation of or reduction in dose of an
SSRI after a period of use of at least 1 month
Two (or more) of the following, developing wi-
thin 1 to 7 days of Criterion A: Dizziness, light-
headedness, vertigo or feeling faint, Shock-like
sensations or paresthesia Anxiety, Diarrhea,
Fatigue, Gait instability, Headache, Insomnia,
Irritability, Nausea and/or emesis, Tremor,
Visual disturbances

The symptoms in Criterion B cause clinically
significant distress or impairment in social, oc-
cupational or important area of functioning
The symptoms are not due to a general medical
condition and are not better accounted for by
recurrence of symptoms of the mental disorder
for which the SSRI was originally prescribed, or
by concurrent discontinuation (or reduction in
use) of another psychoactive substance
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