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Amisulpride (AMS) in low dosage has been used effectively for treatment of dysthymia. Yet there is a dearth of reports on its use
as an augmentation agent in therapy-resistant depression. We deal with this issue presenting case reports and a review of the
literature. The addition of 50 mg amisulpride (AMS) to antidepressant therapy in seven patients with depression at different stages of
treatment resistance, one of them a case of recurrent brief depression, is described in this report. Augmentation with AMS led to a
profound improvement in psychopathology in most patients. The only side effects were elevation of prolactin levels and occasional
weight gain. In most cases, improvement occurred early, after only 1-2 weeks of treatment. In some patients, reduction or cessation
of AMS led to an immediate and intense recurrence of depressive symptoms that resembled a withdrawal syndrome. Further
investigations into the clinical utility and the mode of action of AMS as an augmentation agent are warranted.
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INTRODUCTION

Amisulpride (AMS) is a selective antagonist to D2
and D3 dopaminergic receptors. In contrast to other
antipsychotics, its affinity for D3 receptors is equal to or
even greater than its affinity for D2 receptors (Noble &
Benfield 1999). AMS preferentially binds to limbic
rather than nigrostriatal structures (referred to as "limbic
selectivity"), an effect that is likely mediated by the
high density of D3 receptors in the limbic system
(Schoemaker et al. 1997). Low doses of AMS exert
their effect only at presynaptic D2 autoreceptors, which
control the synthesis and release of dopamine and thus
increase dopamine availability, especially in the nucleus
accumbens (Perrault et al. 1997, Schoemaker et al.
1997). The latter effect is the rationale for the use of low
doses of AMS in the treatment of the negative symp-
toms of schizophrenia (50-300 mg) and of dysthymia
(25-100 mg).

In all, there have been eight randomized controlled
trials (RCTs) that showed the efficacy and tolerability of
low-dose AMS for the treatment of dysthymia and, to a
lesser extent, depression. In these studies, treatment
with AMS was compared to treatment with amitrip-
tyline (Ravizza 1999), amineptine and placebo (Boyer et
al. 1999), fluoxetine (Jori et al. 1998, Smeraldi 1998),
imipramine and placebo (Lecrubier et al. 1997), paroxe-
tine (Cassano & Jori 2002), sertraline (Amore et al.
2001), acetyl-L-cysteine (Zanardi & Smeraldi 2006), or
placebo only (Costa-e-Silva 1990). Although the effects
of AMS on dysthymia are well documented (De Lima et
al. 1999, Komossa et al. 2010, Noble & Benfield 1999,
Racagni et al. 2004), its use as a treatment is rather
modest, which is likely due to the fact that it is licensed

148

for this indication only in some European countries
(e.g., Czech Republic, Italy, and Portugal).

There are very few reports in the literature on the
use of AMS as an augmentation agent for depression.
Recent reviews on the use of second-generation anti-
psychotics (SGAs) as augmentation treatments for the-
rapy-resistant depression (Kato & Chang 2013, Nelson
& Papakostas 2009, Shelton & Papakostas 2008) do not
include AMS as a possibility. Nevertheless, in some
countries, such as the Czech Republic, AMS augmen-
tation seems to be quite common (Ceskova et al. 2011).
In Austria, AMS is licensed only for use in the treat-
ment of schizophrenia. We have some experience, how-
ever, with the use of AMS as an off-label augmentation
agent for patients with difficult-to-treat depression. In
this paper, we illustrate these experiences and provide a
review of the available literature describing the use of
AMS for this indication.

METHODS

All patients were initially treated as inpatients in
Psychiatric Department 1 of Kepler University Hospital.
Ambulatory treatment was provided by the outpatient
clinic or in the author's private practice. All patients
presented with some form of treatment resistance. The
stages of resistance were defined according to the
operational criteria provided by Souery et al. (1999).
Non-response to one adequate antidepressant trial
corresponds to stage A (non-responder). Non-response
to two or more antidepressant trials corresponds to stage
B (treatment resistant depression - TRD) and can be
subdivided according to treatment duration from TRD 1
(12—16 weeks) to TRD 5 (36-52 weeks). Non-response
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to several treatments over more than 1 year corresponds
to stage C (chronic resistant depression - CRD). For
clinical ratings, the Clinical Global Impressions Scale
(CGI) (Guy 1976) was used. The clinical data of the
patients are summarized in Table 1. Given that the use
of AMS for depression is off-label in Austria, all
patients were required to provide informed consent to be
treated with AMS.

CASE REPORTS

Patient 1 (female)

This patient had been previously treated for depres-
sion unsuccessfully in two other clinics. At the time
that she was admitted to our clinic, she was severely
depressed, feeling paralyzed, highly anxious, and
hopeless about her health and the future. She was
unable to perform housework, feared that she would
develop dementia, stayed in bed for most of the day,
and ruminated about financial problems that she
perceived as an existential threat.

A course of electroconvulsive therapy (ECT) was
proposed to her, but she refused. We started treatment
with amitriptyline and lithium. After 4 weeks of
treatment, her condition had only minimally improved.
As such, 50 mg of AMS was added to the treatment
regimen. After 5 days, the patient became more active
and, 2 days afterward, admitted to feeling better for the
first time. Ten days after the start of AMS, there was an
obvious and considerable improvement in her mood and
drive, and she reported that she felt joyous again. The
patient was discharged 19 days after initiation of AMS
treatment.

Patient 2 (female)

For 8 months, this patient had been severely depres-
sed with complaints of fatigue and a lack of joy, inte-
rest, and appetite. She had unintentionally lost 10 kg of
weight in 3 months and was unable to perform her
housework. Suicidal ideation was present.

The patient’s treatment regimen was changed from
escitalopram to mirtazapine, which resulted in moderate
improvement. After 3 weeks, she was discharged with
partially remitted depression on a regimen of 30 mg
mirtazapine and 1.5 mg bromazepam. At an outpatient
visit 10 weeks after the initiation of mirtazapine, the
patient reported a recurrence of depression upon ceasing
intake of bromazepam the previous fortnight. She was
agitated, anxious, and awoke early in the morning. A
dose of 50 mg AMS was added to her regimen and, at
her next appointment, she was in a good mood and was
free of depressive symptoms. The patient reported that
she felt better just a few days after starting AMS and
that she was completely well 2 weeks after the initiation
of the AMS treatment. As possible side effects, she
reported an increased appetite and a weight gain of 3 kg.

Patient 3 (female)

This patient was receiving a disability pension since
young age due to recurrent depressive episodes and
bulimia. She suffered from frequent bulimic attacks
and was considerably underweight (BMI 16.7). Over a
16-month period of depression, the patient had
undergone four hospitalizations and had received two
courses of ECT without reaching stable remission.
Besides her severely depressed mood, she was agitated
and highly anxious with massive rumination and a
permanent desire to ask for advice. A dose of 50 mg
AMS was then added to a regimen of escitalopram,
pregabalin, and quetiapine. In the second week, the
patient began to feel better and, at the end of the
second week, she felt better than she had for years.

Six weeks after starting AMS, the patient reported
galactorrhea. When measured, prolactin (PRL) levels
were 154.2 ng/ml (normal range: 1-25 ng/ml). Treat-
ment with 0.25 mg cabergoline did not improve PRL
levels, and thus, after an additional 4 weeks, AMS was
tapered and withdrawn over 2 weeks. The patient’s
mood deteriorated in the days following cessation of
AMS. In the second week after stopping AMS, the
patient fell into a severe depressive state with feelings
of despair, continuous rumination, and difficulties in
making decisions and remained this way for many
weeks. Bulimic attacks were present over the entire
period with a frequency of approximately 2 attacks per
week, with a tendency to occur more frequently when
mood deteriorated.

Patient 4 (female)

Stressful life events had led this patient to a state of
complete exhaustion. She was depressed, complained
about a complete loss of energy, yet was agitated and
fearful. Treatment was initially started with sertraline
and trazodone. As progress was slow, 50 mg AMS was
added after 4 weeks as augmentation therapy. Although
the addition of AMS further improved her state, she
still experienced a lack of energy. Hence, 150 mg
bupropion was added to her treatment regimen. The
patient was able to be discharged after 8 weeks, but
was not free of symptoms, as she still experienced low
energy and a reduced ability to cope with stress. As an
outpatient, bupropion was increased to a dose of 300
mg, which led to complete recovery approximately 4
months after the start of treatment.

Five months later, the patient reported amenorrhea
and galactorrhea. AMS treatment was discontinued, as
it was considered most likely to have caused these side
effects. Moreover, its effectiveness in this patient was
doubtful. Approximately 1 week after discontinuing
AMS, her mood worsened to such an extent that she
decided to resume treatment with AMS. Within a week
of restarting AMS, the patient’s mood improved.

149



Hans Rittmannsberger: AMISULPRIDE AS AN AUGMENTATION AGENT IN TREATMENT RESISTANT DEPRESSION:

Psychiatria Danubina, 2019, Vol. 31, No. 2, pp 148-156

A CASE SERIES AND REVIEW OF THE LITERATURE

(6661) 'Te 10 A19n0S Aq pauljop sa3e)s oy} 0} JUIPIOOIL AOULBISISAI JuowWLal) JO SuIdeIS,

oIqe uoissaxdop
grqeordde joN -orpdde JoN orqeordde joN 8w weidoreyosy - SIeoKk /  JOLIQ JUSLINOY {9 q L
Swg | ureqedaxd
(s300m 7) € 9 A% ‘uig weidoyeyosy - syuowr zeed 0L W 9
Sw¢ surdezeiny ‘¢
Swg surdenonb Swg | suopozen
(skep €1) 1 9 (@i g ‘Sweordunfidimuy ¢ S oz sunexong ‘| syyuow 6 reed LS 4§
Sw(Q1 suopozen
(Spom ) € 9 v ‘Buig/ aunendg - syjuow ¢ Iced 66 4 ¥
L1od v
Swg¢ ourdezuejo
Sw(¢ surdenonb ‘SupQ surnAydmmuy “¢
“Burgo¢ urreqesoid \Fok: iy T0s4
(s300m ) L 0] ‘S wedoreyrosy - Sw(Q[ ounoxored ‘| sqpuow 91 ceed 193 d €
(s3400m ) 1 9 (@) g Sw(¢ ourdezen Sw(| werdoreyosy | syjuour ¢ ceed v9 qd 4
Sow()g aurxoIy
‘w91 suopiserdiz
‘Su¢ uordordng ¢
Sw(¢ surdezeyny ‘¢
Sw()G{ reuoqIRd WNIYH| Sw(( [ suopozer
(skep 61) T L (ra@yr) g  Bwps]dunAdipuy y Sz weadoeyosy °| syjuow g veed  s9 0 d !
(3re3s QoUIS owWI}) JUSW %90URISISAI JUOW OLBOIPAT [B1IOY (s)uowneen Jouig oposids JuaLIno
-jurodde 1xou/e31eyosI] SNV HelS  -jean 10y Suidelg A : Jo uoneing 8y x0§ ON

5D

oposido juo1ino 10 (s)juduwiesl],

(Poppe sem SIANV UOIUm O} UOHBIIPIW JY) UOIBIIPIW [Brjo. (SOposIdo Juatyear) SAIINIISUOD 109[JO SUWN[0d

JUSUI)BAT) UT SIOqUINU) PA3I0dar o1 SooM 4 }Sed] 18 JO UONeINp YIM SJudwieds) AJuQ "SINV YA jusunean) uonejuowdne Surogropun syuaned UdAdS woly eje T d[qeL

150



Hans Rittmannsberger: AMISULPRIDE AS AN AUGMENTATION AGENT IN TREATMENT RESISTANT DEPRESSION:

A CASE SERIES AND REVIEW OF THE LITERATURE

Psychiatria Danubina, 2019, Vol. 31, No. 2, pp 148-156

Approximately half a year later, the patient wished
to become pregnant, and thus a reduction of psycho-
pharmacologic treatment was once again initiated.
Sertraline was tapered over 6 weeks and resulted in few
problems. A month later, the patient began to taper
AMS with the use of a liquid formulation. The reduction
of the original 50 mg dose was extended over a 6-week
period and was completed with smaller increments of
reduction toward the end. When the patient had reached
a dose of 5 mg, she started to feel uneasy. A few days
after completely discontinuing AMS treatment, she be-
came fearful and experienced panic attacks, anhedonia,
a lack of drive, intolerance to stress, nausea, hot flashes,
palpitations, and difficulty concentrating. Given the
deterioration of symptoms, AMS was once again added
to her treatment regimen at a dose of 50 mg. Although the
patient felt much better after 4 weeks, the improvement
was not as pronounced as before. Thus, AMS was in-
creased to 100 mg, which led to complete improvement
in her wellbeing. Two months later AMS was tapered
again, which led to the same complaints as before.

Patient 5 (female)

This patient’s depression had started 9 months prior
to her inpatient treatment, around the time that she had
suffered a lumbar discus prolapse accompanied by pain,
paresthesia, and a slight palsy in the right leg. Her mood
was low, with reduced drive. She deplored her pains and
was pessimistic about her future and her sleep was seve-
rely disturbed. Now, her psychopharmacologic treat-
ment was changed to amitriptyline and quetiapine. She
then underwent vertebral surgery, which relieved the
pain, but her depressive state remained unchanged. Nine
weeks of inpatient treatment resulted in only moderate
improvement in her depression. Augmentation with 50
mg AMS led to a dramatic change in her mood within a
week. The patient gained energy and hope and could be
discharged 13 days later.

AMS was tapered 6 months later, while amitripty-
line and quetiapine remained unchanged. Over a 3-week
period, AMS was reduced to a dose of 25 mg. When
AMS was tapered to a dose of 12.5 mg, she complained
about a transitory lowering of her mood. Three days
after AMS was completely discontinued, symptoms be-
came severe. The patient became severely depressed with
ruminations and somatic complaints such as palpitations
and an increase in lumbar pain. These symptoms did not
improve after a week and thus AMS was started again at
a dose of 25 mg, which quickly resolved her symptoms.

Patient 6 (male)

This patient was admitted to inpatient treatment for
his third depressive episode. For approximately 3 years,
he had been on a stable regimen of escitalopram, trazo-
done, and pregabalin. Eight weeks prior to his hospi-
talization, he underwent laparotomy for appendicitis,
which led to the reemergence of a depressive state. His

mood was low with a loss of drive and energy. He
complained of anhedonia, rumination, agitation, loss of
appetite, and disturbed sleep. To begin treatment, his
dosage of escitalopram and pregabalin was increased.
When no improvement had occurred after 3 weeks, 50
mg AMS was added to his regimen. With the addition
of AMS, his mood improved considerably, and the
patient was discharged in fair condition 2 weeks later.
There were further improvements in his mood once at
home, and he chose to discontinue AMS on his own, as
he was unhappy about the number of pharmacologic
agents that he had to use. He first reduced the dose to 25
mg and then completely discontinued after a week.
Already at half dose, he felt tired and "overworked,"
with a slightly depressed mood. His state worsened
considerably once he completely discontinued use of
AMS. He reported feeling severely fatigued, yet also
experienced unrest and stated: "When I lay down I feel
uneasy and also when I stand up." He suffered from
anhedonia, sleep disturbances, tremors, despair, and
suicidal ideation, which motivated him to seek help at
our outpatient clinic. When he resumed treatment with
50 mg AMS, his symptoms improved within a few days.

Patient 7 (female)

This patient has suffered from recurrent depressive
episodes ever since giving birth to her daughter 30
years earlier. For approximately 7 years, she had been
experiencing a rather constant pattern of severe, short
depressive states that lasted for about 7 days and were
followed by 3 weeks of a stable mood. These depres-
sive fits were independent of external stimuli. She
often perspired excessively the night before and would
awake with a feeling that the depression had started.
During these periods, she complained of a lack of
energy and interest, a loss of appetite, and anhedonia,
with some improvement of these symptoms toward the
evening. On rare occasions, these depressive states
extended over several weeks, but the predominant
pattern was that of recurrent bouts of brief depression.

The patient has been receiving a 15 mg dose of
escitalopram for more than 3 years. A trial of lithium
was not effective. During one of these short, depres-
sive periods, 50 mg AMS was added to her treatment
regimen. Over the next 2 months, the depressive
periods were shortened to 2 to 3 days. When the dose
of AMS was increased to 100 mg, these depressive
periods stopped almost completely, as the patient
experienced only 1-2 "bad days" over a 6-month
period. Within the first months of treatment, the pa-
tient gained 5 kg. She could avert further weight gain
with a strict diet and exercise regimen yet reported an
increased craving for sweet foods. The patient also
reported some tenderness in her breasts. PRL levels
were assessed and they were found to be elevated to
138 ng/ml. No abnormalities were detected with
mammography. The patient has now been receiving
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this treatment for approximately 3 years. Her dose of
AMS was slowly reduced to 25 mg. Throughout the
last year, she reported only 2 days of feeling depressed
and to a lower extent than that previously experienced.

DISCUSSION

Effectiveness

As these cases show, AMS often works remarkably
well for the treatment of depression, even in cases with
a high grade of therapy resistance (patients 1, 3, and 5).
Furthermore, a case of recurrent brief depression, which
is typically considered difficult to treat (Baldwin et al.
2014), was substantially ameliorated by the addition of
AMS to the treatment regimen (patient 7). Certainly,
there are also patients who do not respond to AMS
(not covered in this report) or whose response to AMS
is doubtful (patient 4).

The antidepressive effects of low dosages of AMS
have been firmly established for the indication of dys-
thymia (Komossa et al. 2010). The mode of action of
AMS in depressive states remains unclear. Most authors
attribute its antidepressive effect to the blockade of
presynaptic D2 receptors, which increases dopamine
turnover, or to a special affinity for mesolimbic and
frontal neurons and a lack of inhibition of D1 receptors
(Pani & Gessa 2002). Moreover it has been shown that
AMS is a powerful antagonist of 5-HT7 receptors
(Abbas et al. 2009, Mnie-Filali et al. 2011). In an
animal model, AMS no longer mediated antidepressive
effects in 5-HT7 knock-out animals (Abbas et al.
2009). Thus, the effect of AMS on 5-HT7 receptors
may be more important than its effect on D2/3 re-
ceptors. In animal models, low dose coadministration
of antidepressants and 5-HT7 antagonists resulted in
effect potentiation, which lends support to the use of
AMS as an augmentation agent (Leopoldo et al. 2011).

Tolerability

There are two side effects which dampen AMS'
record of excellent tolerability. First, the increase in
PRL, which sometimes may become symptomatic,
with tenderness of the breasts, galactorrhea, amenor-
rhea, and loss of libido (patient 3,4,7). To our ex-
perience, PRL rises in all patients treated with AMS,
usually to 100-200 ng/ml. In our practice, we follow
the recommendation to tolerate elevated levels of PRL
in asymptomatic patients and only react to patients
who become symptomatic (Hummer & Huber 2004).
In some instances, the effect of AMS had been very
favorable and patients preferred to continue with
treatment despite these side effects (patient 7). Though
there is a report regarding successful treatment of
risperidone-induced PRL elevation with dopamine
agonists (Tollin 2000), we found no effect of
cabergoline on patient 3. The elevation of PRL is a
common side effect of drugs with a high affinity for
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D2 receptors. AMS is a special case, however, as PRL
levels do not correspond with AMS serum levels and,
therefore, not with its occupation of D2/3 receptors in
the central nervous system. This may be explained by
poor blood-brain barrier penetration by AMS (Hértter
et al. 2003). It has been postulated that AMS exerts its
effect on PRL via the pituitary body, as it is situated
outside of the blood-brain barrier (Bressan et al. 2004,
Kapur et al. 2002).

Weight gain is the second side effect of AMS that
is worth mentioning and that was not uncommon in
our patients (patients 2 and 7).

Onset of action

A special feature of augmentation therapy with
AMS is its early onset of action. The effects of AMS
were already evident after a few days and were fully
felt after 1 to 2 weeks in patients 1, 2, and 4-6; a res-
ponse that is faster than is typical of antidepressant
agents. Our experience with other augmentation agents,
such as quetiapine, olanzapine, or aripiprazole, has led
us to the conclusion that no other drug works as fast as
AMS. An early onset of action has also been pre-
viously reported when AMS was used as a mono-
therapy (Amore et al. 2001, Hardoy & Carta 2010, Jori
et al. 1998, Montgomery 2002, Racagni et al. 2004), as
well as in some animal models of depression (Papp &
Wieronska 2000).

Withdrawal

An unexpected finding was that it was often
difficult to discontinue treatment with AMS (patients
3—6). Severe deterioration of mood was observed, even
when tapering was very slow. The close relationship
between dose reduction and deterioration of mood
suggests that this is a withdrawal syndrome, rather
than a recurrence of depression. The symptoms re-
sembled the original depressive symptoms, yet with
the unusual occurrence of intense anxiety, panic, and
agitation, and disappeared when AMS treatment was
reinstated. Theoretically, withdrawal symptoms should
fade over time, whereas the recurrence of depression
would be expected to persist. Our patients’ symptoms
were so dramatic that it was common for them to
resume treatment on their own. Notably, the most se-
vere withdrawal syndrome was in a patient in which
the therapeutic effect of AMS was considered doubtful
(patient 4). We were unable to find reports in the lite-
rature regarding withdrawal phenomena after AMS
treatment, aside from anecdotal remarks by experts
(Benkert & Hippius 2013, Montgomery 2002). The
withdrawal syndrome that we observed in these
patients closely resembled the "dopamine withdrawal
syndrome," which has been described in patients who
had discontinued use of direct dopamine agonists
prescribed for Parkinson's syndrome (Pondal et al.
2013, Rabinak & Nirenberg 2010).



Hans Rittmannsberger: AMISULPRIDE AS AN AUGMENTATION AGENT IN TREATMENT RESISTANT DEPRESSION:

Psychiatria Danubina, 2019, Vol. 31, No. 2, pp 148-156

A CASE SERIES AND REVIEW OF THE LITERATURE

Jopiosi(q aa1ssaxda(q JofeN QAN ‘9[eos Suney uoissaxdo uoyruey (SYAH ‘uessardopnue :qy  [ensn se jusunesn (V.

"SIV UHM JUSWIEDI) UOHBUIqUIOD

JO K30Jes o) SSOSse 0} sem Aprys
o Jo asodand oy ‘syuessardop
-liue Ioyio [Im SNV Jo uoheulq
-woo & 9quosaId 0) uowrwoo st 3
orjqnday yo9z) ayp ur erwAy)
-SAp 10J Pasu2o1] st w ()G SINV

*dnoi3 uosuredwos oN

‘swoydwAs onoyoAsd
JO uonnjosar uo pasnooj Apms

"PAqLIOSIP
jou uonedo[e dnoisd ‘Apms uadp

(%8°L1)

ypnour £1p “(%,5°81) an3ney (%68 1) dysepeay
“(%#'97) ures JyJrom :$1001J0 9PIS UOWOD JSOIA
JUSWIIEAI) JO oM PUOIIS A} UL

1091J9 [BOIUI[O B PAAISSQO %, "¢ ‘Siuaned [e JO
syuoned JO 94,7/ 8 0] QAN

(({SINV JO 109}J0 BOsneu-nue)
JUSW)B} JO JOSUO AU} J& BOSNEU ON
‘¥1 Kep Aq juowooxduur

Ied[o pomoys syuanjed (g JO USAAUIN
"SY[OM 9 JO)B 96 O} Z'97 WO
Pasea1oop 2100§ SYAH 95e10AY

SYO9M T UIUJIM UOISSIUIY

‘syuanyed [1e ur swoydwAs onoyoAsd Jo uonnjosay
‘uorssaidop jo uorssrwai [ented ur syuoned
oAl ‘uorssaxdap Jo uorssiwal [[ny ut syudned xig

(100°0>d) %S¢ 'sa

%€ uorsstuay {(100°0>d) %l "SA %SS (SINV
+ AV 'SA V1) osuodsey :syutodpuy “premioy

[ J{oom woyy SYJH U0 19Haq 1S SINY + AV
*(S10°0=d) JusU)EAN} UOHIRUIQUIOD FUTATOIAI
dnoi3 o ur 1op0q sem Suruonouny [RIDOSOYIASJ
*(Su) JudWIBAI} UOHBUIqUIOD

o} PIM %b1/%9S PUE SUNRXOIE] SW O

SINV + Juessaidoprue ue ym pajean
juoned A19A9 10§ a1reuuonsonb e
pajerdwod sysiengoAsd Sunear],

:Ap1gs JEUOTIUOAIIUI-UON

‘sistyenyaAsd juanedino Gz Aq paytodar
‘uorssaxdap yym syuened 1yS1o-A1uoAas
puUE PAIpPUNY| SUO PUESNOY) I ], 110T ©A0YSO)
Apnys (p2130]011aP1d200DULIDY J

SyooM 9 I0J
SNV Sw ()G + SUTWEXOAN]]
Sw ()T PIM JUSTIIBAI],

“90UB)SIST JUSIEII) JO PIOOAI ON
‘AAN s syuoned ofewo) AJuom], (0107 eHe) 2 AopieH
-osuodsar Jnoyim syoom | 10J Sw ()9 03
pasearour sem yorym ‘werdoreno paqriosaid
sem pue aposido oarssoxdop e paousuradxy
-93e Jo s1eak G¢ ‘orewo) quoned ouQ
‘swojdwAs onoyoAsd ur

JuOWAAOIAWI INOYIM SHOIM § 0} § IO
surdezeymu 3w ()9—(¢ 10 wexdofe)d

3w Op—(07 JOYIR YIM JUSUIERAI) JOLIJ
‘uorssaxdop

onoydAsd yym syuened Aj1oppo usaasg

SNV Sw (g Jo uomppy LOOT 'Te 10 oy[eAte))

SINV SW 00 [—SL JO UONIPPY 8007 'Te 10 suod

sp40daa 2507y

‘saInjedy [eordKye
s QAN Yim syusled w3ro-Aytg

q®010T B0

S0aM § 10} SNV + AV SA NV.L nosaI051ID

syuow ¢ 10§ SNV Sul g
+ aunexored 3w (g Jo
UOTJEUIQUIOD "SA QUT}OXO0IEJ

-ounexored 3w (7 Jo
pouad jusunean yuow-¢ e 03 puodsal jou

paziwopuel ‘joqe] uadQO UM %TE/%S SeM Jel UOISSIL/Asuodsay] Sw O YIIM JusueaI], PIp oym erwuAyIsAp yim syuanedino Axig 00T ‘Te 30 8020y
sKep (f 10
Juowsaoiduy SNV S 00 [0S + dul[enIdg Fur
payroads ur jasuo pider e peoustadxs sdnoid yioq  0S1—001 “sa duidezue|Q Sw ¢1—([ ‘sapostda aA1ssa1dop Juornodx $10¢ eAOURQO
jou uonedo[e ‘e [oqe[ uad  sdnoid yroq ur 9AR09Y9 AJ[enba o1oMm SJUSUNEII],  + OUNAXON] SW (O YIM JUSUIEAT],  9IOASS 0} djerdpouwr Yum syudned sory-£1x1g 29 AouoyeA,(q
SpLi] 24140 dUI0))
SJUWIWO)) S)nsay UOTIUIAIU] uonendod oymny

SNV m swuessardopriue jo uonejuowdne uo suntodar sioded g d[qe L

153



Hans Rittmannsberger: AMISULPRIDE AS AN AUGMENTATION AGENT IN TREATMENT RESISTANT DEPRESSION:

A CASE SERIES AND REVIEW OF THE LITERATURE

Psychiatria Danubina, 2019, Vol. 31, No. 2, pp 148-156

Literature on augmentation with AMS

A search of the literature revealed only a small
number of papers that addressed augmentation therapy
with AMS (summarized in Table 2). There have been
three open comparative studies with approximately 60
participants each, and only one in which the allocation
to treatment groups was random (Rocca et al. 2002). In
this study, dysthymic patients who did not respond to 20
mg of paroxetine over a 3-month period received either
30 mg paroxetine plus 50 mg AMS or 40 mg paroxetine
for an additional 3 months. There was equal improve-
ment on depression ratings in both groups, and the
group receiving AMS as an augmentation therapy had
significantly higher ratings on the Global Assessment of
Functioning scale. Grigorescu et al. (2010a) compared
standard antidepressant therapy with standard antide-
pressant therapy plus AMS in patients with depression
with atypical features and determined that remission
rates were significantly higher in the latter. D'yakonov
and Lobanova (2014) showed that a combination of
fluoxetine and olanzapine was as effective as a com-
bination of sertraline and AMS in the treatment of
patients with depression. In summary, these studies,
which are of modest methodological quality, showed
that augmentation with AMS is as effective as an in-
crease in dosage of a selective serotonin reuptake
inhibitor (SSRI) or as augmentation with olanzapine,
and is superior to SSRI monotherapy.

There are also three case reports or case series that
describe favorable outcomes of AMS augmentation
therapy in patients with and without treatment resistant
depression (Carvalho et al. 2007, Hardoy & Carta 2010,
Politis et al. 2008). Finally, a study conducted in the
Czech Republic examined the experiences of outpatient
psychiatrists who had prescribed a combination of anti-
depressants and AMS. The safety of this combination,
which was the focus of this study, was shown to be
good. This and four other reports (Amore et al. 2001,
Carvalho et al. 2007, Hardoy & Carta 2010, Jori et al.
1998) described a rapid onset of action (within 1 to 2
weeks) of AMS treatment, similar to that which was
observed in our study.

Our observations of the effectiveness of AMS in
otherwise treatment-resistant patients, its early onset of
action, and the spectrum of related side effects are in
line with previous findings. To our knowledge, there
have been no reports on the effects of discontinuing
AMS. This was somewhat unexpected, as we have ex-
perienced such effects in patients beyond these descri-
bed here and consider them not very rare.

Limitations

Our study cannot provide definitive proof that aug-
mentation therapy with AMS led to the improvement
seen in our patients’ depressive symptoms. It is possible
that these improvements may have been due to an even-
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tual response to the previous treatment, to a placebo
effect or to a spontaneous remission. Furthermore, no
comprehensive rating instruments were employed in our
descriptions of these cases. When data are gathered in
an outpatient setting, reports rely on patients’ accounts
and not on direct observation.

In addition, our selection of cases may have con-
ferred a bias in our assessments of effectiveness and the
occurrence of withdrawal syndromes. Overall, raw esti-
mation suggests that around 50% of patients do respond
to AMS and only a minority of patients (5-10%) have
withdrawal symptoms upon discontinuation of AMS
treatment. For the purposes of this paper, cases were
selected in which our findings were most interesting in
these respects.

CONCLUSIONS

We consider AMS to be an effective augmentation
agent for the treatment of depression. Special features of
this drug include its level of effectiveness and its early
onset of action. Side effects are negligible, aside from
weight gain and an increase in PRL levels, which occur
even at the low doses used to treat depression. Some of
our patients presented with a withdrawal syndrome that
resembled the withdrawal that is often observed upon
removal of direct dopamine agonists.

In our view, augmentation with AMS to treat de-
pression is an underused strategy and should be further
explored by means of randomized controlled trials.
Beyond this, the mode of action of AMS appears to
differ not only from antidepressants, but also from other
augmentation agents. Further clarifications of its mode
of action may lead to new avenues for investigation into
antidepressant treatment.
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