Emergence of
antidepressant induced
suicidality

in the course of a randomiscd double-blind crossover study comparing the
cffects of reboxetine and sertraline in a group of healthy volunteers, two
volunteers became spicidal on sertraline. This paper describes the charac-
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Intreduction nomenon in generl clearesd up on Following the reledse of fluok-

In 1990, Teicher and colleagues
reported on the emergence of suick-
dality on flucxetine in a group of s
patients {1]. These repeonts were fol-
lowed-up by reports from King ar al
i2], Creaney et al. 3], Rothschild and
Locke |4 and Wirshing ef al (3,
amang others, reporting ather cases
where sulcidality appeared 10 emerge
in individuals making Auoxetine
There were & number of
factors assochted with these case
reports that argued for 3 stoong
causal connection. In general there
Wwas Consistency across the repors as
1o the oime of onset of the problems
following intake of fluoxetine. There
appeared to be 3 dbse response
relarionship with probiems lable m
emerge on a higher dose. There was
some agreement as megards the
protable mechanism leading to the
difficultics, This was termed
akathisia, although whether it was
guite the same phenomenon as
akarhista traditionally assocated with
neurmleptics was less dear. The phe-

discontinuation of mrearment and
reemerged in @ number of cazes on
e-cposure Lo the original treat
ment.-In mses whene it re-emenged
there were reports. that agents,
which theoretically mighe blodk the
appezrance of a SHT mediated prob-
lem, were able 1o minimise or block
the emerpence of suicidality on re-

Neveriheless, despite 32 mum-
ber of indicators for very cear cansal
linkzge hetween the intake of fluowe-
tine and suicidaliry, there were alsna
number of asperts of the repors,
which argued for some caumion in
the interpretation. of what was hap-
pening. One was that some but not
all of the patenis were on oher
medication. Another was that some
but not all had lengthy psychmtric
histories with evidence of persomal-
ity problems. It was, in general, jess
than dcar what the description of
this problem emerging in: [erary
care centes might mean for the
wider word of primary care antide-
pressant prescribing:

ecrine a number of other 55Rls
appeared on the market including
serrrafine and pamxetine. ft seems
clear that in peneral these drugs are
associated with common pmifiles of
both main effects and side effects. All
have received licenses for 2 similar
set of nervous conditions, All pro-
duced 2 set of side effects induding
exrz-pvramical side effects, which
are not penerally seen with other
antidepressams . (6], Both sergraline
and pareeeetine have been associated
with meports of akathisia (678910,
11.12.15]

On this basis there would
seem therefone to be 3 possibility
thar other S5RIs might similadly
induce suicidality. A meta-analysis of
trials involving the SNRI milnacipman
compared with SSRIs showed o sig-
nificzntly increased mate of suicidality
on trestment with S5KIs [14). A mn-
domized placebo control erial of
paroactine  in  recurrent  major
depression showed o higher mate of
suicide atlempls on paroxetine than
on plcebo in this group of patients
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[15). These data supplement unpub-
lished RCT data from Lilly suggesting
a significantly higher mte of sulclde
attempts in patients mking Muoxe-
tine compared with placebo or other
non-55R1 antidepressants [16,17].

Against this background we
report the findings from a double-
blind mndomised crossover tral of
sertrline and reboxeting in healthy
volunteers. This was almed at explor-
ing modes of action of antdepres-
sant drugs on levels of wellbelng and
in particular the serenic effect thar
appears assoctared with the wse of
S5R1s which may mediate thelr ther-
apeutic effect.

Methods

Twenty healthy volunteers aged
berween 28 and 52, with a2 mean age
of 378 years, were recruited 10 a
study comparing reboxetine with
senraline on a range of personality,
selfrepont and guality of life mea-
sures. The stucdly was aimed at estab-
lishing the effects of antidepressants
on levels of wellbeing in subjects not
currently depressed. There were
9 males and 11 females recruited
from among the administmative,
medical and nursing members of the
North West Wales  district general
hospital psychiatric unit, as well as
four otherss known to members of
the uvnit. Ethical permission had
been ohizined from the North West
Wales Erhical Commitiee. Written
consent (o inclusion was obained
from ezch subject. All volunteers
were free of medical conditons,
None were on concurment drug irear-
ment None had 2 history of previous
psvechiamdc illness, The two volun-
eers  whose  experiences  are
reponed here have given consent for
this information o be reported.
Subjects were randomised (o
rebaxeting, 2 selective noradrenaline
reupiake inhibitor, or serrafine, a3
selective SHT reuptake inhibitor, inz
crossover design so that @ propor-
tion received peboxctine for o
wreks followed by a too week dreg
free period and therealter senaline
for e weeks or altematively senra-
line followed by reboxetine The

dose of the drugs was cither dmgs of
reboxetine for the fist five days of
the reboxetine arm with an option o
increase o dmgs bd if wlemed or
sertraline Simgs for the first fve days
of the sertraline period with an
option o increase to 50mgs bd if ml-
craterl.

A baseline, subjects com-
pleted a Karolinska  Personality
Questionnalre |14], 2 THdimensional
Personality  Questionnaire [19), a
Profile of Mood States (POMS) (200, a
Positive and Negathe Affect Scale
{PANAS) [21], a Soctal Adapeation Self
Evaluarion Scules ((SASS) (22 and a
BIS-BAS scale (231 The effects of both
drugs in the whole group on mood
scales, personality inventories, side
effecy ruting scales and other mea-
sures will he reponed elsewhere

POMS, PANAS and SASS scales
were completed on g dally hasis as
well as 2 daily dizary of impressions of
the funcrional and physical effects of
cach drug. Volumeers were actively
entouraged to consult their parnemns
or others as o any changes that these
others noticed in- them over each
mo-werk pericd. A focos group was
comducted ar the end of the snsdy
aimed ar esmbiishing whether there
wire cffects characteristic of cither
drug. All ratings were done blind.
The hiind wiis only broken mwvo wecks
after the smody was completed.

Results

A prefiminscy analysis of the resulrs
indirates thar two-thinds of subjecss
responided o ooe or other of the
mwn drups bur not the other with 3
‘perer  than  well'  response.
Response appesrs to have been pre-
dicter by personality factos similar
tudmmllmuadhfjmvcemasmdv

ergic Of semmm:[gx reupiake
inhibitors j24). The gmoup also
showed changes on the KSP that
h=ve been reported in depressed
patients following S55RIs (25, Finally
in the group as a whole a grester
number of subjects expressed a
preference for serimline than for
reboxetine.

When on reboxetine, two sub-
jects reported becoming depressed.
In both cases they Hkened the expe-
rience to post-childbirth baby-blues.
Neither of these two subjects or any
other subject while taking reboxe-
tine had suicidal |deation. In con-
trast, two subjects taking sertraline
developed clear sulcidal idention,
one of which reached extremely ser-
ous propomions, Both these individ-
uals appear 1o have had elements of
akarhisia and emotional blunting but
other subjects had either akathisia or
emotional blunting without becom-
ing sulcidal. We report on these
cases in more detail, reconstructing
events from the diaries kepe by both
subjects

Case A

The firt case wis o 30 veuwr old
woman. She was mndomised to
reboxetine initinlly. This made her
conspicuously  reloeed and  slightly
scdated on the first dav.  She
described the effect asa chill pill. In
subsequent days she found normally
stres=ing events less stressful. She
de=scribed the effect as keeping her
normal tempemmental self on the
straight and narrow. She had poor
sleep but was uncertin IF this was
owing to childcare or the drug.
Dunng the two weeks on what
wmed out 1o be reboxetine, she
repored. diy mouth, sleeplessness,
reduced sppetite, naosea and consti-
pation, which she attributed 1o the

After mndomisation o sertra-
appeared to become avoidant. She
complained of a siff jaw (an
extraprramidal  side-effect, some
variant of which was eported mn 45%
of the group while on sertraline).
She had 2 migrine, which she did
not attribute to the drug, along with
mauscs, mudlaise, restlessness, agita-
o anxdety, vivid emotions, mcng
thoughts and ruminations, which
she did attribute to the drug.

From the end of the first wesk
she was reported by colleagues mo be
somewhat reatless and fidgety To
wome she appeared akathisic but not
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so clearly that everyone would
nitices. She recognised her mstioss-
ness and had found that with a
degres of concentration and fdkdling
she coukd disguise the cffect. She
also nowed ather chinges in herself
that she could not initally cleardy
describe.

In view of the side effectsup to
this point, the blind guesses of study
monitors mking into pocount both
druges were that she was on rebose
tine rather sertraline. She was
noticed by the monitors by the end
of the st week o have become
needy of tme and company. There
were moments when she appearcl
e become precccupied and  cmo-
tiormal but on guestioning would
mention that she would be well in a
short while, as her mood had been
swinging ‘onc minute doom and
gloom the next sunshine and laugh-
ter’. Toward the end of the first week
on treatment, her diary recornds, and
she reported (o a study monitor, twvo
incidents involving quite atypical
behaviour for her. She reponted a
bck of guilt about something she
was concerned she might be guilty
abour when she came off the
medication and was herself This asi
turmed out was the case,

Over the first weekend she had
2 nightmare about having her throat
slit, so that it gaped open and she
bled to dedth in the bed. She didn’t
get back to sleep. She did not
increase the dose of senmaline over
the weekend. Versions of this night-
mare recurred on two succesding
nighis.

At the start of week two, she
remained restless, withdmiwn and
precccupied. The possibility of hal-
ing the drug was mised but she
oped to carry on, despite feeling a=
though she had a combinaton of
bad PMS and pre-exam nerves. Her
dizry reconds that she thought she
might have an infection that was
agpravating things and a hope that
when thar cleared she would feel
better.

By Wednesday, she had
become withdmwn, was ruminating
over impulsive, disinhibited things
she had done, was tearful and not
herself She had very obviows rest-

lessncss of her begs. She said that she
was nion doing much work. that she
couldn’t cope with anyone’s emo-
tions antl she wed to occupy hemself
by dining paper work but found it dif-
ficult w focus her atention. She
described swings of emotion, with
misery predominating but she was
not depressed. She was advised 10
stop the drug and agreed to do so.
She did not stop. In retrospect, it
wits almost as iF she could not stop
hersell from taking the wmblets. A
number of other disinhibited things
happened including welling her life
histixry to a colleague, whom she did
not know well, leaving him  con-
cerned

Her diary reconds impulsive-
ncss, irritability, oversensitivity as
well as marked  susplicion. It also
reconds 2 sense that she had an “old
me’ andd anither. The ather was like
a bit of her chikihood scif, casily
moved o emotion, simplistic, aware
of social etiquette but not inclined 1o
follow ir, impatient, selfish and irre-
sponsible. The “old me® could only
watch wht was happening and was
helpless w stop the other bit which
was in control.

The following day it rurned out
she had not stopped the mblets and
the mediation was discontinued by
study monitors, She looked ounmwell
but seemed 0 be making a grest
effort at trying to appear normal. She
was sull akathisic, a1 a level thar
would be apparent 0 mast
observens. That night she was seri-
ousiv suicidal, although the mbiles
zhe was doc o take that night Had

been stopped.

On the Fridav she relephoned
gardy in the moming, distressed and
tezrful after the previoas nighc Her
conversation was parbled  She
described almost going oor and
killing herself She was visited ar
proviously she had felt complere
blackness all sround her All she
coudd forus on was the pen and the
questinnnaire in front of her but she
couldn’t write anything down. She
felt hopeless and alone. It seemed
that all she could do was to follow a
thoughe thur had been planted in her
brain from some alien force. She

suddenly decided she should go and
throw hemsealf In frone of a 'cor, that
this was the only answer. It was as if
there was nothing out there apart
from the car, which she was pgoing w0
thromw herself under. She didn’t think
of her partner or child, She was walk-
ing out of the door when the phone
went. This stopped the tnnel of sui-
cidal ideation, She later became dis-
traughe at whit she hod nearly done
and gullty that she had not thought
of her family.

She was taken for a walk and
appeared to gather hersell Later in
the day she completed a diary entry
for the night before o supplement
the brief entries of the previous day,
which included a hope thar she
wonild make It through the night. In
this she deseribed being jumgy, anx-
lous and suspicious. Her mind was
racing and spiralling out of conol.
Then it went hlank except for the
clear thought that she must kill her-
self violently by throwing hersclf
beneath a car or train. This clear
thought appeared irresistible and its
appeamnce seemedd to put an end 1o
the anxiety It was rance-like and
only broken by a phone-call, which
came when she was feli she was
ahout (o act on the basis of this idea.

Contact was muintained over
the weekend By the Monday she
declared herself o be back w© her
self She looked better but remained
vulnerahle and was clearly apprehen-
sive about talking ahout whar had
hzppened. Both study monitors and
the nsearch subject were stll blind
at this point as o the idenidty of the
medication. The subject herself
memains very disturbed ar what has
happened.

During this period daily POMS
and FANAS ratings were undertaken
On the POMS the words most con-
sestently endomsed were lively, actve,
cheerfal and vigorous during the
mchoxetine block. On  sertraline,
especially in the second week, the
words endomsed were tense, wom
out, unhappy, frgoed, sad, coo-
fused, shaky, discourmged, on edge,
miserahle, bewildered and nervous
were regulardy endorsed. On the
PANAS, she had a mean pasitive
word score of 19.7 in weck one and
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20.3 in week 2 on reboxetine, and
25.3 in week one on sertraline Ralling
tor 19.4 in week 2. Her negative word
score was 10 in week one on rebose-
ting, 11.4 in week rwo, rising to 12.7
for week one on sertmaline and 22.9
for week two,

Case B

B was a 2Bvear old woman at the
time of entry to the study, She had
no history of psychiatrie or medical
problems. She smoked and ook
approsdmately two units of alcohol
her week. Her only significant perind
of stress was three years previousty
when she sepamted from a panner
Ar thar point in rime the thought of
suicide had crossed her mind bor
without any intent, plans or actve
ideation of any sort.

She was mndomised to rebwx-
etine followed by sertraline S0mgs
for five days increasing up to
100mgs. On reboxetine at some
point during the twi weeks, she suf
fered from slecplessness, constpa-
tion, dry mouth with some reduction
of apperite, sexal dysfuncrion and
irmpedrment of concentrtion. In gen-
eral, however, she found hemself
more confident, Gilm and enempEetic

On poing on serraling she
she atrbuted o the drug: nausea,
lethargy, malsise, panic and pain in
her aw Within two days she also
noted in her diary rthat she had
become -snappy and much more
likety to say things that came to mind
and thar this had been noticed by
her collespues. By the thied day, she
records hemselfl as more asserive.
She also reported her mood as lizble
1o drop, that generally her emonions
were lizhle o swing, that she was
siuggish, that she had become iz
bie at the stightest linle thing and
was liable to mhke comments person-
ally: Her moed does not appeared o
have been depressed but colleagues
noted hee swings from cheerfulhess
0 withdrawal

She aizo found herself estes
and reported that she didn't know if
she was ‘coming or going’. This did
not appear to be an obvious akathisia

but most probably was, as she
endorsed agitation as a side effec of
the drug Close colleagues and her
mather notoed this and other disin-
hibited events of the kind described
belowe Al agreed that she was
adversely affected by the second pill
and] she was advised particulardy by
her mother never to g0 on anything
like thar again.

There was a reluctance to
mention any of this 10 others and
only a bref mention in a post-study
focus group led o a subsequent dis-
cutsion in which these detalls
berame clear. One of the intriguing
features of this womaen's experi-
enced endorsed by Case A wias 3 con-
cem that clabomting on what was
happening her would lead to others
thinking she was crazy - no-one had
warmned her beforchand that this
could possibly happen on this drug
Her dinry entries and her miing
scales were therefore economical
with the truth.

While on reboxetine on the
POMS, this subject endomsed the
wortds worn out, and weary dunng
the first w0 weeks, swirching ro sad,
annoved, misemble, unhappy amd
angry during week two, On the
PANAS her positive scores dropped
from 17.6 and 15:4 on reboxetine 1o
114 and 126 on sermaline. Her neg-
ative scores did not change.
However, there is a gmup of over 6
co-habitees, work colleagues and
study monitors who had become
aware of the changes listed above
znd below:

B, hoefly in her diary and 3t
greater  length subseguently,
described finding herself in 2 state
whens she didn't think through the
conseguences of what she did or
s=il. She didn’t appear o feel afmid.
For exmple, on one occasion while
driving home with her mother in the
carz group of 18 year old boys by the
side of the mol made obsoene ges-
tures and shouted at them, while the
car was moving slowly at a micky
juncoure in the road. She stopped
the car in the midkdle of moving tr=f-
fic. went over 10 themn and grabbed
one of them, eliing him i he did
anything like that again she would
‘deck” hime She came back o the cr

o find her mother extremely fright-
encd about what had happened.
There was a contrast berween rebox-
etine and sertraline in this regard in
that reboxetine had made her feel
calm but in a manner that left her
still ahle o feel fear. In contrast on
sertraline. she felt agpressive and
frardess. She found hemself thinking
on several occasions when faced
with siruations with people that she
could "deck” them.

She increased her dose of ser
traline to 100 mg as per protocol.
Thereafter she felt worse, so that she
reduced the dose back o 50 mg
three days before the end of the
stutly. Following the increase in
dose, she had two disturbing noctur
nal episodes on consecutive nights.
She is a woman prone o lucid
dreaming and both sleep walking
and sleep rlking with extensive
memory the following day for what
has happencd the previous night
Her pariner regularly reports her as
being awake during these episodes.
It is difficult therefore i determine
whar happened but her recollection
is, while awake or luddly dreaming,
thar she spent a long period ying in
her bed Bntasising about hanging
herselfl from a beam across the bed-
mom cefling. She was aware that
these thoughts were accompanied
tw an abnormal lack of conoem as
whether her parmer, mother or oth-
ers might find her She is not aware
of ever having comparable thoughts
before. The reason she did nothing
she explained afterwards was
because she was a coward and had a
vestigial concem about being found
bw her son. This eplsode repeated
itself the following night.

Ther= was a strong lecling that
while on the drug in some way she
was being controlled and that suicide
might happen. She rationalised that
she had only a few days left on the
dirug and was probably therefore safe
to continue, particularly with the
dose meduction. The feelings cleared
o some extent on the lower dose
and deared completely after the
drug had been discontinued. In her
opinion had the drug been contin-
wed for Jonger in @ situation where
she was a paticnt secking help mther
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than a volunteer who could discon-
tinue the drug, that there might have
been an up 10 5050 chance of a self
harm episode happening.

A final poing of note about this
cise is that the subject was awarne
afterwards of perceptions that the
“instability’ she had shown on the
drug would reflect on her. She would
be thought to be unstuble rather
than to have had & drug-induced
instability. Both subjects felt this.
They are almost certainly accurate o
sSOme extent.

Discussion

These cises, which emerged in the
course of a blind controlled swudy,
shed new light on the issue of drug
induced suicidal ideation. Hitheno
vne of the arguments of the sceptics
has been that depression leads vo sui-
cidal idestion and apainst this back-
ground it is difficult to make 3 causal
cunnection  between antidepressan
intake and suicidal ideaton [29).

The example of reserpine is of
interest here. Reserpine, a psy-
chotropic drug with RCT evidence of
antidepressant efficicy, was assod-
ated with an emergence of suicidal
iddeation and a number of completed
suicides during the 19505 when. it
was widely used. Ar the time, it was
arguedd thar it must be miggenng a
depressive  disorder. A rmecent
gesis thar in fact it precipiated
akathisia and this many have medi-
ared the soicidality |26). Of parmimiar
interest, is the fact that the problems
and suicides occurred in non-psychi-
atric patients being treared with
reserpine for hyperiension, permit-
ting s strong causal claim 10 be
meade.

In a recent healthy volumesr
study imvolving randomisation to
droperidol, lomzepam and placeho,
we also wimessed an emengence of
suiciiality that appeared to be linked
o agitation or akathisia (7). This
antidepressant  “study  provides
support for the argument that
psychotropic drugs in certain droum:
stances may induce a suicidality that
would otherwise not have happened.

The cases described in this
paper appear o have become sulcl-
dal on sertraline with no casy means
of explaining what happened other
than by invoking an SSRi-tnduced
suicilality. The mechanism through
which this was mediated appears w
have becn a combination of akathisia
and emotional blunting, as well as
other features suggestive of an
automatism.  The ‘disinhibition’
reported appears comparable to that
reported by Hochn-Saric e al (25
on firvoeamine and fluocetine. To
dare, the phenomenology of what
can happen has not been explored in
any detail. It is notble thar neither
druginduced depression aoc drog-
induced akathisia experienced alone
necessarnly led o suicidality in this
study. Indeed in the case of the wo
volunteers who  became sufcidal,
they do not seem 0 have been

One of the messages of the
reserpine story appears to have been
that those who did not sulffer from a
psychiatric illness muy have been at
maore risk from this drug than others.
This healthy volunteer study sum-
gosis that individuals who are not
frankly depressed may also be ar
increased nsk of drug-induced
problems  compared o others.
Concomitant drug prescripaion mey
in Bot in many Gises minimise the
risks. Given that antidepressants are
commonly prescribed for stress reac-
thons, particukarly when given alone,
this point would seem (o be of some
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