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Abstract

The use of modern antidepressants has flourishedtbg past few decades with
the modern attribution of affective disorders sasldepression to biomedical
causation. However, recent re-examination of dihidals has raised questions
regarding antidepressant drug efficacy, and isatmsnd side effects and
dependency are prevalent. In spite of this, as nagriy0% of us may be taking
these medications (Szabo, 2009). This study examegsponses to an
anonymous online survey about antidepressant usw/éindrawal. Participants
included 176 current users, 181 currently withdregyil08 ex-users, and a
control group of 44 participants who had never um@tepressants. Participant
groups were compared quantitatively regardinguatéittowards antidepressants
use and perceived value, effect on well-being anddnsymptoms and side
effects, and their perceived changes in themselwesd off the drugs.
Participants were also given the opportunity tdude spontaneous comments
at the end of the survey which were analysed thealgt Key findings include:
1) Antidepressant users have a more positive estimaf the value of the drugs
than those who have discontinued the drugs or valve hever used them; 2)
Scores on the WHO-5 well-being survey for all thgeeups with antidepressant
experience (users, those withdrawing, and ex-usésyed poor levels of well-
being, suggesting that neither antidepressantierar cessation of
antidepressant therapy were adequate interverttorreate positive well-being;
3) Multivariate analysis of participant responsegealed a significant difference
between the four groups on 35 of 37 physical andtiemal symptoms

associated with antidepressant use or withdraw#i, tiwe never-used group



scored the lowest in all cases except one, anditherawing group scoring the
highest for 27 of the symptoms; 4) Concern oveldapressant dependency and
withdrawal was the most prevalent topic reporteclbyser groups in
spontaneous comments; other key themes includstidtion with side effects
and lack of information and support from the meldprafession; 5) study
results suggest that antidepressant withdrawaltalaylonger and be more
challenging than the assumed “mild”, “self-limitingnd “resolving
spontaneously...three weeks after onset” (Haddad &efson, 2007); and 6)
30% of ex-users spontaneously reported what thissMeel were adverse drug
reactions, or withdrawal reactions, months or yedtes antidepressant use had
ceased, a long-term iatrogenic disablement thayéa® be addressed in the
literature. Overall, the study reveals that antrdepants are not an adequate
intervention to create positive well-being in pateeand their use comes with a
substantial risk of unpleasant side effects, depecyl and the potential for

residual post-drug health complications.
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Chapter 1
Antidepressants in Modern Society
The pharmaceutical industry is undoubtedly the nidiiential actor
in the health and mental health systems today.
David Cohen, 2008

Modern antidepressant use is not an event thareatusolation, nor is it
simply the result of increasing incidence or awassnof depression in modern
society. It is the product of an historical, sciiait cultural, social, and economic
amalgam. To understand the prevalence and staniengtidepressants in our
society, it is essential to look at the bigger ynmet

The pharmaceutical industry today is enormoud) wibrldwide sales in
excess of $600 billion in 2006 (Britten, 2008). Fhaceuticals were ranked third
in 2009 byFortune 500 after communications and internet services, wighrofit
margin of over 19% (Fortune 500, 2009). A significamount of this profit came
from the sale of antidepressants, the most commuanegcribed class of
medication in the U.S. (Olfson & Marcus, 2009), efhaccounts for 15% of the
total annual cost of medication there (Kirsch, 26)10
Approximately 10% of Americans reported taking dafiressants in 2005,

twice as many as in 1996, with 80% of those prpsions written by general
practitioners (Szabo, 2009). This includes apprexety 2.5% of U.S. children
aged 6-17 who were prescribed antidepressants0is @dlfson & Marcus, 2009)
in spite of the U.S. Food and Drug AdministratioF®A’s) black box warning

against paediatric use. In Britain, antideprespeggcription rates, also around



10% (Petty, House, Knapp, Raynor & Zermansky, 200&jreased by 36%
between 2000 and 2005, reflecting not only newgrigsons, but also long-term
use of the drugs by many patients (Moore et aD920n New Zealand, the
number of antidepressant prescriptions nearly agmbfsbm 1.1 million in 1997 to
2.1 million in 2005 (Ministry of Health, 2007) withe Pharmaceutical
Management Agency of New Zealand (PHARMAC) repgrtapproximately

10% of the population being treated, including adoénts, children and toddlers
(Sabin, 2010).

Yet depression is today’s fastest-rising diagnasais third most common
reason for consultation with a general practitiof@®) (Currie, 2005; Mitchell &
Coyne, 2007), and it is identified by the World He®rganisation (WHO) as the
leading cause of poor health worldwide (Daly, 20@@cording to the National
Institute of Mental Health (NIMH, 2010), anxietysdrders frequently co-occur
with depressive disorders, affecting over 18% eflthS. population aged 18 and
over. These include panic disorder, obsessive ctsimeudisorder (OCD), post
traumatic stress disorder (PTSD), generalized andisorder (GAD), social
anxiety disorder (SAD), and a variety of phobiadN, 2010). Antidepressants
are U.S. FDA approved treatments for all of theserders, and more (see Table
1, p. 16).

Concurrent with the rise in antidepressant uskagise in the number of
individuals disabled by mental illness, reflectacifour-fold per capita increase
of patient care episodes and a sixfold increagpeaple on social security
disability insurance for mental illness in the Ustice 1955 (Whitaker, 2005). In
New Zealand, a 2003/2004 nationwide representatweple survey of 12,992

reported an alarming national mental disorder gesxe, based on survey



responses, of 46.4% (extrapolated lifetime likebiti@f mental illness diagnosis),
with 20.7% reporting diagnosis of a mental disosdighin the past 12 months
(Oakley Browne, Wells & Scott, 2006). In the surveental illness was defined
as suffering from a mood disorder such as depnesaitxiety disorder, eating
disorder, and/or substance abuse disorder.

It wasn’t always this way. Less than a hundred yago, Sigmund Freud
observed that melancholy—depression—generally vedadf itself, even without
treatment, and suggested it plays an importantinoégo development (Freud,
1917). He argued that melancholia could be bestnstobd and treated through
conversation or “talk therapy”. Nearly fifty yeaago, Nathan Klineobserved
“most depressions terminate in spontaneous remissioegardless of what one
does” (1964, as reported in Whitaker, 2010, p. 15Birty-six years ago, NIMH
depression section head Dean Schuyler describedsiépn as a self-limiting
condition with complete recovery rates exceeding %@thout any intervention
(Schuyler, 1974 as reported in Whitaker, 201053)1 Yet today, with all the
trappings of scientific study, and modern antidepast drugs mooted as standard
first-line treatment for depression and anxietg, iticidence of these afflictions
has risen to unprecedented levels, prompting therfsan Psychiatric
Association (APA) to now define depression as ‘Ghhi recurrent and pernicious
disorder,” with only 15% of patients expected tpesence full remission (quoted
in Whitaker, 2010, p. 161-162).

It is a paradox. As antidepressant treatment giagp, recovery rates go
down, and chronic mental health disability incresasgorrelation does not imply

causation, of course, but is it possible that ampidssant treatment may actually

2 Kline and his colleagues were the first to recagrihe antidepressant properties of the MAOI
iproniazid, and developed the TCA amitriptyline aliniremains the world’s most popular tricyclic
antidepressant. See Chapter 2.



worsen the course of depression? In the 1960s @r@s1some European
physicians observed that antidepressant use agpas@orten remission
intervals between depressive episodes and oftertdechronic impairment
(Whitaker, 2010, pp. 157-158). When drug-treateches-treated depressive
patients in fifteen countries were compared in @m&HO study, those who had
not been exposed to antidepressants had signiffdagtter outcomes at the one
year point, prompting researchers to conclude—eaoyto expectations—that
failure to recognize or treat depression did ngeap to have adverse
consequences (Goldberg, Privett, Ustun, Simon &é&m 1998). A Canadian
study of employees found those on short-term disabiue to depression were
significantly more likely to become long-term diga clients if treated with
antidepressants, a situation that was further ekated if the antidepressants
were switched or augmented (Dewa, Hoch, Lin, Pate€sGoering, 2003). In
another Canadian study, analysis of longituding dfl@m two large (n = 130,880
and n = 17,262) Canadian health surveys found tbatrary to expectation,
patients prescribed antidepressants following aedsmon diagnosis reported
more weeks of depression and a higher risk of seldépllowing drug treatment
than those not prescribed antidepressants (P2@éd). Yet prescribing rates
continued to climb.

Short-term use of antidepressants appears to gequhsitive outcomes, at
least in published clinical trials, most of whicleaaged 6 to 8 weeks duration.
There are, however, problems with the apparentjtive antidepressant clinical
trial results: Firstly, although trials with pos# results are generally published,
trials with negative results rarely are. In a matalysis of 74 antidepressant trials

lodged with the FDA, Turner, Matthews, Linardatdsl|l and Rosenthal (2008)



found just 38 with positive drug efficacy resuls; of those were published in
journals, 11 of the trials with negative resultgevpublished in such a way as to
convey a positive outcome, and only 3 publishealsshowed no drug efficacy.
Furthermore, the FDA only requires two clinicaatsi with positive efficacy
results compared to placebo for drug approval,videace is required that a new
drug is superior to any existing drugs, and daienfunsuccessful trials need not
be lodged with the FDA (Medawar, Hardon, & Herzhein2004). The overall
impression conveyed to researchers, physicianspatehts, based on published
reports, is one of positive drug efficacy.

How positive are those short-term results? In lagometa-analysis of
FDA-lodged antidepressant trial studies, this mui$sing just on the six SSRI
antidepressants, Kirsch et al. (2008) found anépxonally large” placebo
response of over 80% and concluded that the snfidtehce between drug and
placebo response was only clinically significantdeverely depressed patients, a
result that was echoed more recently by Fouriat.€2010). Kirsch also found no
difference in drug response between drugs typeshdihot matter, all drugs
produced the same degree of improvement (KirschQ20p. 12), echoing the
findings of Anderson (2000) and anticipating thosélagen, Wong-Wylie, and
Piji-Zieber (2010). If the placebo used in a tuals active—meaning it produced
one or more side effects—no significant differem@es found between drug and
placebo; indeed, the strongest correlation Kirgenfl in the meta-analysis was
between reported drug side effects and depressiprovement (.92 for
fluoxetine, but all extremely high) (Kirsch, 201(g. 18-20).

In the Sequenced Treatment Alternatives to Reli@epression (STAR*D)

study (Rush et al, 2004), which followed 4000 depeel patients treated with a



variety of antidepressants, 25-30% achieved reomssithin 12 weeks of
treatment, about the same as the remission rgiaoabo found in other studies
(STAR*D did not have a placebo arm), but only 3%pafticipants showed a
sustained remission rate following a year of camgus drug treatment (Leventhal
& Antonuccio, 2009), suggesting that long-termaty results are poor, and
echoing Fava’s 2003 literature review that revealédery unfavourable long-

term outcome of major depression [when] treategh®rmacologic means.”



Chapter 2

A (Relatively) Brief History of Antidepressants

Ancient times

The use of a variety of ingested substances toiaratd depression and its
first cousin anxiety goes back to ancient timesoAbl, a relatively simple-to-
make anxiolytic, was a very early de-stressor. Gi@eving of beer and fermenting
of grapes or other fruit for wine was recorded lgyitian and other Middle
Eastern cultures as early as 6000 B.C, and pramugtiickly spread throughout
the ancient world (McGovern, 1996, p. ix; Nunn, 698p. 10-13). Opium
poppies, called “the plant of joy” by the ancienn®rians in the3millennium
BC, yielded opium, which was a widely-traded naictiroughout Asia, the
Middle East and Europe in ancient times (Payk, 198#opa belladona,
extracted from deadly nightshade, and hashish hatteidentified in a8
millennium BC Assyrian herbal text as remediationd variety of nervous
disorders (Payk, 1994), and a circa 1600 BC Egypiagpoyrus recommends
extracts from henbane and thorn apple (contairiiegosychotropic alkaloids
hyoscyamine and scopolamine respectively), somstmmiged with alcohol, as a
remedy for melancholy (Payk, 1994).

The wordmelancholiaderives from the ancient Greek wordslas

meaning black, ankholé meaning bild Although the ancient Greek doctor

Hippocates (460-377 BC) attributed the developmasémelancholia, or excessive

3 Bile is a fluid made by the liver and stored ie tall bladder. It helps the body digest fat. An
imbalance of its primary components cholesterdissand the pigment bilirubin causes gall
stones. Bile is usually a yellow-green colour (MedTs, 1998a).



black bile, to the psychological issues of linggrghame, grief, or fear (Bennett,
1992; Wong & Licinio, 2001), popular pharmaceuticaatments of the time—
pharmacons the Greek word for drug—included opium, mandtadss’s milk,
and barley gruel, prescribed along with a vegatadiat, abstinence from sex,
massage, baths, physical exercise and dance, stnalction (Payk, 1994;

Thompson, 2007, p. 7, Wong & Licinio, 2001).

The advent of psychiatry

The termpsychiatrywas created in 1808 by the German physician Johann
Christian Reil by uniting the Greek worgsyche(soul) andatry (physician, from
the greekatros) (Marneros, 2008). Reil argued that mental illnessid be
treated, initially and in the most severe casesnbgical interventions including
alcohol, drugs, pain, blistering agents, and b@tansen, 1998). These physical
remedies, he believed, should be combined withosgrigeatments involving
music, art, and massage—also appropriate firsttigwtments for less-disabled
patients—and, when the patient was ready, “talkajng’ to positively influence
ideas, imagination and judgement and enable patterdchieve a level of “full
consciousness” (Hansen, 1998).

A century later, another German medical doctor @syethiatrist, Sigmund
Freud, taught that mental disease (dis-ease) veags#ult of unconscious
impulses and repressions which he felt could beesded through a process he
called psychoanalysis. However, with the advermsychochemistry in the
second half of the 20century, depression, anxiety and their derivativese
identified not so much as the product of respotsesfficult situations, painful

emotions, conscience-pricking behaviours, or gemsaatisfaction about life in



general which could be treated with talk therapy,ds chemically-induced
abnormal brain states that could be treated witinge of pharmaceuticals
(Breggin, 1991, p 11-12; Cohen, 2008). In spitéhed, there are today no
biological tests for depression, and there is mensific evidence to support a
biochemical explanation for this disorder (Levah#antonuccio, 2009;

Whitaker, 2010a, pp. 78-79).

Early chemical treatments for depression and agxiet

A variety of chemical substances deemed usefuh®treatment of
melancholia and anxiety appeared in th8 ééntury. Potassium bromide, a
psychotropic sedative and hypnotic, was introdunelB26 initially as a
treatment for epilepsy and to lessen sexual ugeslems with dependence
became apparent by the mid-1800’s, and it is raregd today (Lader, 1991).
Codeine, a derivative of opium, appeared in 188wed by chloral hydrate in
1869 and paraldehyde in 1882 (Payk, 1994).

The first trade-marketed anxiolytic from a chemyisab was the
barbiturate Barbitol, synthesized by German cheminsfLl903 and marketed by
Bayer in 1904 under the trade name “Veronal”. Was followed by
phenobarbital (“Luminal”) in 1912 and amobarbitalli923 (Lader, 1991). Well
over a thousand barbiturate compounds were syatoisand about 50 were
brought to the market, but significant issues watkicity and dependence made
the need for safer sedative formulations appateaddr, 1991).

In 1929, Gordon Alles, a biochemist working onaegestants, developed
a new compound, beta-phenyl-isopropylamine, whaoheto be known as

amphetamine. A base form of the compound was pdtdnt the pharmaceutical



firm Smith, Kline and French (SKF) in 1933 and thiealer form was sold over-
the-counter for the next 15 yea(Rasmussen, 2008). SKF soon found other uses
for the new drug, however, and in 1937 receiveddmerican Medical

Association (AMA) seal of approval for a tablet#foof amphetamine called
Benzedrine Sulfate for treatment of narcolepsykiRaonism, and minor
depression (Rasmussen, 2008).

According to Rasmussen, SKF recruited a champioth®product in
Harvard neurologist and psychiatrist Abraham Myersathor of the then-
popular bookWVhen Life Loses Its Zestho reasoned that since depression is
expressed by a lack of energy, enthusiasm and-fetrusther words,
anhedoniad—the adrenergic stimulation of amphetamine woul Iperfect
antidote and mood elevator. SKF used Myerson’stagjounn, medical backing and
logical reasoning to launch an advertising camp#ogithe new drug aimed at
general practitioners (GPs).

Full page SKF advertisements for Benzedrine SuHipfgeared in medical
journals during the 1940’s promised “a non-narcdtieg capable of alleviating
depression”, patients feeling “better than wellddmmediate results: favourable,
in some instances spectacular.” Sales of Benze&utfate tablets grew steadily
(Rasmussen, 2006).

In the late 1950's, after their patent for BenzediSulphate ran out, SKF

introduced a new antidepressant, Dexamyl, whichagasposed of

* In 1938 the U.S. Congress initiated regulatioruitag drugs be tested for safety, but it wasn’t
until 1951, after the passing of the Durham-Humphkemendment, that potentially dangerous
formulations required a doctor’s prescription ratthen patients being allowed unrestricted access,
a move which gave physicians a very privileged @lacsociety (Whitaker, 2010, pp. 55-56)

> Myerson revived and reinterpreted this obscureteienth-century term meaning literally “lack
of pleasure”, rescuing it from obscurity, and breed the previously more narrow definition of
depression from the formerly used “neurastheniaheurotic disorder, and paving the way for
increased sales to a broadening market. (Rasmuz3e®)

10



dextroamphetamine and the barbiturate amobartitahs promoted as a product
to quell anxiety without drowsiness, and also asnaedy for weight loss which
would not only lessen the appetite but also tieattmotional causes of
overeating. The amphetamine market continued tamekpreaching a peak in the
1960’s when it was guesstimated that over 6% ofi8eand UK populations had
used an amphetamine product within a given six mpetiod (Rasmussen, 2008).

Meanwhile, meprobamate, developed by Frank Bengére 1950’s as a
muscle relaxant for laboratory animals, becamexaitieg new product for
anxiety, one that offered a sense of relaxatiohaut the sedation engendered by
the barbiturates. Berger coined a new term fodtiig: tranquilizer. It was
marketed under the trade names “Miltown” and “Edglidny Carter Products, and
became the first blockbuster psychotropic drug mefican history (Healy 2004).
In spite of its alarming dependence potentialpiitiues to remain popular in
some countries because of cost effectiveness (La€ed).

The development of the benzodiazepines, the mddamquilizers, began

with Leo Sternbach, a molecular chemist workingHoffmann-La Roche, a
chemical research company. One of the compoundgriteesized,
chlordiazepoxide, was found to have clinically sigant hypnotic and sedative
effects. In spite of dubious safety results wititiah (albeit limited) trials, it was
brought to the market in 1960, and that releasefalimsved by the still-popular
diazepam (Valium) in 1963 (Lader, 1991). A bevytfier “benzos” soon flooded
the market as patents for barbiturate productsethdaunching what came to be
known as the ZE)century “Age of Anxiety” (Lader, 1991). Heavilygmoted
with direct-to-consumer advertising in popular wersanagazines such dse

Ladies Home JournalndCosmopolitarand feature articles in news magazines

11



such aslime NewsweekandScience Digests a panacea for the suburban
frustration of modern housewifery, benzodiazepimessame known as “Mother’s
Little Helpers™® (Metzl, 2003). Freudian psychoanalysis, still teerously
popular in the 195@smight help identify problems, but Valium promistedfix
them. Reports of “improved sleep”, “frigid women.sp®nding more readily to
their husbands’ advances” and “calm in franticdiveaw sales soar, signifying
the beginning of the “biological revolution” in pdyiatry (Metzl, 2003).

In 1951, two new compounds, iproniazid and isoniagiere synthesized by
the pharmaceutical company Hoffman-La Roche fradtover WW 11 stockpiles
of hydrazine, a key component in German rocket famdl tested on tubercular
patients with gratifying results. By Easter 1§52 adlines proclaimed iproniazid
(in particular) a “TB wonder drug” (Sandler, 1990).

One unexpected side effect of iproniazid treatmeas a sense of euphoria
or hypomania that developed in some treated pati&#cognizing the potential
of the new drug as a possible treatment for dejgnesgsychiatrist Nathan Kline
and his colleagues trialled it with 20 long-termatitutionalized “probably
schizophrenic” patients and found it effective (bwer, Saunders, & Kline, 1958,
as reported by Sandler, 1990). Iproniazid wasitserhonoamine oxidase
inhibitor (MAQI). In spite of their propensity taase liver damage and what

became known as “the cheese reaction,” wherebynostmmption with fermented

® The Rolling Stones song “Mother’s Little Helpewiritten by Mick Jagger and Keith Richards,
was recorded in 1965. They sang:
“Kids are different today, | hear ev'ry mother say
Mother needs something today to calm her down
And though she's not really ill, there's a littiellpw pill
She goes running for the shelter of a motherle litelper
And it helps her on her way, gets her through hesytday”

" The biographysigmund Freud: Life and Wolly Ernest Jones made the US bestseller lists in
1955 (Metzl, 2003).

8 This was before clinical trials were required.

12



foods such as cheese or wine resulted in a suddkpaentially-fatal episode of
hypertension (Thase, Trivedi, & Rush, 1995), MA@kse widely prescribed for
depression during the 1950s and 1960s. Their udadd with the advent of

safer drugs and more frequent outpatient caredprassion, and they are rarely

prescribed today (Thase, Trivedi & Rush, 1995).

Modern antidepressants

The neologism “antidepressant” first appeareddB9lin theNew York
Times(Whitaker, 2010a, p. 60), about the same timéaditst tricyclic
antidepressants (TCAs) came on the market. Imiprena histamine-type drug
with a 3-ring chemical structure (hence “tricyclicivas developed by psychiatrist
Roland Kuhn for the Swiss pharmaceutical firm Gefgpsitive results from his
trial with 40 depressed patients were publishetd7 (Kuhn, 1970). In
retrospect, according to Moncrieff (2008), it segrussible that the
“improvement”, the agitation and euphoria experezhby Kuhn'’s patients that he
identified as proof of depression remission, mayehaeen due, at least in part, to
the sudden withdrawal of the chlorpromazine they pr@viously been taking, but
the idea that a drug such as imipramine could sevardepressive episode leant
support to the budding concept of depression asladical disease and laid the
groundwork for the development of the modern aptidssant market (Moncrieff,
2008).

Geigy, unable to recognize a significant marketaioanti-depressive
product at that time, saw little reason to actiya@gmote imipramine (Healy,
2004) but a year later, the chemical company Mapgkoached Frank Ayd,

Nathan Kline (the developer of iproniazid), andesaV of their colleagues and

13



asked them to examine amitriptyline, another chahuompound based on a
tricyclic chemical structure, for possible treatmehschizophrenia or depression
(Healy, 1997, pp 74-75). When the depression tpedsed positive, Merck filed a
patent for amitriptyline specifically as a treatrhtar depression in 1961 (Healy,
1997, p 75). Meanwhile, Frank Ayd wrote a booletitRecognizing the
Depressed Patienand Merck commissioned fifty thousand copiesdistribution
to psychiatrists and physicians in areas wher@aéwedrug was being actively
promoted. Amitriptyline quickly became the bedtisg antidepressant (Healy,
2004), and it remains the best-selling TCA toda@A$ like imipramine and
amitriptyline are sometimes referred to as “firetigration antidepressants;”
(Julien, 2001).

To discover how to make better antidepressantsarelers needed to
understand why existing ones seemed to work. Whatitthe pills were
changing? The identification of neurotransmittetgemicals that transmit
information between brain cell synapses, promptedcamine theories of
depression. In the 1960’s American Joseph Schildkrdroduced the
catecholamin® hypothesis which proposed that depression wasleped with a
deficit of monoamines, most specifically norepinepd, based on observations
that drugs such as reserpine, which depletes atidates production of

norepinephrin¥, produces sedation and depresSiomhereas drugs such as

° During the TCA-dominated era, the term “secondegation antidepressants” referred to a
second wave of TCAs (after imipramine and amitlipg) The more modern definition of “second
generation antidepressants” refers to the atypictidlepressants referred to later in this chapter,
sometimes including the SSRIs in that category {{€amer, et al., 2008).

10 Catecholamines function both as hormones and @®imansmitters. The most common
catecholamines in humans are epinephrine (adr@natrepinephrine (noradrenalin) and
dopamine (Catecholamine, 2010).

1 Both reserpine and imapramine were identifiedaspinephrine reuptake inhibitors in papers
at the time (e.g., Hertting, Axelrod & Whitby, 196but Shildkraut indicated no awareness of this.
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imapramine and the MAOIs increased brain levelsavépinephrine and in doing
so stimulated activity and uplifted mood (Schildkr& Kety, 1967).

Around the same time in the UK, George Ashcroftibiowered levels of
brain serotonin in the spinal fluid of depressetigmés and cadavers of suicides in
1960 and hypothesized that depression might beeddugslow levels of the
neurotransmitter serotonin, a theory he rescind#adwing further studies in 1970
(Ashcroft & Healy, 2000).

Either hypothesis was a boon to the pharmaceutidabktry because it
suggested that depression could be approachethadiaal condition or illness
with a biological cause, and therefore medicationa be developed to treat it. If
depression was caused by low levels of key amin€ls &s norepinephrine or
serotonin, and new antidepressants could be shovanget this low level, the
prospects for marketing would be enormous. Fortyyen, the chemical
imbalance theory of depression, and the suggestairdepression results from
deficiencies of any monoamine neurotransmittersaresnwidely reported but
unsupported by any scientific evidence (Leventh@&onuccio, 2009; Watters,
2010, pp. 234-235).

The TCAs dominated the antidepressant drug mankek the mid-1980s
when the first Selective Serotonin Reuptake Inbisit(SSRIs) were developed.

Table 1 shows the most commonly prescribed antedsants in the US in 2007.

12 |nterestingly, in 1955, in the first modern cliai@rug trial, Michael Shepherd compared
reserpine to placebo in a group of depressive matend demonstrated an antidepressant action
superior to any drug available at that time, buigdtompany Ciba did not recognize a market for
such a product and chose to market the drug asralegtic instead (Healy, 2004). It seems
unlikely that Schildkraut was unaware of this stulybsequent studies have shown that only
around 6% of patients given reserpine develop dspoe (Irving, 2010a, p. 88)
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Table 1. Most commonly prescribed antidepressant drugs based on number of
prescriptions in the US, 2007 (Drug Topics, 2008) and their US FDA approved
indications. Approved indications for each drug in the USA is based on information from
www.FDA.gov; each drug has its own prescribing information pages. Indications may vary
in other countries. Plasma half-life figures from Nierenberg et al., 2008 and FDA
prescribing information pages.

Drug Brand Class 2007 US FDA Approved Plasma
Names Prescriptions Indications Elimination
Half Life
(approx.)
Sertraline Zoloft SSRI 29,652,000 MDD, OCD, Panic 26 hours
Disorder, PTSD, PMDD,
SAD
Escitalopram  Lexapro, SSRI 27,023,000 MDD, GAD 27-32 hours
Cipralex
Fluoxetine Prozac, SSRI 22,266,000 MDD, OCD, Bulimia 4-6 days
Serafem Nervosa, Panic Disorder.
Also in combination with
the antipsychotic
olanzapine for bipolar |
and treatment-resistant
depression. Sarafem for
PMDD.
Bupropion Wellbutrin, NDRI 20,625,000 MDD, Seasonal Affective 21 hours
Budeprion, Disorder, Zyban for
Zyban smoking cessation.
Paroxetine Paxil, SSRI 18,141,000 MDD, OCD, Panic 21 hours
Seroxat, Disorder, SAD, GAD,
Aropax, PTSD
Loxamine,
Pexeva
Venlafaxine  Effexor SNRI' 17,200,000 MDD, SAD, GAD, Panic 5 hours
Disorder
Citalopram  Celexa, SSRI 16,246,000 Depression 35 hours
Cipramil
Trazodone Desyrel TeCA 15,473,000 Depression 3-6 hours
Amitriptyline  Elavil TCA 13,462,000 Depression 10-50 hours
(average 15)
Duloxetine Cymbalta SNRI 12,551,000 MDD, GAD, pain 12 hours
management from
fibromyalgia
Mirtazapine ~ Remeron TeCA 5,129,000 Depression 20-40 hours
Nortriptyline ~ Pamelor TCA 3,105,000 Depression 1-4 days
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Doxepin Adapine, TCA 2,072,000 Depression, Anxiety 8-24 hours
Deptran,
Sinequan

Imipramine  Tofranil TCA 1,524,000 Depression 9-20 hours

MDD-Maijor Depressive Disorder; OCD-Obsessive Compulsive Disorder; PTSD-Post-traumatic Stress
Disorder, PMDD-Premenstrual Dysphoric Disorder, SAD-Social Anxiety Disorder, GAD-Generalized
Anxiety Disorder

SSRI-Selective Serotonin Reuptake Inhibitor; NDRI-Norepinephrine Dopamine Reuptake Inhibitor;
SNRI-Serotonin Norepinephrine Reuptake Inhibitior; TCA-Tricyclic Antidepressant; TeCA-Tetracylic
Antidepressant

Whereas the TCAs and MAOIs were discovered motessrby accident,
the SSRIs were deliberate creations. Schildkral@85 catecholamine theory
pointed to inhibition of norepinephrine as the esis¢émodusoperandiof
antidepressant drug function, but Swedish researstved Carlsson proposed
that antidepressant compounds that would act sedgcon the serotonin system
might be as effective as the TCAs and have fewdsr sifects (Healy, 2004). In
1978, he trialled two new compounds, zimelidine emt@opram, identified as
“selective 5-HT° reuptake inhibitors,” in rats (Carlsson & Lindayi$978), and
human trials soon followed. Zimelidine was launcbetb the European market
as Zelmid in 1982, becoming the world’s first comangly available SSRI, but
was removed shortly thereafter following repontkiing it to development of the
paralyzing neurological disease Guillain Barré sgntk, liver damage, and
suicidal ideation (Healy, 2004, pp 18-19; Shor2®09, pp 173-174). Citalopram
was not made commercially available until 1989 imdpe and 1998 in the U.S.
(Shorter, 2009, p. 174).

In Let Them Eat Proza®avid Healy (2004, pp 30-39) tells the storylod t
development of the first SSRI blockbuster drug,zBoo(fluoxetine), summarized

here. Adapted from the antihistamine diphenhydran(irade name Benadryl) by

135.HT, or 5-hydroxytryptamine is serotonin (MedTe;rd003a)
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researchers in the Eli Lilly laboratories in th&/@8, the new product did not
block the sedative action of reserpine as othedaptessants did, but it did
stimulate aggression in rats, which suggesteddtdoene “activating” properties.
Lilly was keen to develop a new antidepressanépdece their best-selling TCA
nortriptyline, marketed under the trade name Pambid the new drug did not
show efficacy for use with severe depression, cgudistress and agitation in
patients, nor did it work for schizophrenia, paghef, hypertension or obesity.
Finally, adjuncted with benzodiazepines to quelljsats’ ensuing agitation, it
was trialled with a group of five mildly depressadividuals (Breggin, 2008, pp
247-248). All five responded positivefy It was a small success, but enough to
initiate the launch of the next blockbuster drugély, 2004).

Prozac underwent numerous clinical trials overmtéxet few years, enough
of which yielded results adequate (but just barilyFDA approval® in 1987.
The marketing team launched the drug with muchafi@nénto the American
market in 1988 under a one-pill-a-day-fits-everybaener in an attempt to
expand beyond the psychiatric prescribing markettine much larger sales arena
of general practitioners. Promoted as “a breaktiinadrug in the treatment of
depression”, Prozac made the coveNefvsweeln 1990 (Wong, Bymaster &
Engleman, 1995). Ironically, it took six more yetosthe drug to pass German
regulators for use there, one regulator noting “Sering the benefit and the risk,

we think this preparation totally unsuitable foe tineatment of depression.”

4 They likely were responding, at least in parth® benzodiazepine (Healy, 2004, p 44).

1> The US FDA requires lodgement of two trials denti@iig superiority to placebo; data from
unsuccessful trials need not be lodged (Medawarddta & Herzheimer, 2004). Of Lilly’s three
submitted placebo-controlled trials for fluoxetimae showed no effect, one showed a very small
superiority over placebo but inferiority to the T@Aipramine, and the third showed efficacy but
had only 11 completers of the 4-week trial (He@ly04, p. 35). Furthermore, Lilly trial subjects
who experienced drug-induced agitation were coepitesd benzodiazapines during the trials,
although this was not reported in published reg@teggin, 2008, pp. 247-248).
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(internal Eli Lilly communication reported in Heal8004, p. 39). Nevertheless,
Prozac proved enormously popular, with sales fat time drug alone accounting
for 30% of Eli Lilly's company profits (McLean, 2@. Although the patent for
the drug expired in 2001, generic fluoxetine remmampopular antidepressant drug
choice for many today.

Five other SSRIs have joined fluoxetine on the UBket: fluvoxamine,
citalopram, paroxetine, sertraline, and escitalopoxalate (Table 1, p. 16).
Touted as safer than the TCAs because of lowercéogic reactions in overdose,
and safer than the MAOIs with their liver toxicapd “cheese reaction”, easy for
general practitioners to prescribe, and applicadbbn ever-growing list of
applications, both on- and off-label, SSRIs havenated the antidepressant
market for two decades.

The TCAs, MAOIs, and SSRIs all work in differenays, but provide
similar antidepressant actions (Leventhal & Antanoc2009). Clearly, no one
theory or chemical structure has proved fundamdatan understanding of how
antidepressants work, although all of these pradappear to cause an alteration
of the neurotransmitter system to achieve effeetefal other drugs with slightly
different mechanisms, known collectively as atypargtidepressants, are also
currently prescribed.

Modern dual-action drugs that affect the reuptaieoth serotonin and
norepinephrine (SNRIs) include duloxetine, nefaz@jdrazodone, venlafaxine
and desvenlafaxine. SNRIs are thought to be effetiecause of serotonin’s
moderating effect on mood and norepinephrine’stpwaseffect on drive and
energy levels (Hindmarch, 2001). Eli Lilly broughiloxetine to the market under

the brand name Cymbalta in 2004 after agreeindot& Fequirements to indicate
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clearly on the label the drug’s propensity for fidamage (Eisenberg, 2005).
Liver damage is also an issue for nefazodone,rfiegtketed by Bristol-Meyers
Squibb in 1994 under the trade name Serzone; \&ageuneric versions are now
available (Galson, 2004). Nefazodone inhibits raketof serotonin and
norepinephrine and selectively blocks the 5;kfeceptor; it is considered
particularly useful where insomnia is comorbid wdpression (Julien, 2001, p
301; Papacostas & Fava, 2007;). Venlafaxine, intced by Wyeth in 1993 under
the trade names Efexor and Effexor, inhibits thgptake of dopamine to some
extent as well as serotonin and norepinephrinedidarch, 2001; Julien, 2001, pp
294-295). Wyeth added desvenlafaxine, synthesized the active metabolite in
venlafaxine, to their product line in 2008 undex brand name Pristiq for
treatment of major depressive disorder (MDD) andopausal symptoms
(Medinews.direct, 2008). Clomipramine, first deyedd by Giegy in the 1960s
and marketed as Anafranil, is structurally a TC&¢ functions as an SNRI; it is
used primarily for treatment of obsessive compelslisorder (OCD) but also
depression and phobic disorders (Julien, 2001 4p. 29

The tetracyclic mirtazapine was brought to the ratnk 1994 by Organon
International under the trade name Remeron. Novwobpatent, there are many
generic version of the drug. It does not act asuptake inhibitor like the SSRIs
or TCAs but instead works as an antagonist of noeghrine and serotonin
autoreceptors and blocker of histamine receptaige@l 2001, pp 301-302).

Trazodone (trade name Desyrel), also a tetracyaities not significantly
block the reuptake of serotonin or norepinephimng,appears to down-regulate

some of the serotonin receptors (Julien, 20019B).4t was approved for
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treatment of depression by the FDA in 1981, andxdanded-release formula was
approved in 2010 (Waknine, 2010).

Bupropion, patented by GlaxoSmith Kline, was apptbfor use as an
antidepressant by the FDA in 1985 under the trasheenWellbutrin, and as a
tablet for smoking cessation and nicotine additroh997 under the brand name
Zyban (FDA, 2009a). Now available in generic fortselectively inhibits
dopamine and norepinephrine reuptake and is ainic@ntagonist, but does not
appear to affect serotonin (Julien, 2001, pp 298-Zemmer, Martin, & Damaj,
2000).

Quetiapine (trade name Seroquel), is an antipsichamarily used for
treatment of schizophrenia and bipolar disordenalt recently been approved by
the US FDA as an adjunctive medication for use étients diagnosed with
major depressive disorder who are already takiroghem antidepressant
(AstraZenica, 2010). Lithium, a mood-stabilizer apjed by the US FDA in 1970
for treatment of mania and bipolar disorders, $® @ometimes co-prescribed with
antidepressants for treatment-resistant patierdaaéB& Dopfmer, 1999).

Several other drugs have come and gone, overtakeralket conditions or
safety concerns. What does seem clear is thatuglthmany antidepressants
interact with the serotonin (or cholinergic) systenpoint pharmaceutical
companies often reiterate, there are no studiestuav depression caused by any
sort of deficiency or malfunction in those systgiracross & Leo, 2005). In spite
of the inability to induce depression via serototépletion, or to alleviate
depression through increased serotonin, the loat@ain-causes-depression

concept has become such an integral cornerstomedéict marketing for modern

21



antidepressants (Lacrosse & Leo, 2005) that it sesdmost sacrilegious to
guestion it (Kresser, 2009).

Given that every drug and drug combination hasé#me, relatively small
general effect as any other, with no stand-outqoerérs (Leventhal &
Antonuccio, 2009), Kirsch (2010a) hypothesized #rat positive anti-depressive
action perceived as a result of these various at@ragents is simply a product of

their role as active placebos.
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Chapter 3
Antidepressant Side Effects, Long-term Use, Ofeldlse,
Compliance, and Dependency
When you make a medicine, you are trying to disthupfundamental
biological process. That's a pretty profound changeu can’t do that
without producing some unwanted effects.
Patrick Vallance, Head of Drug Discovery, GSK (2010
If antidepressants were merely placebos with matnee effect, and if
people found they worked to alleviate depressiahanxiety, there would not be

a problem with their use. Unfortunately, antidepegds often produce a range of

unpleasant side effects and, for some users, skefidrug dependency.

Side Effects

Up to 70% of patients discontinue their antidepagas before their
prescribing physician believes they should, 28%withe first month. The most
common reason given for premature discontinuadimihersome side effects
(Khawam, Laurencic, & Malone, 2006). In clinicahts, dropout rates varied
between 7% and 44% for the TCAs, and 7% and 23%&6ESRIs (Khawam et
al., 2006).

The TCAs were originally tested as neurolepticsl simre some of the
same side effects due to suppression of the chigimsystem (Breggin, 1991).
According to Breggin (1991) and Khawam et al. (20@6mmon side effects
reported by patients prescribed TCAs include btlixision, dry mouth, urinary

retention, constipation, sleep disturbances, weigi, lowered blood pressure,
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impaired cardiac function and cardiac arrhythmsaslation, lethargy, anxiety,
sexual side effects and emotional blunting. Becafisieeir cardiac effect, the
TCAs are particularly dangerous when taken in oesedor when combined with
other drugs that suppress the central nervousmeysieh as sleeping pills,
tranquillizers, some analgesics, and alcohol (Bred91). It is this cardiac
danger and somewhat greater side effect profilehtnae made the TCAs, which
demonstrate otherwise similar levels of efficacyhi® SSRIs (Anderson, 2000),
less attractive prescribing options.

According to Khawam et al. (2006), the SSRIs selebt block serotonin
reuptake, at least in theory, with citalopram axcitalopram demonstrating the
most selective effect. Paroxetine, like the TCAslso anticholinergic, while
fluoxetine and sertraline also inhibit norepinepbrreuptake, and sertraline
weakly inhibits dopamine reuptake. All of the SSRie metabolized in the liver,
where they inhibit the hepatic enzymes that breakrdother drugs, leading to a
possibly toxic increase in a variety of co-presedlarugs (Khawam et al., 2006).
SSRIs should not be combined with other serotonimacing drugs, including
most other antidepressants, or blood thinners asaharfarin or aspirin (Khawam
et al, 2006). Iltemized drug reactions can be faumdhanufacturer-supplied
patient leaflet sheets for specific drugs, mostbich are available on the internet.

Eighty-six percent of SSRI patients reported asti@ae troublesome side
effect in telephone interviews conducted 75-105sd#ter initiation of an SSRI
prescription, a figure significantly underestimabgdphysicians surveyed (Hu et
al, 2004). Zimmerman et al. (2010) found patieefsorted 20 times more side
effects when responding to a checklist than wheit tispensing psychiatrists had

noted in their records. The most commonly reposidd effect of the SSRIs is
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sexual dysfunction, which presents as delayed kgaon, anorgasmia, and
decreased libido in as many as 60-73% of patiemgsrding to Khawam et al
(2006) and Bahrick & Harris (2009). They reporstban impact negatively on
patient recovery and well-being by increasing atyx@éd destabilizing intimate
relationships, yet prescribers often neglect toulis these issues with their
patients. Furthermore, the sexual dysfunction ditegers long after treatment has
ceased, a point extolled by the pharmaceuticalsttgdwvho advocate [off-label]
SSRI treatment for premature ejaculation as hatarigsting post-treatment
effect” (Bahrick & Harris, 2009). Antonuccio (2008ised a subsidiary issue
regarding the prescribing of SSRIs and SNRIs ttdodm and adolescents, voicing
a concern that the drugs may alter pubertal dewesop.

Nausea and diarrohea are also common side effldatsanorexia as a
result of nausea and appetite suppression thateam early in treatment lead
early clinical trial evaluators to speculate onva&ie of SSRIs for weight loss;
with time, however, weight gain becomes a commda sifect of SSRI treatment,
possibly due to desensitization of serotonin remsptesponsible for appetite
control (Khawam et al., 2006). Long-term use ofdepressants with subsequent
weight gain is associated with an increased righiabetes (Andersohn, Schade,
Suissa, & Garbe, 2009).

SSRIs also negatively impact the central nervossesy, resulting in
increased anxiety, insomnia, nightmares, and seu&ir about 25% of users
(Khawam et al., 2006), hence Eli Lilly’s decisiando-prescribe Prozac with
benzodiazapines in clinical trials. Akathisia, & s inner agitation that can range
from uncomfortable to torturous, affects up to 26PHluoxetine users, with lesser

rates for the other SSRIs (Breggin,2003/2004) amdresult in irritability,
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violence and suicidality (Healy, Herxheimer & Mesk@006). SSRIs also inhibit
blood platelet function which can cause prolongle@ding and gastrointestinal
bleeding (Khawam et al, 2006). Serotonin playgaitant role in lens
transparency, and recent studies have linked SS&iaithe development of
cataracts, with fluvoxamine, venlafaxine, and patme demonstrating the
highest risk (Etminan, Mikelberg, & Brophy, 2018Jthough some research has
suggested SSRIs might be useful for treating alicsing Swift, 1999), or the
depression that is often concurrent with alcohol{Bettinati, 2004), anecdotal
reports from forum websites such as www.paxilpregrarg support Breggin’s
(2008, p. 112) claim that antidepressants can ciaviee people to increase their
alcohol consumption as a method of calming drugtced anxiety and over-
stimulation.

Not all side effects are physical. In a qualitatstedy utilizing interviews
and examination of internet postings, Price, Calg G@oodwin (2009) identified
eight key emotional themes reported by SSRI uskygieneral reduction of
emotional intensity; 2) reduced intensity and frergey of positive emotions; 3)
reduced intensity of negative emotions; 4) emotidisconnection with people
and events; 5) general feelings of indifferenceaxls things and people that used
to matter; 6) altered personality, which persistedn after medication was
discontinued; 7) short-term positive but long-teregative impact on everyday
life in terms of responsibilities, relationshipsgativity, and decision-making; and
8) emotions affected by dose and adherence: a Heasiseho you are becomes
controlled by a pill.

Regarding the atypical antidepressants Khawam €2@06) report the

most common side effects for venlafaxine are naudizainess, insomnia,
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somnolence, dry mouth, sexual dysfunction, and Hgpsion. Mirtazapine causes
sedation and weight gain, and may affect the li&ziness, dry mouth,
constipation, and disturbing dreams have also begorted. Bupropion can cause
increased irritability and agitation as well asomsia, headache, tremors, and
nausea, and carries a small risk of seizure.nbigecommended for patients who
are heavy users of alcohol, who have liver or kyddisease, or who have a
history of seizures. Duloxetine is associated wahsea, dry mouth, constipation,
fatigue, sweating, and increased blood pressusaigbdysfunction is less
common with duloxetine than with the SSRIs.

Many countries have a body which records reportaiallysfrom
physicians—of adverse drug reactions. In the US,MedWatch, a branch of the
FDA; in the UK it is the Medicines and Healthcarequcts Regulatory Agency
(MHRA); in New Zealand, it is the Centre for AdverReactions Monitoring
(CARM), a branch of MedSafe. In spite of having e World Health
Organization describes as “the highest numberaifdese reaction] reports
submitted per capita” which are “of the highestlgya it is estimated that only
10% of adverse reactions are reported in New ZddlsledSafe, 2009).

In 1999, Spigset analyzed the 1861 SSRI adverstioaa reported to the
Swedish Adverse Reactions Advisory Committee. Thetmommonly reported
adverse symptoms were neurological (22.4%), inalyigiaraesthesias (a burning
or prickling skin sensation), headache, dizzingssjor and seizures. There are
only slightly more commonly reported than psycheasiymptoms (19.5%) which
included anxiety, confusion, hallucinations, anstulibed sleep. Gastrointestinal
symptoms accounted for 18% of reports, consistimgarily of nausea, vomiting

and abdominal pain. Elevated liver enzyme levelseweported in 25 cases after
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long-term use. Dermatological reactions such dsesaaccounted for 11.4% of
reports, most made within a few weeks of the bagmof treatment. Fatigue and
weight gain were also commonly reported. Spigseeoled that the majority of

reported adverse reactions were in response tdatdaoses.

Off-label prescribing and contraindications

Antidepressants are sometimes prescribed “off Tabedaning they are
prescribed for indications for which they have beén approved or licensed,
prescribed to patients who have not been appraveeceive them, or prescribed
at dosage levels beyond approved levels. Accordirtifyans (2009),
pharmaceutical companies actively promote off-laggvekcribing, although doing
so is illegal, tossing off the court fines as pdrthe cost of doing business. Pfizer,
for example, has paid US$2.75 billion in fines déffrlabel drug promoting since
2004, just over 1% of the company’s revenue. Bexafisross-over advertising,
many doctors are unaware of which indications eseetl and approved for a drug,
and which are not (Evans, 2009). In the U.S., masillegal for a doctor to
prescribe medication off-label, nor is it compuistirat the patient be informed
that a prescribed drug is not approved for a pagrause, but the issue creates
ethical and liability conundrums (Wilkies & Joh2§08). In New Zealand, the
Medicines Act 1981 does require doctors to infoatignts if a medicine is being
prescribed for an unapproved use, and s/he isaibligo discuss the potential
risks and benefits of the medication with the pdt{®edSafe, 1998).

Examples of off-label prescribing of antidepressdat non-approved
conditions are the tricyclic amitriptyline for paielief or as a sleep aid (Mayhew,

2009), paroxetine and other SSRIs for prematur@iigton (Waldinger, 2007),
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and a variety of antidepressants for anxiety, sk, migraine headaches,
bulimia, anorexia nervosa, fibromyalgia, irritablewel syndrome, chronic fatigue
and attention deficit disorder (ADD) (Pomerantalet 2004; Leydon & Raine,
2006). It is also common for dose increases toeymid recommended
guidelines in the case of treatment-resistant ¢mmd, a strategy which may be
helpful with TCAS® and venlafaxine (Adli, Baethge, Heinz, LanglitzB&uer,
2005) but which has proved ineffective and likelycause significantly increased
side effects with the SSRIs (Adli et al, 2005; Rehal., 2006).

The most common type of off-label prescribing osowith paediatric
patients, elderly patients, pregnant patients,paieknts with contraindicated
disorders or medications. Although most clinicalls of antidepressants have
been conducted with adults, these medicationsfeea prescribed for children
and adolescents who are experiencing depressioD, 8@ other disorders
(Baldwin & Kosky, 2007). Twelve of the 15 SSRI padc trials submitted for
FDA approval failed to adequate show efficacy (\&kdér, 2010, p. 230). Only Eli
Lilly’s results from two short-term paediatric tisson Prozac with participants
aged over 8 years old demonstrated adequate gffosaar placebo to the FDA
(Lilly, 2006), making fluoxetine the only antidegsant approved for paediatric
treatment of depression and OCD in the US, althaughy critics suggest this is

more a tribute to clinical trial manipulation thma superior produtt No SSRI

% 1n contrast to Adli et al.’s findings, in a metaadysis of 41 TCA trials that evaluated dose levels
Furukawa, McGuire, and Barbui (2002), found TCAgémeral more effective at treating
depression and less likely to cause significare siflects when prescribed at levels below
recommended doses.

7 Earlier fluoxetine trials failed to show efficaiypaediatric groups. The two “successful”
studies involved extensive screening of participgmior to the trial for placebo response, and
exclusion of data from those who responded adwetkeing the trial from the final reported
results (Healy, 2006).
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antidepressants are approved for use with childredolescents in New Zealand
(Jessamine, 2008).

Although antidepressants are prescribed to childeeyoung as one year
old (Leslie, Newman, Chesney & Perrin, 2005), alnmaghing is known about
the long-term impact of antidepressant use on @mld motor, cognitive,
emotional, social, or sexual development (Wohlfatthl., 2009). Children and
adolescents are involuntary patients dependant wsedecision-making from
their parents and medical practitioners who musglvap the values of short
term efficacy with potential side effects and safssues when prescribing
antidepressants. In the TADS study of 439 depreadetkscents, March et al.,
(2004) compared placebo with fluoxetine alone, dbgnbehavioral therapy
(CBT) alone, and fluoxetine plus CBT. At 12 weetk&g combination treatment
was found most effective for depression; howeveBbyeeks, all three
treatments (excluding placebo) showed similar teg#lennard et al., 2009). The
authors acknowledged the study “was designed tamze the placebo
response,” and data on the placebo group was ken t&ter 12 weeks. Twenty-
four (5%) of the participants experienced a “swaeidlated adverse event” in the
first 12 weeks, although participants had beenspreened for suicidality. When
considering the safety of the four treatment coodg, Antonuccio (2008)
concluded CBT the best treatment choice, followgglacebo.

Fluoxetine is the only antidepressant drug apprdeedse with patients
over 65 years of age (Ables & Baughman, 2003). diderly may be as
vulnerable as the pediatric population to antidepaat side effects, given their
decreased blood-brain barrier protection, loweraietism, and decreased renal

clearance of chemical agents (Crumpacker, 2008)eftleeless, many patients
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over 65 take antidepressants. The daily use of S@&#hin the elderly population
is correlated with lower bone mineral density arifald increased incidence of
falls resulting in fractures over non-SSRI usergliRrds et al., 2007), while
TCAs can aggravate glaucoma, prostatic hyperplasidcoronary diseases
(McLeod, Ruang, Tamblyn & Gayton, 1997; Zellwegeale 2004). Because the
elderly are more likely to have concurrent headgues, co-prescription of drugs
which are contraindicated by antidepressants salssk.

Although no antidepressants are approved for usaglpregnancy or for
breast-feeding mothers, it is not uncommon for wonvbo are taking
antidepressants to become pregnant. A 20% increessedf pre-term births and
subsequent low birth weight is associated with lagpression and maternal
antidepressant use (Wisner et al., 2009), and &onaChoi, Einerson, and Koren
(2009) found a 3-fold increased risk of miscarriégg@ntaneous abortion) among
antidepressant-using mothers, yet the risk of amed or returning depressive
symptoms with drug discontinuation during pregnaiscgiso significant (Cohen
et al. 2006). Transfer of SSRIs and SNRIs acrasgldcenta is “substantial”
(Rampono et al, 2009) and a neonatal withdrawali®me has been associated
with maternal SSRI use, especially of paroxetirengs De-las-Cuevas, Kiuru,

Bate, & Edwards, 2005).

Long-term use

There is some controversy regarding the valuemj+term maintenance
on antidepressants. Psychiatric practice guidelieesmmend long-term
maintenance for patients with recurrent depressiserder (Holma, Holma,

Melartin & Isometsda, 2008) but primary physiciandglines for antidepressants,
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as reported in Petty et al. (2006), recommend wativel of antidepressant
treatment following six months of remission. Ingiree, many patients remain on
antidepressant treatment for much longer, an aeeva§.7 years (Petty et al.,
2006). Although intractable long-term distress rdaynand long-term treatment,
Petty et al. found patient use of antidepressamtslyp monitored by many health
practitioners, with patients without regular docunteel reviews of their
medication use tending to have the longest tredttimaes. In a literature review,
Fava and Offidani (2010) identified numerous stadiileking long-term use of
antidepressants with increased drug tolerance, megeent depressive episodes,
worsened long-term outcomes and exacerbated mamigtsms in bipolar
patients. Petty et al. (2006) and Fava and Offi¢ani0) found long-term

antidepressant use as maintenance therapy bothatie¢ and inappropriate.

Antidepressants, suicide, and violence
Suicidal ideation is not an adverse effect.
(Heiligenstein, a Lilly psychiatrist,
as quoted in Healy, 2004, p. 151,
from the Wesbecker deposition)
The use of antidepressants has been linked wittlences of suicide and
violence. According to Khawam et al. (2006) andn$tet al. (2009), following
the 2004 analysis of all FDA lodged short-term plaw-controlled antidepressant
trials which revealed a two-fold increase in repdrsuicidal thoughts and

behaviors in treatment groups over placebo in paaticipants under 25, no

significant difference in patients aged 26-65, andinor decrease in suicidal
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behaviors in those over 6%the FDA mandated a black box warning on all
antidepressants sold in the US advising patierdsdactors of the increased risk
of suicidal thoughts and behaviors, especially wétarting or stopping treatment
or changing dose levels. Although children and eslténts were specifically
mentioned in the 2004 warning, and young adulteué were added to the
warning in 2006, the black box currently states

“Patients of all ages who are started on antidegisas therapy

should be monitored appropriately and observededio®or clinical

worsening, suicidality, or unusual changes in betiawamilies and

caregivers should be advised of the need for adbservation and

communication with the prescriber.FDA, 2009b).

Since 1990, numerous case reports of patients al@nel “intense suicidal
preoccupation” and violent fantasies following adistiration of antidepressants,
especially SSRIs, have been recorded in the lusxgdBreggin, 2003/2004;
Breggin, 2008; Healy & Whitaker, 2003; Liebert & ¥&g, 2008). Over 3,500
cases of suicide and/or violence involving SSRésdmcumented online at
www.ssristories.com with links to relevant medipads. In court testimony,
Glenmullen (2007) accused pharmaceutical manufactelaxoSmithKline of

deliberately concealing the 8-fold increase in islailcacts that occurred with

paroxetine over placebo revealed in clinical tffaland confidential Eli Lilly files

18 Clinical trials were testing drugs primarily fdifieacy, and none were designed to test for
suicidality. Potentially suicidal participants wesereened out. Nevertheless, suicidality rates of
4% on treatment versus 2% on placebo were evidemt frials (Khawam et al., 2006). This high
placebo rate is due, at least in part, to trialepas “on placebo” actually being in a “washout”
phase after drug use (Healy, 2004, pp. 238-24lgnknNgher suicidality rates were “hidden” by
researchers who recoded “suicidal ideation” as feiggion” or “no response” or who removed the
suicidal participant from the study, a fact revddlepharmaceutical litigation (Breggin, 2004;
Whitaker, 2010, p. 286).

9 1n an examination of 1989 clinical trial data fmroxetine obtained from GlaxoSmithKline

under subpoena in 2007, Glenmullen found 7 complstécides, 5 of which occurred during drug
treatment or washout (withdrawal), and 40 attemptédides among treatment groups. He
accused GSK of hiding the suicide risk by allocgunicides and attempted suicides that occurred
during drug washout periods (withdrawal) to “plag&ln the trial results supplied to the US FDA.
Glenmullen’s report was made publicly availabldamuary 2008. GSK has paid out an average $2
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revealed a 1.6% incidence of hostility and 0.8%dence of self-injury in
fluoxetine clinical trials, figures first exposedrthg the much touted Joseph
Wesbecker murder/suicide tAa{Watkins, 2005). Although numerous analyses
of larger data groups (post-clinical trials) haseed to definitively establish
antidepressant causation, given the inherent fiskicidality in untreated
depressioft (Gunnell, Saperia, & Ashby, 2005), Healy and Wketa(2003)
regard it impossible to sustain a null hypothesismythe data.

Jick, Kaye and Jick (2004) examined medical recofd<$9,810
antidepressant users prescribed variously amitimetyTCA), fluoxetine (SSRI),
paroxetine (SSRI) and dothiepin (TCA) and foundsmgmificant difference in risk
of suicidal behaviors between the four drugs, aitfiothere was a non-significant
higher rate for paroxetine; their study did notorporate a comparative placebo
group. They identified non-fatal suicidal behavagr4 times more likely in the
first 9 days after the initial prescription, antirBes more likely in the first month
than it was 90 days after the initiation of treatind hey also reported a higher
risk for patients who had previously demonstratadidal behavior and those
who had been prescribed one or more antidepressatgrevious time, an
observation that was echoed by Tiihonen et al. 200

Tiihonen et al.’s Finnish study of death recordd haspital registers

examined data from 15,390 patients admitted toiteddpllowing suicide

million per settlement in around 150 suicide caaesd, $300,000 per settlement in around 300
attempted suicide cases (Feeley & Kelley, 2010).

2 Wesbecker killed eight people and then himselbfeing a brief course of Prozac; in the civil
suit brought against Eli Lilly, the prosecutionioh®d that the drug company was negligent in not
warning doctors and patients of the drug’s proggnsiinduce violent and suicidal acts. The drug
company settled just prior to the jury verdict fan astonishing sum of money”. (Healy, 2004).

L The risk of suicide with depression is often quads a lifetime risk of 15%, a potentially
misleading figure based on data from hospitalizatiepts diagnosed with melancholic depression
in the 1970s, not those being treated as outpati®nprimary care physicians as are most users of
modern antidepressants (Healy & Whitaker, 2003;08iet al., 2006; Healy, 2004, p. 98).
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attempts and found a significantly increased ris& severe suicide attempt
among antidepressant users compared to non-uses Jdwver overall completed
suicide rate. A lower overall mortality rate for BlSusers was attributed primarily
to a decrease in cardiovascular-related deathsatrgtoup. In their study, no
significant difference in suicide risk was obserbetween drug classes (e.g,
TCAs, SSRIs, atypicals), but the specific drugsla®xine and paroxetine were
associated with the highest mortality rates andsuabllevels of violence.

In a similar study, Simon, Savarino, OperskalskiV&ng (2006)
examined computerized medical records of 65,10@mattreated with
antidepressants and found 31 completed suicideZ@sdrious suicide attempts
during the first six months of treatment within tipatient group, yielding an
overall risk rate of roughly one in 3000 for contplitsuicide and one in 1000 for
serious attempt. The group at highest risk of deiend suicide attempt was less
than 18 years of age, showing a risk level fouesras high as that seen in adults
in the sample. The highest risk period for suidgidéhe group, however, was
during the month preceding initiation of treatmeagbably because a serious
suicide attempt is likely to prompt drug treatméittey did not find any
difference in suicide risk between prescribed drugs

Studies examining general population suicide siegisvith population
antidepressant use often find that as antidepreasargoes up, overall suicide
rates go down. In a summary of international s@cates and antidepressant use,
Gibbons, Hur, Bhaumik, and Mann (2005) reporte@@ehse in suicide rates
with increased antidepressant use in the U.S., ofdstirope, Australia, and
Scandinavia, but the opposite effect in Japan eslamd. Their analysis of US

health statistics revealed a decrease in compéetieties with SSRI and atypical
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prescriptions, but TCAs were associated with areia®ed suicide rate. In a later
study, Gibbons et al. (2007) analyzed data from&&bveterans diagnosed with
depression and compared suicide attempt rates éetihiese treated with SSRIs,
TCAs, atypicals and those who received no treatraeall and found lower

suicide attempt rates among veterans treated wttepressants in general, and a
significant protective factor with SSRI use inadlult age groups with 346 suicide
attempts per 100,000 with SSRIs compared to 106Z7@#000 for those not
treated with SSRIs.

In contrast, in a sample of 57,361 New Zealandepé&iwho received
prescriptions for antidepressants, Didham, McCbnB&ir and Reith (2005)
found “significantly increased incidence ratesgelf harm with SSRIs as a group
compared with TCAs”, and little difference betwdbha SSRIs, but oddly
concluded that self-harm and suicidal ideation vggeater risk factors for suicide
than antidepressant use.

In summary, it appears that SSRI use seems terlthe risk of
completed suicide in large sample populationsdouing the first few weeks or
months of a new SSRI prescription, the risk of slaicideation, self harm, and
serious suicide attempts is significant (Hall & kec2006). TCAs may or may

not increase suicide risk, but do not seem to fegse

Compliance

In spite of this cornucopia of drug-induced sidieets and complications,
concerns about compliance are pervasive amongriiress(e.g., Aikens, Nease,
& Klinkman, 2008; Akerblad, Bengtsson, Holgersskinprring, & Ekselius, 2008;

Malpass et al., 2009). Liebert (2006, pp 61-6&nviewed several health
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professionals in New Zealand who expressed conedrmist antidepressant
compliance. They explained how they modified themguage and delivery of
information to patients to deliberately play dowrtidepressant side effects and
risks and enhance possible benefits, stating st awareness of risks created
a barrier to treatment. Many highlighted the riesksot taking antidepressant
medication: “Look, depression’s a terminal ilineds’ her analysis, she found
some who utilized their position of trusted authoto induce compliance while
others saw compliance as a control issue. Whitatiteg the importance of
compliance, Malpass et al. (2009) acknowledge‘t@mnpliance with medication
is not a meaningful concept from the patient’s pecsive.” Although analysis of
American healthcare insurance claims showed afgignt correlation between
antidepressant compliance and higher medicatiots,cos significant difference
on other healthcare costs between compliant anecaopliant depressed patients
was shown (Birnbaum et al., 2009), suggestingdhttiepressant-compliant
patients are not significantly healthier (or sigkwan non-compliant patients, but

they—or their insurance companies—may be more bpibcket.

Antidepressant withdrawal and drug dependency

Antidepressant withdrawal symptoms were first reggbwith the TCA
imapramine more than fifty years ago, and are comwith all antidepressants
(Haddad, 2005). Up to 80% of patients taking apiiytine (TCA) report
withdrawal symptoms, and 100% report withdrawal giems with imapramine
(TCA) (Haddad, 2005; Haddad & Anderson, 2007). Bi&RIs are somewhat less

likely to generate withdrawal symptoms upon dispardgtion (Haddad, 2005).
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A gradual reduction in antidepressant dose is recentded to reduce
symptom severity (Glenmullen, 2005; Shatzberg.ef806). In most cases,
withdrawal symptoms are mild and self-resolvingalpeg 7-10 days after a dose
drop and disappearing within 2-3 weeks (Glenmulk&95, p. 41; Haddad &
Anderson, 2007; Fava & Offidani, 2010). If a seviexaction occurs, experts
advise the previous dose be resumed, which quroktigates symptoms, and a
more gradual taper be undertaken (Schatzberg, &04816). Some doctors switch
patients from short plasma-life agents to longlif®xetine to create a more
gradual withdrawal experience, although success natilizing this technique are
unknown (Haddad & Anderson, 2007).

Common TCA withdrawal symptoms include abdominahpdiarrhoea,
nausea, vomiting, headache, fatigue, weaknessa gederal sense of malaise
(Rosenbaum, Fava, Hoog, Ascroft, & Krebs, 1998a handomized clinical trial
sponsored by Eli Lilly which employed a 5-8 day digublind placebo
substitution in patients’ maintenance SSRI ther&nsenbaum et al. (1998)
found 60% of sertraline patients (n=63) reportethdrawal symptoms on a
Discontinuation Emergent Signs and Symptoms (DEB8¢Klist, as did 66% of
paroxetine patients (n =59). In contrast, only 1@@patients on fluoxetirfé (n =
63) reported symptoms, a result which the authaggest may reflect fluoxetine’s
long plasma half life of up to 6 days, as compaceskrtraline (26 hours) and
paroxetine (10-21 hours) (Rosenbaum et al., 1928)a, Mulroy, Alpert,
Nierenberg and Rosenbaum (1997) reported a 78%eance of reported

withdrawal symptoms three days following the didoamation of the SNRI

% This was a positive marketing result for Eli Ljlisho could use the trial as promotional
evidence of Prozac’s unusually low withdrawal etfigarofile.
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venlafaxine, which has an even shorter half-lit& (gours). (See Table 1, p. 16,
for a list of drug plasma half lives).

Withdrawal symptoms reported in Rosenbaum’s SSRRiystin order of
report frequency, were worsened mood, irritabildgitation, dizziness, confusion,
headache, nervousness, crying, fatigue, emotiabdity”>, trouble sleeping,
abnormal dreams, anger, nausea, amnesia, swedgingr,sonalization, muscle
aches, unsteady gait, panic attacks, sore eyeshaoka, shaking, muscle tension,
and chills. A third of paroxetine and sertralingigts experienced depressive
symptoms at a level of a major depressive episadagithe placebo period.
Three of the paroxetine patients pulled out ofgtuely during the placebo period
due to severity of withdrawal effects.

In a similar study (double blind placebo interfaptof SSRI maintenance
therapy), Michelson et al. (2000) revealed the nsostmonly reported
withdrawal symptom across all drug agents was déss or vertigo, and the most
severe withdrawal symptom response was associategaroxetine: paroxetine
patients experiencing statistically significant eemed severity of nausea,
disturbing dreams, fatigue, irritability, unstalbi@ods, difficulty concentrating,
muscle aches, sleep disorders, agitation, andhdiear, they also experienced a
statistically significant increase in standing lieate during the placebo period. In
addition, paroxetine patients reported significdetierioration in social and
workplace interactions, while some sertraline pasieeported minor deterioration
in social function, and fluoxetine patients repdn® change in social function
during the placebo portion of the trial. Supportlgsenbaum et al. (1998), the

authors found a statistically significant corredatbetween plasma half of the

% Emotional lability refers to extreme and often @mageable emotions or dramatic swings of
emotion. In some clinical trials, suicidality wasded as emotional lability (Healy, 2006).
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drug agent and severity of withdrawal responsepbaerved that plasma half life
did not correlate with any particular symptoms, &mther observed that plasma
concentration of the drug may not accurately rétbeain exposure, a reminder
that psychotropic drugs affect the whole organism.

Glenmullen (2005, p. 205) created a withdrawal gtgmm checklist for
patients which included several items not asses#tédhe DESS such as
hallucinations, self-harm, suicidal thoughts, sigcattempts, homicidal urges,
tinnitus, electric “zap” like brain sensations, nbas in appetite, abnormal sense
of taste or smell, vomiting, stomach bloating, ¢hpesn, tremor, restless legs,
elevated mood (feeling high), and manic behaviadany of these symptoms are
also noted by Haddad and Anderson (2007) who atltetbist rare reports of
mania, Parkinsonian symptoms, dystonia (involuntapetitive movements) and
akathisia. Sexual dysfunction, including anorgasmiactile dysfunction, and
diminished libido are common during antidepressaetand sometimes linger
long after discontinuation (Csoka & Shipko, 2006).

Although it is not clear why antidepressant withdal symptoms occur,
studies suggest that sustained blockade of reseptay result in receptor
desensitization, which in the event of withdrawalild lead to an acute
hyposerotonergic (or other receptor) state whicl aiso affect the
norepinephrine and dopamine systems (Schatzbalg 006). The severity of
the paroxetine withdrawal experience is oftenlatted to cholinergic and well as
serotonergic rebound (Rosenbaum et al., 1998).

There are numerous case reports of antidepressthrawal syndrome
sometimes severe enough to discourage or prevesdrdinuation of the drug.

Fava, Bernardi, Tomba and Rafanelli (2007) repotiteele out of twenty
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outpatients who discontinued their antidepressadtveere still experiencing
worsened mood, fatigue, emotional lability and glpeoblems more than a month
after discontinuation of paroxetine; one resumedditug within a year, resolving
symptoms. Tonks (2002) noted GlaxoSmith Kline’'sremkledgement that
paroxetine “can cause intolerable withdrawal symyaband quoted Haddad
regarding a minority of patients experiencing seweithdrawal symptoms
“treatable only by restarting the drug.”

An analysis of calls to a national (UK) medicatlmipline between 1997
and 2005 revealed 7.8% of all calls were regardmgdepressant withdrawal, of
which 40% were in reference to paroxetine, and ¥¥e in reference to
venlafaxine (SNRI) (Taylor, Stewart, & Connolly, ). Websites like
www.paxilprogress.com, a forum site for individualghdrawing from
paroxetine and other antidepressants, offer nunseénat-hand accounts of severe
and prolonged withdrawal experiences.

In semi-structured interviews with 17 patientsaieling antidepressant
withdrawal, Leydon, Rodgers, and Kendrick (200 &nitified three key themes:
concern about the benefit of continuation, feawibidrawal symptoms and
relapse, and the importance of the GPs role inatiessof medication. For some,
the risks of discontinuation were identified asagee than the unknown risks of
long-term use.

The current Diagnostic and Statistical Manual o4 Disorders (DSM-
IV-TR) (APA, 2000) identifies 11 classes of subsesthat cause dependence:
alcohol, amphetamines, sedatives and anxiolytaspabis, cocaine,

hallucinogens, inhalants, nicotine, opioids, andnayclidine, but not
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antidepressants. To qualify as a dependency-cassimgjance, according to the
DSM-IV-TR, the substance must elicit three or moiréhe following symptoms:
» tolerance, defined as a need for increased amotithe substance to
achieve the desired effect;
» withdrawal symptoms which cause psychological orspdal changes that
remits when the drug is reinstated,;
» the substance is taken for longer than was intended
» there is a desire to reduce or quit taking the dhuigefforts to do so are
unsuccessful;
» time is spent obtaining the drug or recovering fiitsreffects;
» use of the drug affects social, occupational and/oreational activities;
» use of the substance is continued in spite of pitating physical or
psychological problems.

Glenmullen (2005, pp 17-27) observed that antideganet users may
encounter any or all of these symptoms when thieyrgit to withdraw from the
drug, and he observes that antidepressants clesube dependence in some
patients. He believes the terms “dependence” addi¢don” in this context be
used interchangeably.

The concept that prescribed drugs can cause depemdétherapeutic
doses has been controversial. The benzodiazepamesrstrated signs of
tolerance and physical dependency upon withdrameat high doses in numerous
studies and case reports in the 1960s and ear@s1@n the general belief among
physicians was that patients on lower doses cauttirtue to take the drugs safely
and indefinitely (Lader, 1991). However, severahs®l studies in the mid 1970s

demonstrated up to 25% of long-term users of beazegines showed signs of
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physical dependency, and that withdrawal symptoerewdentical regardless of
dose size; furthermore, studies suggested withdreavdd be prolonged or
associated with major depressive disorder (Lad#91) As a consequence, both
doctors and patients became more wary of benzqaizaa UK guidelines now
recommend the prescribing of benzodiazepines fort4brm use only (Lader,
1991).

The situation with antidepressants remains moré&rcoersial. Most
pharmaceutical companies have chosen to markelegméssants as non-addictive,
pointing out that antidepressants do not cause chagngs in the same way that
alcohol, nicotine, or opioids do. Haddad & Ander$a007), both consultants for
pharmaceutical companies, defended the corporaita,chrguing that the
existence of a withdrawal syndrome is not indicat¥ drug dependence.
However, in response to a huge public outcry foilmgawo BBC documentaries
on GlaxoSmithKline’s SSRI Seroxat (paroxetine)ia UK in 2002 and 2003, the
company agreed to remove all references to norcadeiness of the drug in their
advertising and literature, acknowledging the clatauses confusion”
(Glenmullen, 2005, pp 23-27). Other pharmaceutoatpanies continue to hedge
the issue.

It seems likely that the new DSM-V, due out in 2048l address the
antidepressant dependency issue in some way. linagcorrespondence,
Charles O'Brian, a member of the DSM-V task fomegte, “For DSM-V, we are
discussing a section on neuroadaptation and dise@tion syndromes from
prescribed medication such as opioid analgesicR)S &icyclics,

benzodiazepines and beta blockef®,;Brian, 2009).
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Chapter 4
The Power of the Internet

The internet has been more than a bit-player irdéwelopment of the
antidepressant story. By the late 1990s, the iatdrad become a forum and
opportunity for antidepressant users to begin togare notes, share experiences,
support one another, and exchange information abeunhental conditions and
drugs that had come to impact upon their lives @o2008; Houston, Cooper &
Ford, 2002; Medawar & Hardon, 2004). A patient-emeong tool, the internet
also provided opportunities for patients to dortlogn research about conditions
and the drugs used to treat those conditions.

For pharmaceutical companies, mental health prosided other related
industries and government bodies, the internetigesvopportunities for access to
potential patients, clients and customers in a thayappears direct and personal,
but which can be handled as a mass-market, low-easily-managed promotion.
When Graber and Wedkmann (2002) examined webdgdaenation given by nine
pharmaceutical companies, they found most of tiepamies came up on the first
page (first ten links) of internet searches and@thpany websites contained
information that was advertorial and emotive. Nohthe company websites
mentioned drug costs, only one offered efficactidias, adverse effects were
minimized, and other drugs or types of therapyix@ceminimal mention, making
it difficult for consumers or doctors to comparegs or make educated treatment

choices based on company website information. Maoglern drug companies
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now include web links to government-body-authoridath sheets about the drugs
they market.

Not all advertorial material appears on obvious pany websites,
however. In an analysis of 50 depression web3sitetignar and Read (2009)
found those backed by pharmaceutical company fgrdiz of the 50
examined—were more likely to covertly espouse bidica causes and
treatments for depression while minimizing the gubt/ of psycho-social causes,
even if specific products were not promoted; simiésults were obtained in an
analysis of PTSD sites (Mansell & Read, 2010). Epashof innocuous-sounding
sites financially backed by drug companies inclddpression.com,
mentalhelp.net, psychcentral.com, webmd.com, hesitinal.com,
depression.com.au, and everybody.co.nz (Watti§rRead, 2009).

The internet also provides access to patient grangsnformation for
researchers on a variety of medical and sociat$opn a one-year cohort study of
internet depression support group use by deprgsseshts, Houston, Cooper and
Ford (2002) found the median age of participants dayears, 42% were
unemployed, 79% were female, 73% had at least serary education, 86%
had been treated with counselling, 96% had beeatedlevith antidepressants, and
23% were dissatisfied with their depression cabeySwo percent of participants
had been influenced enough by their internet fopamicipation to query their
doctor about their care and medication, resultmg medication change for 26%
of patients—proof of the power of internet grouptiggpation to influence
medical and prescribing decisions. Although a dawdationship could not be

drawn from their data, individuals who had morejérent contact with an internet
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depression support group were more likely to restieir depression symptoms
over the year than those who had lesser contact.

In a qualitative analysis of postings on internetssage boards, Pestello
and Davis-Berman (2008) found an interesting patadithough prescription of
an antidepressant implied a mental illness whidhplesters to refer to themselves
as unhealthy, defective, or damaged, it also empeveosters to share their
experiences and offer first-hand advice to othdesjonstrating a good deal of
experiential knowledge. Many posters challengedribaes and treatments, not
only their own but those of other posters, and matpressed criticism of their
physicians, claiming that their doctors often bedthwith profession arrogance,
dismissing patient concerns, experiences, and apniMany posters reported
years of struggle with antidepressant medicatiowstheir symptoms, belying the
PhRMA tenant that psychiatric medication is a f@&asolution to alleviate mental
anguish.

Although their study focussed on antipsychotickeathan
antidepressants, Moncrieff, Cohen and Mason (2008ged subjective, self-
reported comments from 439 users posted at wwwpasieat.com regarding
older antipsychotics, risperidone, and olanzapgiuantitative and qualitative
analyses of symptoms and comments posted on thinditated considerable
concern regarding sedative effects, impaired cagniemotional flattening,
increased anxiety and depression, akathisia amndtaas suicidality, sexual
impairment, and weight gain with all of these drugide effects that are likewise
reported by some antidepressant users during tesditon during a withdrawal
period. The authors addressed the issue of skesgeits that could occur given

self-selected reporting and possible motivation uenusually negative
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experiences by comparing their results to thosaioéd in studies based on
guestionnaire responses. They found only slightihér rates of subjective
adverse reporting in conventional prevalence stuttian in the spontaneous
internet reports and concluded any difference todggigible.

In 2008, | undertook an analysis of postings frommwpaxilprogress.org
of 24 individuals who had been off SSRI antideprass for over six months and
were still reporting (spontaneously on this intéfieeum) significant after-effects
that they attributed to withdrawal from their agjlessant (Thrasher, 2008). Four
of the posters had been on an antidepressantixfaresks or less; nine had taken
antidepressants for more than nine years. Mosicgaanhts had been on low or
average doses and none had been on unusually dsgis,calthough several had
taken more than one psychoactive medication. Selv#re participants had been
drug-free for more than two years. The majority badn taking paroxetine, but
given the website name paxilprogress--Paxil isithge name for paroxetine in
the US--that may reflect a site bias, although yetioe is generally considered
the most notorious SSRI for withdrawal difficultiddaddad, 2005). More than
half of these posters reported increased anxietysened mood or depression,
mood swings (emotional lability), disturbing thowgjhpoor stress tolerance,
fatigue, impaired ability to concentrate and memapses. Fewer than 50%, but
more than 17% reported tremor or twitching, headadr head pain, obsessive
thoughts, suicidal thoughts, low energy, appeti@nges, panic attacks,
agoraphobia, and impaired sexual function. Norntede posters attributed
symptoms to a return of pre-medication conditi@mg] most stated that symptoms

first occurred during drug administration or up@ssation of medication. All
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expressed surprise and concern that their sympodmghdrawal continued to
linger for months or years.
The internet also provides researchers a platfornddta collection, as is

done in this study, by way of an on-line survey.

48



Chapter 5

The Research Questions
More research needs to be done which looks atalient’s
experience of taking psychiatric medication totiertexamine side
effects and the impact of these drugs on the s&rsaf. Although this
work is beginning, the complexity of taking psytitanedications

needs more exploration...
(Pestello & Davis-Berman, 2008)

The aim of this study is to understand the p#gesubjective experience
of antidepressant drug-taking and withdrawal amdrtihe of antidepressants in
general patient perception of health and well-beSayeral recent meta-analyses
compared results from the many clinical trials atidepressants (Kirsch et al,
2008; Stone et al, 2009; Fourier et al., 2010)llehging the validity of positive
trial result perceptions and raising significanéspiions regarding the efficacy and
safety of modern antidepressants. Anecdotal refrants antidepressant users on
web forums (e.g., www.paxilprogress.org, www.driggsm.com, and
www.depressionforums.org) suggest that our undedsig and appreciation of
drug side effects and withdrawal issues basediastudies and physician-
provided adverse reaction reports may not accyratflect what happens in “real
life” where patients are not regularly monitored anther factors such as life
stressors, diet, and concurrent drug intake—atl gfamormal living—are
prevalent. It is likely that minor annoyances calisg the drugs routinely go
unreported to adverse reaction bodies, and tha¢ selatively major side effects,
even if reported—and keeping in mind that at 8886 go unreported (MedSafe,

2009)--may not be recognized as attributable tardiepressant drug reaction.
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Life, after all, is complicated. Although it ismmmnonly assumed that
antidepressants enhance the lives of those indilsduho take them, and that a
potential antidepressant withdrawal syndrome atespaint in the future should
not be regarded as a detrimental factor when dagab® appropriateness of a
prescription (Leder, 2007), these assumptions fiavé be adequately proved.
Indeed, in discussions and interviews with 49 GREXb mental health
practitioners, Leydon and Raine (2006) found pibscs cited the implied need to
do something that would be perceived as helpfel]ithited availability of other
treatments, and the ability to take action witlia tonstraints of a brief
consultation period as the primary motivationsdntidepressant prescription,
rather than any perceived belief in the effectissnar safety of the medication.
Many had not considered any potential harm thakdcbe caused: “I hadn’t
actually thought...about the side effects,” repoxdad mental health worker, and
a GP commented, “I deal them out like Smarties’yflan & Raine, 2006).

There have been a few studies where antidepregsarg were asked
directly about their experience with the medicatiBagner, Cahill, Frauenhoffer,
and Barg (2009) performed a thematic study onwers with adults over 65
regarding their antidepressant medication and ifileshisix major themes: 1) the
importance of adherence to the prescription; 2plaptessants are beneficial, but
3) medication is just a partial fix; 4) finding thght medication is a trial-and-
error process rather than an exact science; S)lgloatients are more vulnerable
than younger adults; and 6) concern over the asdiotture of antidepressants.
In another study utilising interviews, Grime andl&ck (2004) found most

patients using antidepressants reported frustratitinside effects, disconcertion
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over the appearance of a “new self” as opposeldetdriormal self” that existed
before using antidepressants, and anxiety abditutfes in stopping the drug.

In 2002, Vanderkooy, Kennedy and Bagby developedrtironto Side
Effect Scale (TSES), a frequency and severity stlB? symptoms associated
with antidepressant use, and trialled it on 193 ekeged patients receiving
antidepressant treatment. Although they found indial side effect differences
between various antidepressants (e.g., sertralosuped the most tremor and
sweating, bupropion caused the most nervousnessgime caused delayed
ejaculation) there was no significant differencerfd between types of
antidepressants regarding the total burden ofedigets. Lack of a placebo group
in their study limited any conclusion about prewake of these side effects as a
result of antidepressant use, but the authors ediwising the TSES to increase
antidepressant side-effect evaluation and reparting

Medication side effects provide the most commoaported reason for
antidepressant discontinuation (Zimmerman et 8lL02? a point of frustration for
many physicians who, seeking treatment compliaAdes(is et al., 2008;
Akerblad et al., 2008), significantly underestimtte frequency and bothersome
nature of these side effects (Hu et al., 2004). WHhenmerman et al. (2010)
compared the TSES results from 300 depressed pdgictpatients being treated
with antidepressants with their medical recordsyttound patient reports of side
effects on the TSES to be 20 times higher thamtimeber of side effects noted by
the treating psychiatrists in their records. Eaicthe 31 items on the TSES were
reported by more than 10% of patients in the studiyy number of symptoms
reported M = 7.7, SD = 6.1. A quarter of those sffects were reported by

patients as occurring often or daily. The psyclstdrin the study all reported
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using an open-ended general question when askirentsabout side effects. The
authors suggested that use of a checklist heiglp&iesnt awareness and concerns
about their antidepressant use and could leadet@t@rlevels of discontinuation,
but use of such a checklist also allows doctotsgat patients more effectively
because they are more cognisant of problems.

Some patients have chosen to quit taking theidaptessant medication,
perhaps because they are feeling better, becagiseitttumstances have changed,
or because the side effects are too onerous—ther@ \ariety of reasons. While
some patients have not found that difficult, masténfound quitting their
antidepressant a short-term minor challenge, anteswave found it very difficult
indeed (Glenmullen, 2005). For a few, gettingtb# drugs has become a
handicap and goal that can dominate lives and fesrfibr many months, and
sometimes year$.A better understanding and appreciation of thédlehges
faced by patients unable to easily quit takingwgdand the impact that this can
have on families and associates, might make iee&sihelp those who choose to
go through the withdrawal process in the future.

In spite of these issues and concerns, studiessasgehe role of these
drugs and how they affect the ordinary lives ofpatient individuals who are the
majority of antidepressant-users, are rare. Ireaipus unpublished study
(Thrasher, 2008), | examined the internet postofg® adults who were
experiencing prolonged withdrawal symptoms follogvan SSRI discontinuation
(more than six months post-drug), but this is napesentative group of

antidepressant users (or ex-users in this cagereit

2 See www.paxilprogress.org for a sample of forurstipgs by just such a group.
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The purpose of this study was to learn more attmiaintidepressant
experience by soliciting subjective responses foodinary users, addressing a
number of key questions: Do antidepressant usadstiie drugs helpful? Are side
effects a problem? Does use of the drugs enhangedarmine quality of life for
users? Is iatrogenic suicidality an issue? Is wakal a significant issue for users?
What is the likely occurrence of severe or prolahgghdrawal symptoms? Do
ex-users experience a long-term post-withdrawabictfh Does use of
antidepressants alter the perception of value #edteeness of the drugs? Given
an opportunity to comment on their antidepressaataxperience, what issues and
themes are raised by users and ex-users?

On one hand, this study was exploratory, and ihdbase qualitative and
bottom-up. Never-the-less, the survey itself wasgghed to address several
hypotheses: 1) There is a difference in mood, sgmpt behaviours, and attitudes
reported between groups of antidepressant usansysers, ex-users, and those
currently withdrawing from an antidepressant. kmndicipated that those actively
withdrawing from a drug will experience the most-danost extreme—
alterations from health and normality, and thasthewho have never taken an
antidepressant will experience the least. 2) Ctiaatidepressant users are not
likely to report a significant reduction in anxiestress, or depression, and will
report some side effects. Nevertheless, curremsusay feel the drugs are helpful.
(If they didn’t, one surmises, they wouldn’t sbi taking them.) 3) Some of the
participants who used antidepressants in the p#iseport experiencing long-
term negative effects from their drug use. 4) Raspe to some individual items
will be of particular note such as feeling suicjde¢ight changes, and emotional

flattening.
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Chapter 6
Method
Study Design

According to Johnson and Onwuegbuzie (2004), duaine research is
based on deduction, hypothesis testing, predictiata collection, and statistical
analysis—the epitome of the scientific paradigm-reach a numbers-based
conclusion that can be generalized to the wideg.d@salitative research, on the
other hand, utilises induction, discovery, hypothgeneration, and qualitative
analysis for a more open and in-depth study ofraptex phenomena. Both
paradigms used together, often called a mixed-naststudy, can provide insight
into broader research questions through convergemteollaboration of findings
(Johnson & Onwuegbuzie, 2004).

This is a mixed-methods study, combining statistiega and subjective
reports from antidepressant users and ex-usergj atith a “baseline” group of
participants who have never used antidepressan¢ésstlidy endeavoured to
explore antidepressant use and withdrawal throhgheported experiences of
four different groups of participants: those whe aurrently using antidepressants,
those who are currently withdrawing from an antr@spant, those who used to
take an antidepressant but who no longer do soadodntrol group” of
individuals who have never taken an antidepressaother prescription
psychotropic drug.

All participants completed a survey about their amtidepressant use

with most responses reported on 5- or 6-step Lieates (ultimately, a subjective
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guantification of a qualitative measure [Jick, 1p/®llowed by an open-ended
opportunity to add additional comments, providimgo@portunity to explore a
single issue through two different types of datarfithe same group of
participants. Participation was completely anonysiou

Based on side effects and withdrawal symptoms niatpdevious studies
and symptom checklists like the DESS (Rosenbauah,et998), TSES
(Vanderkooy et al., 2002) and Glenmullen’s antidspant withdrawal checklist
(Glenmullen 2005, p. 205) and withdrawal symptosmorted in Thrasher
(2008¥°, an anonymous on-line survey was designed tptestipant well-being,
symptomology, and perceived changes between medieaitd un-medicated
states, and giving them an opportunity to add auttht comments. This
combination of quantifiable and qualitative datayided the basis for a mixed-
methods analysis to elicit insight into the expece of antidepressant users
within a naturalistic, “real-life” setting.

Following a first reading of the comments to gé&te for the general
trends of thought and identify any potential proidewith the quantitative survey
data that might become apparent from the commargaantitative analysis of the
survey data was undertaken. This was followed thematic analysis of the

comments.

Survey Design
All participation was voluntary and anonymous; nformation was

collected that could be linked back to a specifidipipant.

% |tems identified in Thrasher (2008) and not inelddn the TSES, DESS, or Glenmullen’s
checklist but included in this survey were an iased need for sleep, emotional flattening, body
pain, head or facial pain (not headache), foodarehiemical sensitivity, impaired judgement, and
bladder or urinary problems.

55



The initial section of the survey gathered demolgiagdata (sex, age
group, country of origin, medication and dosagafshpplicable, reason for
prescription, length of time on drug and [wherelegaple] time since withdrawal,
and co-prescribed drugs), and also a likert-typestjon to establish the
participant’s overall attitude towards antidepressarThis section was followed
by 21 6-point likert-type questions regarding moo@valuate the level of
depression experienced by the participant at the of filling out the survey. This
section incorporated all five questions from the @/8 well-being index
(Newnham, Hooke, & Page, 2010) and some questions the Major ICD-10
Depression Inventory (MDI) (Bech, Rasmussen, Olskrerholm, & Abildgaard,
2001); the remainder of the MDI questions were gdaglsewhere in the survey
such as those asking about increased or decreppetita and sleep issues (put
under symptoms). Several additional questions we@porated into this mood
section such as “I have felt like | wanted to h&wmeone else” and “I have had
mood swings” which were based on previous litemag possibly linked to
antidepressant use. Because there were more ragatigrded questions than
positively-worded questions, some statements weversed to create a balanced
range of statements. Typical questions were “I Haltecalm and relaxed” (from
the WHO-5) and “I have had difficulty concentratifityfrom the MDI).

The WHO-5 well-being index is recommended by therMd/Blealth
Organisation as a quick initial screen for deprassand compares well with other
depression screening instruments (Lowe et al., 2R@dnham et al., 2010). It
consists of 5 6-point Likert questions like “I haedt cheerful and in good spirits”

assessed on a 25-point scale (“at no time” couser). Scores are added up,

% The actual initial wording in the MDI is “Have ya.” suggesting the questions are being asked
by someone else. Since this survey is a self-reptil questions were reworded with an initial
ap
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and a score below 13 is considered indicative pfeksion risk (Psychiatric
Research Unit, ND). The MDI functions as a simplelely-accepted, brief self-
rating 6-point Likert-scale instrument for diagreef depression that when
compared with the DSM-IV and the WHO’s Schedulesdnical Assessment in
Neuropsychiatry (SCAN) criteria, gives a 0.90 sewvisy score sufficient for
evaluating levels of depression (Bech et al., 2001)

The next section of the survey consisted of alig7 antidepressant side
effect and withdrawal symptoms based on those tep@nd assessed by
Rosenbaum et al. (1998), Vanderkooy et al. (20&&), Glenmullen (2005) as
well as additional items highlighted by Thrasheéd(@). Using the format of the
TSES (Vanderkooy et al., 2002), participants rétequency of each symptom
during the past two weeks on a 5-point Likert séaden “never” to “all the time”.
If a symptom had been experienced, participante wsked to rate the severity of
the symptom on a 5-point Likert scale from “verynon’ to “very severe”.
Examples of symptoms included nausea, chest pamindss, fatigue, and
insomnia. Participants were also asked about wegint or loss.

The fourth section on emotion and behaviour agleeticipants to
compare their current likelihood of feeling or being in a certain way to how
they would have done so in the past (e.g., on naéidit now compared to before
being on medication). Items were rated on a 5-pdkdrt scale from “much more
likely to” to “much less likely to”. Typical itemscluded “act impulsively,”
“worry about things,” and “show affection,” and wedsased on anecdotal reports

(e.q., Breggin, 2008), loosely-related researcteafe.g., Goodman, Murphy &
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Storch, 2007, Harmer, 2068)and on-line forums. This author is not aware of an
studies which have examined self-reported behaai@mrremotional changes
among antidepressant users.

A final section gave participants the opportundyatdd any additional
information about the survey, their experienceheir thoughts on
antidepressants. None of the questions in the gureee compulsory.

Following approval by the Victoria University of Wiagton School of
Psychology Human Ethics Committee (SoPHEC) theesu(ppendix A) was

posted on www.surveymonkey.com, a web-based suogty

Participants

Participants were recruited over a 5-month peiodugh a variety of
methods including local posters inviting participat local residential letterbox
drops, invitations to participate on internet fosifnand email notifications to
friends and colleagues who might be willing to dpate or pass on the link to
someone who would. Clearly, this is much more shatgun snowball approach
than random sampling, but the difficulties of ratng participants through more
“official” channels such as doctors or public mém@alth providers, given patient
confidentiality policies, are not insignificant @ello & Davis-Berman, 2008).
Extrapolating results from this study to the gehpogulation must be done with

the caveat in mind that a bias towards greatentiegoof adverse reactions could

" The former paper examines concerns over the dictivaf aggressive and suicidal tendencies in
1-3% of youths prescribed antidepressants, anddbend speculates on alterations in emotional
processing caused by serotonin enhancers.

% This proved more difficult than anticipated witlost forum administrators refusing to allow a
link to the survey. Links were posted at www.drdigissm.com, www.beyondblue.org.au,
www.paxilprogress.org, and www.quitpaxil.info, atigh the latter link was not posted on line
until a week before the final download of data friva survey.
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exist given self-selective participation and the aga survey in the form of a
checklist (Moncrieff et al., 2009; Zimmerman et20,10). Participants received
no payment or reward for participation, but wenated to send email details for
notification of study results at the completiortlod project if interested. Fifty

participants requested such notification.

Analytic Strategy

The analytic strategy for this study was to intégtzoth hypothesis testing
and hypothesis generation. Initially, demograplatadvas assessed and
categorized. This was followed by an initial reggof comments in response to
the final survey prompt: “If there is anything elgsi would like to add about
your antidepressant experience, or about this guplease share your comments
in the box below.”An initial quantitative analysis was then undertake
compare groups on the mood data, frequency andiseobsymptoms, and
examine participant perception of drug effectseetd in their perceived
behaviour and mood changes between “then” and “n@&#.SS 16.0 was used for
all of the statistical data analysis in this reshaFinally, comments at the end of
the survey were coded and a thematic analysis ndertaken to identify
recurring issues.

Two issues were raised by the comments regardengquhantitative
analysis. It became clear that many of the “curusetrs” had, in fact, changed
their prescription or dose recently, suggesting tiia group lacked uniformity.
Although treated as a single group in the initiglgsis, the group was also split
into “stable” and “unstable” users based on theeyiguestion “Have you

changed your antidepressant or dose in the pas thonths?” to identify any
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significant differences within that subgroup. k@became clear from the
comments that many of those in the “ex-user” grommtinued to suffer from
what they perceived as withdrawal more than 2 neofdalowing complete drug
cessation. Because no specific question alloweshaw split of this group into
“stable” and “unstable” factions, following the fiial general group comparison
analysis, comments were assessed to identify #rosser participants who chose
to report ongoing health issues they ascribed tidegpressant drug use or
withdrawal. Although not an ideal method for sjptitf the group, it was felt that
an assessment of any statistically significanedéhces between these two sub-
groups would increase understanding and expanctlaively meagre existing
literature regarding the prolonged antidepressdihidnawal experience and help
to illustrate the kinds of effects that might bsideial in those individuals

sensitive to a prolonged withdrawal syndrome.
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Chapter 7
Results |
The Quantitative Analysis
The survey was completed by 509 participants. Nestjons were

compulsory, and data from participants who didaarhplete more than half of
the survey were not included in the analysis. Migslata for individual questions
throughout this study were excluded analysis byyais such that a missing
response to one item did not preclude analysibaiffiarticipant’s responses to

other items.

Demographics

Sex, age, information about drug types taken amdtidun of medication
time within each group (current users, activelyndrawing from antidepressants,
ex-users, and never used) are presented in Table 2.

Depression was the most common self-reported dggimo reason
reported for the antidepressant prescription (Zr8gpants), and anxiety came a
fairly close second (176), plus another 10 paréiotp specifically reported GAD.
Panic disorder (53) was also commonly reportedyagieith OCD (19), social
phobia/anxiety (16), PTSD (12), insomnia (12),sdrél1), and post-natal
depression (10). As noted in Chapter 2, antidepraéssare approved treatment for
a variety of anxiety disorders as well as depresdwany participants reported

more than one cause for the prescription (e.gpreksion, anxiety and mild
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OCD?”), and 20 offered reasons or qualifiers (€gpijng through a stressful life
period” and “situational depression due to famisath”).

Table 2. Participant group profiles showing number of participants in each category.
Several participants reported taking more than one antidepressant. Non-antidepressant
medication included contraceptives, gastric reflux medication (two most commonly reported)
as well as mood-altering drugs including sleeping medications, benzodiazepines, Lamictal,
Depakote, lithium, quetiapine, buspirone and dextroamphetamine?’.

Current Withdrawing Ex-users ~ Never
users (n=181) (n=108)  used
(n=176) (n=44)
Sex
Male 48 (27%) 45 (25%) 29 (27%) 16 (36%)
Female 128 (73%) 136 (75%)  79(73%) 28 (64%)
Age
<20 10 (6%) 6 (3%) 4 (4%) 1(3%)
20-39 105 (60%) 99 (55%) 59 (55%) 27 (61%)
40-60 47 (27%) 64 (35%) 39 (36%) 12 (27%)
>60 13 (7%) 12 (%) 5 (5%) 4 (9%)
Time on antidepressants
<3 months 13 (7%) 6 (3%) 11 (10%)
3-12 months 28 (16%) 35 (19%) 30 (28%)
1-3 years 30 (17%) 34 (19%) 28 (26%)
3-8 years 43 (25%) 49 (27%) 17 (16%)
>8 years 62 (35%) 57 (32%) 21 (20%)
Drug type taken
SSRI (eg. paroxetine, fluoxetine) 139 (79%) 174 (96%) 89 (82%)
SNRI (eg. venlafaxine) 20 (11%) 6 (3%) 16 (15%)
NDRI (e.g. bupropion) 16 (9%) 3 (2%) 1(1%)
TCA (e.g. imipramine) 6 (3%) (0%) 3 (3%)
Other (e.g. mirtazapine, 9 (5%) 3 (2%) 24 (22%)
trazodone)
Taking more than one AD 13 (7%) 10 (6%) 16 (15%)

Concurrent non-AD medication 91 (52%) 24 (13%) 36 (33%) 15 (34%)

Other reasons given for antidepressant prescrpiimriuded suicidal

ideation (8), bipolar (7), low mood or sadness PNIS/PMDD (5), pain relief (4),

29 Both lithium and quetiapine are approved by theFRID#\ as antidepressant augmentation for
drug-resistant depression, and benzodiazepineswserktin some SSRI clinical trials to quell
iatrogenic agitation as noted earlier in this thekamictal (lamotrigine) and Depakote (valproic
acid) are anti-seizure medications sometimes wsetleating the manic phase within a bipolar
disorder; buspirone is an anti-anxiety drug; desttnphetamine is used for treatment of ADHD.
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irritable bowel syndrome (4), and anger manager@niA few participants said
their antidepressant prescription was to help tbeal with the side effects of
other drugs, e.g., “for insomnia caused by othedioaions”. Diagnoses
including Seasonal Affective Disorder, menopaugaioms, anorexia nervosa,
ADHD, chronic fatigue syndrome, and fiboromyalgiareveited by fewer than 3
participants. Seven participants stated that théydt know why they had been
prescribed antidepressants.

Some interesting things to note in general aboriggaants in this study
(Table 2): Although varying in size, the groups ameghly comparable in terms
of sex and age: when a chi-square analysis fowsaxconducted, no significant
difference was found between groups, and resulés &NOVA for age likewise
revealed no significant difference between grodbsiost three-quarters of
respondents were women, which is not unrealistiegiwvomen are twice as
likely to be prescribed psychotropic drugs as ntamije, 2005; Ussher, 2010).
The most common age-range in all four groups wa320 ' he majority of
antidepressants used by participants in this sivehe SSRIs, not surprising given
the dominance of SSRIs in the modern pharmaceutiegket (Table 1, p. 16).
More than a quarter of participants, not including never-used group, had taken
antidepressants for more than eight years.

Of the 108 participants who used to take antidegangts, four could not
remember what drug(s) they had taken. The majofitizis group (67%) reported
no prescription drug use now, but of those that tido reported regular or
occasional use of a benzodiazepine. Thirty percktitis group had been off their
antidepressant for less than a year (but more2hannths), 37% had been off for

1-3 years; 20% had been off the medication fory@&r's, and 13% had been off
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antidepressants for over five years. Regardingifigeof other mood-altering
medications such as benzodiazepines co-prescrilitbcmtidepressants, some
participants commented that these drugs helped tog® with antidepressant
side-effects or withdrawal symptoms.

Forty-four percent of participants withdrawing fraheir antidepressant
reported 2-5 attempts to stop taking it, and 10pered more than 5 attempts to
do so. Current users were not asked this questidrmany reported in their
comments at the end of the survey about unsucdedgsfmpts to withdraw from
the drug. Of those currently withdrawing and exrasé2% reported an abrupt
stopping (cold turkey), 30% reported taking legsmtB months to taper the drug,
14% reported taking 3-5 months, 6% took 6-12 mqrahd 8% reported spending

over a year tapering off their antidepressant.

Perceived helpfulness of antidepressants

Participants were asked how helpful they believ&tapressants to
be in general, with a Likert score of 6 being “vésipful” and a score of 1
being “very harmful”. Results of a one-way ANO\b&tween participant
groups are shown in Table 3. A significant diffexenvas found between
groups, except between those withdrawing and therngsed groups
regarding antidepressants “in general”, based d&ey-Kramer post hoc
tests. Current users expressed the most positiedat towards
antidepressants in general and personally, witlhitjigest mean group
scores, while ex-users expressed the least positivede with the lowest

mean group scores. In all three user groups, takiation of personal
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Table 3. Attitude towards antidepressants: Mean based on a Likert scale where 6 = “very helpful” and 1 = “very harmful’. 3.5 is the neutral point.
ANOVA results show a significant difference between groups; a Tukey-Kramer post hoc analysis supports a significant difference between all groups
except between participants withdrawing and those who have never taken antidepressants on the “in general” question.

Attitude towards ADs Current users AD withdrawal Ex-users Never used F
N =176 N =179 N =108 N =42
M SD M SD M SD M SD

| believe that antidepressants
In general are... 477 097 427 142 3.14  1.80 3.76  1.27 F(3, 501) = 33.44***

For me, the antidepressant(s)
| am taking is/are 473 115 399 1.65 3.07 1.86 F(2, 458) =38.71***

*kk

significant at p <.001
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antidepressant experience was lower (less helttfal) the belief of

antidepressant value in general.

Mental health and mood
Following the demographic data, the survey felbititree data
segments followed by the opportunity to leave comisieT he first data

segment contained 21 statements about mood.

WHO-5 well-being survey.

The five items that comprise the WHO-5 well-beingpstionnaire
were extracted from the mood data and, followirtgldshment of normal
distribution between groups, a between-subjectgg ANOVA was
conducted on the scores. Results are reportedale Aa

A significant difference was found between growdough a
Tukey-Kramer post hoc test established no significiference between
group means for current users and ex-users. Thasvenall three
antidepressant-experienced groups, however, fei\b#3. The WHO
advises that a raw score below 13 is indicativpafr well-being and
indicative of possible depression. Participanthecurrently-withdrawing
group reported the lowest mean. Although one caattobute use of
antidepressants as a cause of low WHO-5 scorese thsults suggest that
neither use of antidepressants, nor withdrawal filoem, are adequate

interventions to establish a normal state of weihg.
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Table 4. WHO-5 Well-being assessment. The WHO advises that a raw score below 13 indicates a poor level of well-being and possible depression.
ANOVA results demonstrated a significant difference between groups. A Tukey-Kramer post hoc test found no significant difference between current
users and ex-users, but all other group differences were significant.

Current users AD withdrawal Ex-users Never used F
N =176 N =179 N =108 N =42
M SD M SD M SD M SD
WHO-5 survey results 11.05 4.54 976 4.18 11.38 5.21 15.34 3.63 F(3, 493) = 18.47***

*kk

significant at p <.001



The US FDA warns that clinical worsening and siatitgt may
occur at times of dose changes, either increasdsareases, as well as
during early treatment (FDA, 2009b). To test thi® current user group
participants were asked if they had altered thesedup or down, or
changed their medication within the past two mondi286 had done so. To
test if dose stability was reflected in WHO-5 résuan independent
samples t-test was run comparing those antidepreasars on stable doses
with those who had recently changed their dosesijaificant effect was

found between these two subgroups.

Complete set of mood items.

In the interests of data management and to pravigeable summary of
the complete mood data set, an exploratory prihci@aponents analysis of the
21 mood items in the survey was undertaken. A KM®4 and small residuals
indicated a strong level of factorability. Initiahalysis yielded four factors with
eigenvalues greater than 1, explaining 43.2%, 106/28%6, and 4.8% of the
variance respectively; three or four principle camgnts were evident from the
scree plot. A reasonably high factor correlatiotwaen the second and third
component of .45 suggested an Oblimin rotation @da more appropriate than
Varimax, which assumes factors to be uncorreld@atignt, 2005, p. 185). A
three-component solution was chosen as more suguiitk factors of “positive
energy”, “agitation”, and “aggressive depressivik’showing a number of strong
loadings. Results are shown in Table 5. All commbih@adings over .30 are

shown in bold. Cross-loadings occur for “feelingn@afor positive energy and
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agitation, and for “sad” for positive energy arfé kucks; “agoraphobia’ loads at
a similar level in all three categories. Percentarfance attributable to each
factor cannot be calculated if components are taige.

Table 5. Summary of exploratory components extraction analysis for mood
question—pattern matrix, Oblimin rotation converged in 13 iterations. (N = 509).

Factor Loadings

ltem Positive Energy Agitation Aggressive/
Depressive

Feeling Energetic -.89 -.01 .07
Feeling Vigorous -.83 .08 .04
Feeling Fantastic -78 -10 -10
Wake feeling refreshed -73 -.20 A7
Feel self-confident -.69 .07 -.04
Feel interested in life -.65 .09 -.28
Feel cheerful -.64 -.08 =31
Feel subdued .38 30 .06
Mind is racing -25 .88 -25
Feeling restless -.09 .76 .04
Feeling agitated 10 73 10
Experiencing mood swings .03 12 .06
Feeling anxious A7 .67 .07
Having difficulty concentrating 30 .61 -.05
Feeling calm -44 -.50 -.00
Feeling angry .09 43 31
Agoraphobia (fear of going out) 31 32 28
Suicidal or self-harm feelings .02 .00 83
Feeling homicidal (harm others) -19 .07 .76
Feel like life is not worth living 23 .03 12
Feel sad 32 A7 51
Cronbach’s Alpha for component .90 .89 .80

Note: Factor loadings over .31 appear in bold.

Regression factor scores generated by SPSS watd¢aigadertake a one-
way multivariate analysis (MANOVA) between subjgobups to examine the
effect of drug use and/or withdrawal/history on oA significant effect

between groups was observed (Wilks® .83, F(3, 455) = 9.46, p <.001) for the
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first two components: “positive energy,” F(3, 455)5.89, p <.001 and
“agitation,” F(3, 455) = 18.43, p <.001. Post lwomparisons using the Tukey-
Kramer test for “positive energy” indicated thag timean score for participants
who had never taken antidepressants (M = -.93, SBFwas significantly
different (p < .001) from the other three groups, those groups were not
significantly different from each other (curreneuts M =-.02, SD = .93;
currently withdrawing, M = .23, SD = .93; ex-usdvk= -.02, SD = 1.12). Post
hoc comparisons using the Tukey-Kraffieest for “agitation” indicated that the

mean scores for current users (M = -.14, SD =a@8l)ex-users (M =-.28, SD

.96) were not significantly different, but paipiants currently withdrawing (M
= .37, SD = 1.00) scored significantly higher ois ttactor than the other three
groups (p <.001), and those who had never takedegmessants (M = -.65, SD
= .62) scored significantly lower than those witding (p < .001) and current
users (p <.05). No significant difference was folietiveen groups on the
aggressive/depressive factor.

In summary, those who have never used antideprisssppear to have
significantly more positive moods than the threedmpressant-experienced
groups, and participants withdrawing from theiri@epressants have a
significantly greater degree of anxiety and agitatihan the other groups.

Results from a multivariate ANOVA comparing stablese and unstable-
dose user subgroups foundignificant effect between groups, F (1, 166) 62.7
p < .05, Wilks’A = .95 with a significant difference between thbgnoups on the
aggressive/depressive component, F(1, 166) = p.4801 with the unstable

subgroup (M = .19, SD = 1.09) scoring significarttigher on this component

30 Al calculations were done on SPSS which autorafiiconverts the Tukey HSD post hoc test
to the more conservative Tukey-Kramer in the eegnineven group sizes (Newsom, 2006)

70



than the stable subgroup (M = -24, SD = .89), ssiyog antidepressant users who
have recently increased or decreased their dosdamged to a different
antidepressant, are significantly more likely todoaur aggressive and depressive
(including suicidal and/or homicidal) feelings thidweir counterparts on more
stable doses. This supports the FDA warning reggrigicreased risk of

suicidality, aggressiveness and hostility that megur during dose adjustment
(FDA, 2009b). No difference was found between thtesesubgroups on the other

two mood components.

Symptoms

The terms “side effects” and “symptoms” have bessdusomewhat
interchangeably within this thesis. MedTerms (20@€fnes “side effects”
as “problems that occur in addition to the destretapeutic effect,” while
symptom is defined as “subjective evidence of dist@viedTerms, 2003b).
When describing withdrawal effects, most reseaschefier to them as
symptoms (e.g., Vanderkooy et al, 2002; Rosenbawahl®98; Glenmullen,
2005) even though they are essentially the sideetsfiof a therapy
manipulation. Complicating the issue with antidegents is the overlap
between disease symptoms such as anxiety, insofatigaie, and changes
in appetite which are common markers of depred&\&#A, 2000),
recognized side effects of the drugs (see Chapt@nd symptoms of
withdrawal (Chapter 3). Taking a semantic approsith “disease” defined
as “illness or sickness often characterized byepaproblems (symptoms)”
(Medterms, 1998b), and following the lead of otlemearchers examining

withdrawal, | have chosen to use the word “symptontsether referring to
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primary symptoms of iliness, patient problems cdusedrug side effects,
and patient problems caused by therapy manipulatich as drug
withdrawal. The purpose of the symptom analysithis study is to identify
any significant difference in frequency and inténsif experienced
symptoms and types of symptoms between antidepriessars, those in the
throes of drug withdrawal, and those who have legeantidepressant
medication for at least two months, and to compiaose results with survey
participants who have never taken antidepressants.

In the survey, participants were asked to identig/frequency
during the past fortnight, if any, of 37 differesymptoms that have been
associated with antidepressant use or withdrawadl t@ evaluate the
severity of any experienced symptoms. Symptom faqu was rated on a
scale of 1 (have not experienced this symptom withe past two weeks) to
5 (have experienced this symptom constantly withenpast two weeks),
and severity on a scale from 1 (very minor) to &ysevere) where 3 is
“impacts upon daily routine”.

An assessment of the raw data revealed some igguels were
corrected prior to analysis. In cases where aqpatnt recorded no “1's”
for frequency (didn’t experience) for some symptdyashad filled in
scores of 2-5 for other symptoms, frequency blamse re-coded with “1”
(didn’t experience) as a default value. Severdi@pants did not enter a
severity value for any items. In all cases wheegdiency was coded as 1
(didn’t experience), severity was coded as 0 (vesty). If a frequency
other than “1” (didn’t experience) was indicatdtg ttem group mean was

used for the severity value. Following these ddjastments, the score for
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frequency was added to the score for severitydingla combined score
range of 1-10. This means, of course, that a paaint who experienced a
very mild symptom often might score 5 overall, Hagne as a participant
who experienced a severe symptom briefly.

An exploratory principle component analysis of syomps was
attempted which yielded 9 components showing eigler®s greater than 1,
but 8 of those components each accounted for hess3% of variance, and
35 of the 37 symptoms showed a principle loadingherfirst componerit.
A general picture of the overall symptom experielbeveen groups was
examined briefly by performing a one way betwednjexttis ANOVA on the
single extracted factor, which showed a signifigdifference between
groups, F(3, 449) = 24.75, p < .001. Although aé&yaKramer post hoc
examination showed no significant difference inrallessymptom loading
between antidepressant users (M = -.07, SD = &dea-users (M = -.04,
SD = 1.17), a significantly higher frequency/setyeof symptoms was
found for the withdrawal group (M = .39, SD = .@®mpared to the other
three groups, and a significantly lower frequeneyésity of symptoms for
the untreated group (M =-1.00, SD = .44).

To explore in greater detail the role of individggimptoms and
identify symptom experience changes that might oasiparticipants
journey from users through withdrawal to ex-usarg to compare those
results with the experience of never-used partitgaa one-way
multivariate analysis (MANOVA) between subject gosuvas employed on

the frequency plus severity for all of the symptoarsd a significant effect

%1 The two exceptions were increased appetite arrdased libido.
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between groups was observed, F(3, 450) = 3.2100% Wilks'A = .469,
partial eta squared = .223. Only 2 of the 37 symgt, “rash” and “suicidal
ideation,” did not reveal a significant differenoetween groups. Results of
this analysis are reported in Table 6. Post hogpasisons of symptom
results between groups using the Tukey-Krameratesalso reported in
Table 6. The lack of any identifiably significantfdrence between any two
groups for body pain, based on post hoc resultdfributed to
compensation for the uneven group sizes througlouge relatively
conservative Tukey-Kramer post hoc test.

With all symptoms except “increased libido”, thentol group
(having never used antidepressants or other pbestgsychoactive drugs)
reported the lowest mean score (lowest frequeney $verity), and those
actively withdrawing from antidepressants repotteglhighest mean scores
for the majority of symptoms; however, the curresér group recorded the
highest mean scores for constipation, increasedta@pand decreased
libido, and the ex-users group reported the highnestin scores for chest
pain, food and chemical sensitivity, and tinnitus.

All groups recorded their highest symptom frequéseyerity score
for fatigue. Current users and those in withdravadh rated an increased
need for sleep as second, while ex-users and thiosédnad never used
antidepressants rated nervousness as the secohdmeosus symptom they
experienced. Decreased libido ranked third for lootinent users and ex-
users, while those in withdrawal put nervousneghind place and those

who had never used antidepressants put insommda thi

74



Table 6. Group mean, standard deviation and MANOVA results for symptoms demonstrating a significant effect between groups. Scores reflect
symptom frequency range between 1 (haven't experience this symptom in the past two weeks) to 5 (experience this symptom constantly) PLUS severity
range between 1 (very minor) to 5 (very severe), with 3 defined as “moderate, impacts upon daily routine”. If F = 1, then S = 0. Subscripts indicate Tukey-
Kramer post hoc comparisons, p < .05: a—significantly different from current user group,; b—significantly different from currently withdrawing group; c—
significantly different from ex-user group, d—significantly different from never used group. Items are listed by highest reported mean in any group (bold).

Symptom Current users AD withdrawal Ex-users Never used F

n =158 n =158 n=99 n=38

M SD M SD M SD M SD
Fatigue 5404 219 5.75¢cq 2.32 485y 2.54 3.10a6c 1.65 F(3, 450) = 14.96***
Increased need for sleep 5.06cs 2.62 5.09.¢ 2.61 3.72ap 2.53 2.66ap 1.96 F(3, 450) = 14.82***
Decreased libido 4.85¢ 1.10 425 3.08 4274 3.10 1.65a0c 1.46 F(3, 450) = 11.29***
Nervousness 408y 2.14 4.84.4 2.06 4404 2.15 2.97apc 1.57 F(3, 450) = 9.40***
Dizziness, vertigo 3190 1.94 4.825ca 2.44 283, 215 2.00a 1.25 F(3, 450) = 30.61***
Agitation 3.7000 1.95 4.702ca 2.13 3.85c¢ 2.19 2.7anc 1.58 F(3, 450) = 12.68***
Disturbing dreams 3.48py 2.32 4.525c4 2.82 3.06, 2.18 1.89 1.25 F(3, 450) = 15.84***
Headache 3.61 2.02 4.49.4 2.36 383 2.35 2.37apc 1.68 F(3, 450) = 10.89***
Insomnia 4.084 247 443, 2.66 4254 2.73 2.79ac 1.89 F(3, 450) = 4.33**
Excessive sweating 3.60cs 2.48 4.06c 2.37 248 1.94 1532 1.10 F(3, 450) = 19.18***
Weakness 32500 2.09 4.04.cq 2.42 3.26p 2.56 1.66a0c 1.19 F(3, 450) = 12.09***
Nausea 26700 2.05 3.854ca 2.41 238, 2.04 1.63a0 1.20 F(3, 450) = 18.64***
Emotional flattening 3.464 2.50 3.55¢ 2.39 3.804 2093 1.84apc 1.42 F(3, 450) = 5.99**
Excessive thirst 3.98s 2.36 3.77cq 2.23 286, 2.17 2454 1.74 F(3, 450) = 6.05***
Body pain 347 228 3.69 242 3.56 228 268 1.69 F(3, 450) = 2.76*

* Significant at p < .05; ** significant at p <.01; *** significant at p < .001



Symptom Current users AD withdrawal Ex-users Never used F

N =158 N =158 N=99 N =38

M SD M SD M SD M SD
Brain zaps 222, 2.06 3.66aca 2.89 1.84p 1.72 132, 112 F(3, 450) = 20.79***
Panic attacks 3.05¢ 2.36 3474 234 284y 2.26 1.16apc 0.71 F(3, 450) = 11.06***
Increased appetite 341cq 2.36 284 215 258 1.87a 2214 1.63 F(3, 450) = 5.18**
Diarrhoea 25% 191 3.4 aca 2.30 262, 1.98 182, 143 F(3,450) = 8.42*
Reduced appetite 2.75¢ 2.30 3324 229 263 225 1.66a0 1.15 F(3, 450) = 6.43***
Dry mouth 2914 202 31484 225 266 231 179 1.34 F(3,450) = 4.78*
Vision abnormalities 219% 1.79 3100 2.22 2.75¢ 2.38 129, 0.87 F(3, 450) = 10.64***
Food or chemical sensitivity ~ 2.25. 2.15 253 245 3.04.0 2.86 1.74; 143 F(3, 450) = 3.58*
Tinnitus 2.185c 2.01 2.96a0 2.34 3.01a0 240 1.87pc 1.53 F(3, 450) = 5.93*
Abdominal pain 2704 2.05 2964 2.16 285y 2.26 1.63a0c 1.96 F(3,450) = 4.27*
Head or facial pain 190, 1.52 294, 2.23 2524 218 1.52pc 1.43 F(3, 450) = 10.36™**
Impaired judgement 2.04pc 1.66 2.89.0 214 2.7820 2.36 1.40pc 0.94 F(3, 450) = 9.44***
Constipation 2.68¢ 2.26 249, 1.95 245, 1.97 1.39ac 1.03 F(3,450) = 4.22*
Restless legs 2.65¢ 2.08 2,674 2.11 249y 2.02 1.4425c 0.97 F(3, 450) = 4.15*
Twitching 1.80c 1.53 2084 1.55 2430 2.00 121 0.62 F(3, 450) = 6.49**
Chest pain 209 183 2185 1.68 243, 1.88 1315 0.84 F(3, 450) = 3.89**
Increased libido 141, 1.10 222, 193 191 165 195 1.68 F(3, 450) = 6.76***
Bladder or urinary problems 196 1.98 2204 2.22 209 2.09 118, 0.65 F(3, 450) = 2.67*
Tremor 1.88¢ 1.74 2204 1.84 1964 1.67 1.05z5c 0.32 F(3, 450) = 4.83*
Vomiting 1.35 1.08 1.625 1.46 128 0.83 1.08, 0.49 F(3, 450) = 3.49*

* Significant at p < .05; ** significant at p < .01; *** significant at p <.001



There is a great deal of data here regarding symptmmmonly
associated with antidepressant use and withdrandlthe reader is invited
to explore individual symptoms through a close exation of the tables.
For example, the reported frequency/severity irsgea many symptoms
such as nausea, vertigo, and agitation experiemg@articipants
withdrawing from antidepressants appears to abdletime (ex-users),
although other symptoms such as tinnitus and foaghemical sensitivity
appear to increase as participants move from tseigh withdrawal to the
ex-user stage.

Lastly in the “symptoms” section of the survey,t#pants were
asked about weight gain and loss. A one-way ANO¥Awmeen subject
groups was run examining weight gain since the tovfsthe antidepressant
prescription (first three groups) or within thetlgsar (never-used group),
although the latter is not necessarily comparabkesignificant difference
between groups was found, F(3,451) = 11.16, p £..B@rticipants currently
taking antidepressants reported a mean weightjgsimover 10 pounds (4.5
kg) (M =3.22, SD = 1.58, where “3” is defined ¢t tsurvey as “less than
10 pounds [4.5 kg]"), as did participants withdragviM = 3.09, SD = 1.59),
and ex-users just a bit below that (M = 2.95, SDAL). The “never used”
group, however, reported a mean of 1.65 = 0.89 vtiEr= no weight gain
and 2 ="less than 5 Ibs./2.3 kg”. A Tukey-Krarmpest hoc test revealed a
significant difference between the never-used gramgbeach of the user

groups (p <.001), but no significant differencéveen the user groups

%2 The latter group is referring to a one-year pertbd other three groups are “since the onset of
prescription” which could mean a few months oryears. Results, therefore, are inconclusive at
best. However comments regarding iatrogenic wedght were common (see Chapter 8).
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themselves. There was no significant differencendblbetween groups for
weight loss.

The results of a multivariate analysis of stalvld anstable user
subgroups over the total combined symptoms revealesignificant
difference between groups, F(1, 156) = .93. p >Wiks’ Lambda = .78,
partial eta squared - .22, suggesting that the symprofile is not

significantly different between these two subgroups

Subjectively perceived changes: That was thenjghisw.

For the final segment of statistical data collecfatticipants were
asked to compare their moods and behaviours bettheempresent state
and a previous one. Participants currently takimigapressants were asked
to compare being on antidepressants with how tekkyf behaved before
going on antidepressants. A one-sample t-test wygpoged to examine
self-perceived change on 23 emotional and behaali@lgments where a
value of “3” indicates a no-change response. Sicamt results are shown in
Table 7. Iltems where feelings or behaviours aregreed to have increased
are shown in bold. Because of the risk of a type-@mor with this many
items in the analysis, a Bonferroni correction waksed and a statistical
significance level of less than .001 was set.

On the basis of these self-perceived changes ntieegressant users
in this study felt positive overall, experiencireyer negative emotions and
displaying fewer negative behaviours than priciatong medication, and
experienced more positive emotions and behavi@axsept, perhaps, “crave

junk food”) since taking antidepressants.
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Table 7. Current users comparing “now” (on antidepressants) with “then”
(before antidepressant use). Significant responses to the prompt “Since being on
antidepressants, | have been more/less likely to...” “3” indicates no change based
on a 5-point likert rating scale, with means over 3 indicating increased likelihood, and
those less than 3 a decreased likelihood.

Behaviour or mood M SD t

Find the positive in a negative event 3.42 .90 t(153) = 5.83***
Feel happy 342 91 t(153) = 5.65***
Feel good about myself 343 1.06 t(154) = 4.99**
Enjoy social events 342 1.06 t(153) = 4.95**
Crave “junk” food 336 .94 t(153) = 4.79***
Feel empathy for others 326 .83 t(154) = 3.88***
Lose temper 269 1.01 t(153) = -3.77***
Remember things 263 I t(154) = -5.02**
Worry about things 256 .88 t(153) = -6.24***
Gamble 252 .92 t(149) = -6.44***
Cry 239 .99 t(152) = -7.61***
Feel depressed 234 1.04 t(153) = -7.80***

***significant at p < .001

Participants currently withdrawing from antidepiea#s were asked
to compare how they felt and behaved while withdingwrom
antidepressants with how they felt or behaved vihkimg antidepressants.
As with current users, a one-sample t-test was @yeplto examine the self-
perceived change on a variety of emotional and\neheal elements.
Significant results are shown in Table 8. Items ngtfeelings or behaviours
are perceived to have increased are shown in Bglain, because of the risk
of type-one error with this type of analysis, distecal significance level of
less than .001 was set. Overall, while withdrawnogn their antidepressant,
participants reported increased negative emotiadsbahaviours and a

decrease in social activity participation and meaggity.
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Table 8. Participants currently withdrawing from antidepressants comparing
“now” (in withdrawal) with “then” (when taking antidepressants). Significant
responses to the prompt “Now that | am withdrawing, | have been more/less likely
fo...” “3”indicates no change based on a 5-point likert rating scale, with means over
Jindicating increased likelihood, and those less than 3 a decreased likelihood.

Behaviour or mood M SD t

Cry 3.80 .96 t(147) = 10.20***
Feel depressed 3.62 .92 t(146) = 8.12**
Lose temper 3.66 1.02 t(148) = 7.88***
Worry about things 3.52 1.00 t(149) = 6.36™**
Drink alcohol 267 110 t(143) = -3.58***
Enjoy social events 266 .97 t(148) = -4.30***
Think clearly 259 1.03 t(148) = -4.87***
Remember things 259 I t(147) = -5.42***
Gamble 243 .92 t(139) = -7.39**

***significant at p < .001

Participants who had not taken an antidepressaiait feast two
months were asked to compare their feelings andwetrs post-AD with
how they were feeling and behaving on antidepreéssand also how their
current state compared with how they felt and betldefore taking any
antidepressants. As with current users, a one-gatxipbt was employed to
examine self-perceived change on the same emotmwlbehavioural items
as was examined in the user group and withdrawiogpy Significant
results comparing how they felt now with how theit bn antidepressants
are shown in Table 9. Items where feelings or bieluas are perceived to
have increased are shown in bold. Again, becautieeaisk of type-one
error with this type of analysis, a statisticalnsigance level of less
than .001 was set (Bonferroni correction). ltemerehfeelings or

behaviours are perceived to have significantlyeased are shown in bold.
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The ex-user participants report significant posiimprovements in
feeling and behaviour over how they felt and bebdawkile on
antidepressants. There appears to be a slightishife kinds of significant
positive feelings and behaviours reported in tihegig compared to the
antidepressant users, however, with a greater facusg ex-users on
caring about others, spending time with familygaposed to users’ “enjoy

social events”), and showing affection.

Table 9. Ex-users comparing “now” with when they were taking
antidepressants. Significant responses to the prompt “Compared to when | was
taking antidepressants, now | am more/less likely to...” “3” indicates no change
based on a 5-point likert rating scale, with means over 3 indicating increased
likelihood, and those less than 3 a decreased likelihood.

Behaviour or mood M SD t

Care about others 353 1.1 1(84) = 4.40**
Find the positive in a negative event 3.51 1.10 t(83) = 4.25***
Laugh 347 114 t(84) = 3.81**
Show affection 350 1.21 t(83) = 3.80***
Gamble 249 I t(83) = -5.15***

*kk

significant at p <.001

Interestingly, results of a one-sample test omsxs asked to
compare how they feel and behave now with how takyand behaved
prior to taking antidepressants revealed no itdmsvsg a significant
differences between then and now at the p < .084,lsuggesting that
group participants felt—as a group—that they hadrned to pre-drug
levels on all items. This is a curious paradotha@lgh users reported

feeling better than before they took antidepressamd ex-users report
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feeling better than while they were on antidepretssax-users did not

report feeling better than they did before thedmygressant prescription.

A problem with the ex-users group—the prolongetdvéwal factor

At the end of the survey, participants were invite leave comments
about their antidepressant use or withdrawal egpea, or about the survey.
Although the survey was designed around the assomibiat antidepressant
withdrawal symptoms would more-or-less be resolvemmonths following
a 0 gram dose (Haddad & Anderson, 2007; Fava &daffi, 2010), 23 (21%)
of participants in the ex-users category commeatetheir ongoing issues
with protracted withdrawal. It is possible that some of the other
participants within that group also suffered fromtpacted withdrawal but
did not comment to that effect, and this figureginet include those who
wrote of having experienced a protracted withdrasxalerience that they
reported eventually resolved itself.

This is an important issue because it compromisesitegrity of the
ex-user group to some extent, especially when usedmparison with the
group of participants who are currently withdrawignce this research is
exploratory as well as hypothesis-driven, and ga@ii better understanding
of the antidepressant withdrawal experience isajrike stated goals of the
study, a closer examination of the two ex-user sulygs was undertaken. It
is also important because the existence of a pgeldnvithdrawal
experience with antidepressants is generally peedeas rare—see Chapter

3—nbut this current study suggests a prolonged wathel experience might

% The next chapter of this thesis covers a thenaatidysis of participant comments. Participant
reports of withdrawal and the prolonged withdraesgberience are addressed there.
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be more prevalent, and last longer for some indizisl (see Chapter 8), than
previously supposed.

As was done with the group of antidepressant usershat case it
was between those with stable and destabilizedepriessant dosage—the
ex-users group was split into two subgroups, ongadicipants who
spontaneously self-identified themselves as cugrenffering from a
prolonged withdrawal syndrome (PWD) in their comtseand the other of
participants who did not do so (NoPWD). Participeamments like “lI am
still not out of the woods from withdrawal and @shbeen 1.5 years,”, “at
nearly five years off Paxil, | feel like my centraérvous system has still not
fully recovered,” and “I am still experiencing sonvehdrawal symptoms”
are typical of comments used to identify ex-useporting ongoing drug or
withdrawal symptoms (PWD) from within the ex-useoyp. Anyone who
did not make a specific reference in a commentteeatly experiencing
symptoms they attributed to withdrawal were congdeNoPWD. In
retrospect, a specific question in the survey wialde sorted these ex-user
sub-groups much more precisely, but lacking thatas felt that this
method of division would at least allow a prelinmpaxploration into the
prolonged withdrawal experience. All results repdrtegarding these two
subgroups must be assessed with the caveat ofaybdivision limitations
in mind.

A multivariate analysis comparing PWD and NoPWDuser
subgroups on the three mood factors “positive griefggitation” and
“aggressive/depressive” foundsmgnificant effect between groups F (1, 70)

=5.92, p <.01, Wilksk = .80. When the dependent variables were
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considered separately, a significant difference foaad between these two
subgroups on all three mood components (Table 10).
Table 10. Mood components showing a significant difference between ex-users

who reported prolonged withdrawal symptoms (PWD) in their comments and
ex-users who did not (NoPWD).

PWD NoPWD F
Mood Component n=23 n=>53

M SD M SD
Positive Energy .68 110  -.36 1.09  F(1,75)=13.49, p <.001
Agitation 25 1.04 -44 0.85  F(1,75)=7.17,p<.005

Aggressive/Depressive .52 101 -18 0.77  F(1,75)=10.42,p<.005

These results suggested that ex-users who drsustdring a
prolonged drug withdrawal reaction more than twathe after they ceased
taking the medication are more likely to feel sabsial mood volatility
characterized by greater levels of positive eneagitation, and
aggressive/depressive feelings than more stabieipants who are no
longer feeling the results of drug withdrawal.

An independent samples t-test was also run on tHOW well-
being questions, and a significant difference voamél between the PWD
ex-user subgroup (M = 8.36, SD = 4.91) and the NDR3X-user subgroup
(M =13.21, SD = 4.91), t(79) = -4.21, p < .001eTWHO advises that a
raw score below 13 is indicative of poor well-beargd a signal of possible
depression (Psychiatric Research Unit, ND), sugug#tat participants
undergoing a prolonged withdrawal experience apee&ncing a poor level
of well-being indicative of significant depressiosk. Ex-users not currently

experiencing a prolonged withdrawal response arsimmving a depression
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risk based on the WHO-5. Together, these resuljgesi a lack of
homogeneity within the ex-user group.

A multivariate ANOVA comparing PWD and NoPWD ex-use
subgroups on the 37 symptoms was performed arghdisant effect
between groups was found, F (1, 82) = 2.30, p §,.Wlks’ A = .35. When
the dependent variables were considered separatsignificant difference
was found between these two subgroups on 27 &#tsymptoms (Table
11).

There was no significant difference found betwdessé two
subgroups on digestive symptoms (nausea, vomitiilagrohea, constipation,
increased or decreased appetite), nor on non-dsésap issues (insomnia,
need for more sleep). There was also no signifiddfgrence found for the
symptoms of excessive sweating and increased lilhndall cases, the ex-
user sub-group experiencing prolonged withdrawabnged a higher mean
symptom response than the ex-user subgroup notierpmg a prolonged
withdrawal reaction. An examination of individughgptoms with high
group means suggest that even more than two mpo#tsdrug, many
onerous symptoms remain for some users: reportpdréisularly
bothersome were fatigue, decreased libido, andomieness. This is an
important observation not only for antidepressaetrsi and their doctors, but
also for clinical trial researchers who assumeug @vashout period of a

week or two adequate when testing new drug or ptacesults.
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Table 11. Symptoms (frequency plus severity) showing a significant difference
between ex-users who reported prolonged withdrawal symptoms (PWD) in
their comments, and ex-users who did not (NoPW. All ex-users reported being
antidepressant-free for at least 2 months. Mean scores reflect a symptom frequency
range between 1 (haven'’t experience this symptom in the past two weeks) and 5
(experience this symptom constantly) PLUS severity range between 1 (very minor)
and 5 (very severe), with 3 defined as “moderate, impacts upon daily routine”. If F =
1, then S = 0. Symptoms are listed in order of highest mean.

Symptom PWD NoPWD
n=23 n=061
M SD M SD F

Fatigue 643 259 436 229 F(1,83)=1276"
Decreased libido 59 310 380 295 F(1,83)=8.64"
Nervousness 591 198 387 194 F(1,83)=18.42"
Emotional flattening 561 313 323 262 F(1,83)=1234*
Food/chemical sensitive 548  3.00 218 213 F(1, 83)=31.78"*
Body pain 526 245 297 191 F(1,83)=20.57"
Weakness 513 277 257 206 F(1.83)=21.14"*
Headaches 504 197 346 217 F(1,83)=9.34"
Agitation 478 243 361 203 F(1,83)=5.03"
Tinnitus 461 255 233 191 F(1,83)=19.63"**
Vision abnormalites 448 264 210 180 F(1,83)=22.35""
Impaired judgement 448 278 216 1.79 F(1,83)=20.26"**
Disturbing dreams 443 219 249 195 F(1,83)=15.53"*
Panic attacks 430 244 220 193 F(1.83)=17.16"*"*
Twitching 400 235 195 155 F(1,83)=21.55"*
Dizziness/vertigo 400 235 244 206 F(1,83)=9.63"
Thirst 396 248 236 1.80 F(1,83)=10.61*
Head or facial pain 391 250 200 1.74 F(1,83)=1567"*"
Dry mouth 391 264 211 194 F(1,83)=11.66"
Abdominal pain 391 247 248 213 F(1,83)=6.99*
Suicidality 370 236 187 155 F(1,83)=17.07"*
Restless legs 361 223 200 1.74 F(1,83)=12.06*
Chest pain 343 180 203 1.85 F(1,83)=9.70"
Bladder/urinary problem 3.09 281 170 167 F(1,83)=7.68*
Tremor 3.04 218 162 125 F(1,83)=13.87"*
Brain zaps 283 229 151 130 F(1,83)=10.99*
Rash 252 247 139 123 F(1,83)=897*

*Significant at p < .05; ** significant at p < .01** significant at p < .001

A significant difference between PWD and noPWDsaitidality is

of some note since no difference was found onsymsptom between the



four intact groups. Although an increased riskw€islality is linked with
both antidepressant use and withdrawal (see Chapttris author is not
aware of any studies examining the possibilityrofrecreased suicide risk
post-withdrawal for some patients.

It is possible, of course, that those patientsntapy ongoing
withdrawal issues more than two months after ttegminal antidepressant
dose are simply responding to a return to thegioail illness, but their
comments indicate that they do not believe thisedhe case, and many
made the point in their comments of feeling “WAMtee off before taking

any meds” (ex-user).
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Chapter 8
Results Il
An Examination of Comment Themes
Qualitative health research is research with a f®on the social
world, not the world of nature. ...When researching natural world
the phenomena can be treated as objects or thargsfrom careful
observation, natural laws may be generated. Baihésocial world,
we are dealing with subjective experiences, ancestdnding of
reality can change over time and in different sbc@ntexts.
--Kevin Dew, 2007

Although including a comment was optional, 65% aiftgipants included
personal comments at the end of the survey wheieihto do s those who
were withdrawing from antidepressants were the riky to respond with a
76% return rate, while participants without antidegsant experience showed the
lowest response to this invitation at just 22%. Tdreyest response was 959 words;
the shortest 3 words, and the median responsenlevag 72 words.

All quotes from participants used as examplesimdhapter are as written,
including the use of capital letters for empha®iBvious typographical errors
have been corrected (e.g., remember instead ofmelmer), and punctuation has
been amended for clarity (e.g., commas to sepéeses in a series). An ellipsis
(...) is used to indicate portions of the comment tieve been omitted for brevity.

A thematic analysis was conducted of the commesitgglBraun and

Clarke (2006) as a guide. The data set was readdhrseveral times to identify

repeated patterns of meaning. Notes were made imé#rgins and text passages

3 Actual invitation: If there is anything else you would like to add abyour antidepressant
experience, or about this survey, please shareg@muaments in the box below.”
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highlighted with different colours to facilitateeftoding process. A series of
thematic maps were generated and items clustecedansolidated. A general
trend differentiating the three user groups wa®nkesi, and six key themes that
occurred across all three user groups were idedtdlong with three subsidiary
issues that were raised indirectly by the comméiiis trend, the key themes, and
the subsidiary issues are discussed below. Comrfrentshe never-used group
were different in tone to those made by the antietegant-experienced groups and
are addressed briefly near the end of this chapter.

The antidepressant experience as a whole can beaseesort of journey,
moving from a perceived need for a pharmaceutidalvention, through the user
experience, through the withdrawal experience,ansing eventually at an ex-
user endpoint. The majority of participants in tslisdy were exploring this
journey, and their responses were, understandetliyured by their current stage
and progress in that journey. None of the partitipdocussed primarily on the
pre-prescription stage, although several commantpdssing on their diagnosis:

My depression is a manifestation of my PTSD whi@swiggered
due to a number of social and work stressors. @gouuser)

They are supposed to clear my head and make drdasime to be
motivated towards positive change. In reality, hot sure that has
happened. (Current user)
Of those participants with antidepressant expedgean overall impression
is that those who currently take the drugs wereegdly the most positive about
antidepressant use, those withdrawing less soemiuders were the most negative.
Each group tended to focus on issues peculiareio shage in the journey. Typical

examples:

All the antidepressants I've taken have helped atélgough daily
life, but I've become more numb to life itself. (Cent user)
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Don't take them if your issues aren’t severe. Ttoeess of getting off
them is painful and terrible. (Currently withdrag)n

| thought Paxil was a wonder drug for the firstyEars | was on it.
However, after hitting “poop out”, my entire lasy8ars has been the
most difficult experience | have ever faced. | &fih With severe nerve
pain after a 2%-year taper. (Ex-user)

Although almost all of the comments were aboutvithlial antidepressant
experiences, a variety of issues were exploregbgyandents under this general
umbrella. For this analysis, six themes were idieqti 1) the effects of
antidepressants; 2) antidepressant withdrawagst)es with medical authorities; 4)

regret; 5) the role of the internet; and 6) comra@mt the survey itself. Some of

these themes incorporated several sub-themes.

The effects of antidepressants

Most of the comments dealt with some aspect oflaptessant effectiveness
or problems perceived as a result of antidepressant16 participants (598)
commented on the helpfulness of their antidepréssan unqualified way:

They did make a vital difference when the wallsevessentially
closing in on me and | was severely clinically aeysed. (Ex-user)

| used to stress about this but now take thingsyrstride. | feel able
to continue working and enjoy my work. (Currentnjse

My thinking is steady and the previous cloud h#edi It doesn’t
make life easier...but | am able to handle the fgsliand emotions...
If it weren’t for my pills | don’t know where | wdd be now. (Current
user)

However, the majority of participants who reporgesitively about their

antidepressant use also included a significant’'but

Paroxetine increases confidence and feeling oferdimtent. Decreases
creativity, motivation and general energy level.dfions are blunted,

% Of participants who left a comment; all percengagizen in this chapter are of those who left
comments, not of the survey group as a whole.
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unable to feel excited or passionate about anyili@grrently
withdrawing)

Antidepressants certainly stopped my panic attackisdepression, but
this came at a cost. Weight gain, emotional blunptand fatigue.
Functioning well, but feeling nothing. Trying totgdf has been a
nightmare. (Currently withdrawing)

| was able to be more social at first and landechosband at 25 (I'd
probably still be a virgin if not) but it was alnass bad as doing a real
drug substance. | lost my academic and career,goglsrtistic
talents... (Current user)

| felt like my depression and mood was gettingdreithilst taking
antidepressants, and it was. However, it becamehaed to show
empathy. | severed relationships...became more BelfiECurrently
withdrawing)

Many participants went on to itemize a variety ficliities and unpleasant
symptoms they experienced as a result of antideanésise, both short-term
and long-term:

Citalopram has made me very anxious and restlassot concentrate,
have developed insomnia, caused me to fall quiténldan uni work.
(Current user)

| was not too bad in the beginning but it poopetd @as so ill, plus
think it was poisoning me. Liver gave out, eyesigbnt, stomach
bleed, cysts of ovaries, Parkinsonism. | becami#ferent person for
the 18 years | was on them.... (Ex-user)

While | was on Paxil for 4 months, | gained 50 pdsiand | haven’t
been able to loose this weight even though | swdamedications.
(Current user)

Four participants (1%) recounted details of seaehgerse reactions after
brief exposure, treated by increased doses oriadditdrugs.

| was WAY better off before taking any meds. Onsealof an SSRI
caused SEVERE, INTRACTABLE, CHRONIC insomnia, hfoeri
electric-shocks in my head and heart, nightmaresngplete loss of
thirst and appetite, shaking and tremors. On meltgjoctors’ advice,
was poly-drugged with more ADs, benzos, and antcips which
created non-stop anxiety, massive weight loss aamalst of other
symptoms like severe allergies, hypersensitividied suicidal ideation.
(Ex-user)



Several participants reported experience with getyaof
antidepressants and identified how their respoasasged with subsequent
prescriptions, how they reacted differently to eliéint drugs, and reported
that generic versions of a drug do not necessalittit the same response as
a brand-name drug. The use of sequential or meltpigs was a fairly
common sub-theme with two predictable outcomehleeificceptable
medication was found by this trial and error methadhothing seemed to
provide satisfaction.

Although my most recent antidepressant prescriptiag for
bupropion, | was previously placed on various seretgic
antidepressants. These included mirtazepine, tcamnadortriptyline,
sertraline, fluvoxamine and fluoxetine. The SSRisn@uced a semi-
psychotic state (paranoia, delusions, auditorylcaihtions) while the
other antidepressants had a “distant/dissociatee’ of feel to them,
which caused me to drop every single one immedgiaiiéér the effects
set in. (Currently withdrawing)

| have been on antidepressants since | was 18 gkhrislated the
tricyclics for somnolence and weight gain, Prozacdiie tremor,
citalopram stopped working; so far venlafaxineesywgood. (Current
user)

“Since Aropax [paroxetine] isn’'t funded anymoréxiéd the generic
brand Loxamine but found it gave me headachesréGuuser)

An unsuccessful sequence of drugs prompted onemdspto query the
fundamental assumption of biomedical causationtestiéf that a chemical
cure can be found if one only tries hard enough:

| have been on almost every medication over a 22 geriod,
including Prozac, Welbutrin, Celexa, Buspar, Paelkapro, Zoloft,
Cymbalta and many others. | was told | had beescpiteed all
available medication. Yet I still was depressed.. AEXLY what is
MEDICALLY wrong with me if NO DRUGS are working? (@rently
withdrawing)
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These examples also highlight one of the subgidssues—»by that | mean
issues not directly addressed by participantsenchimments but revealed by them:
long-term use of antidepressants and the use aeséigl medication.

An overall impression is that these are factors itifauence participants’
understanding of the antidepressant use procdsstiaf attitudes and decisions,
and resulting in particular physical response$¢odrugs. For example, reference
to “poop out’—the drugs ceasing to work withoutregsed dosage as in the
extract above—implies a long-term use effect winy lead to a decision to
increase the dose, withdraw from a now-not-worldngg, or try a different drug.
Behind this is a fundamental belief that depressitdibe cured (resolved) if the
right medicine can be found. Although recent steidigggest that long-term use is
more likely to be detrimental than helpful (see ftka3), little awareness of this
is revealed in comments, except in a vague way.

| was told that | would have to take Paxil for test of my life and

after almost 10 years have had enough. Quit colkeyuand suffering

the side effects is worth it. (Currently withdrag)n
Antidepressant withdrawal

Although many issues were raised in the commeritedvawal was the
most commonly-addressed topic in all experiencedpgg, with 43% of current
users’ comments about attempts to withdraw or amiscabout quitting, 73% of
comments from those withdrawing adding addition&imation about their
personal withdrawal experience, and 59% of ex-useraments addressing
withdrawal issues in their responses. Although nityal instinct was to
incorporate this theme under the theme “effec@ntidepressants”, | decided to
give it a classification in its own right, givenista particular focus area of this

study and a primary focus of so many participaspoases.
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It is difficult to clearly identify and count p#gipants for whom the
withdrawal experience has been minor because manigipants understandably
did not elaborate in their comments about what thdyot experience. A few,
however, did comment:

My withdrawals were not as extreme as | thoughy thiere going to
be. | researched a lot before | stopped taking themas prepared for
the worst and sailed through VERY slowly with oniynor effects!
(Currently withdrawing)

A change of circumstances changed the withdrawa¢mence dramatically
for one participant:

Withdrawal was horrible. No warning. First time @Tand lasted a
week before the horror came on suddenly. Secorgl ltimade sure |
was overseas staying with good friends and doingstaff that made
me happy and it was a doddle. (Ex-user)

The rest ranged from brief summaries:
Coming off venlafaxine sucks (Current user)
To itemized lists of withdrawal symptoms:

Cold chills at times, difficulty concentrating, salcdiscomfort, numb
hands at times, internal vibrations, sleep apnoéax-user)

It was 8 weeks of vomiting, crying, headaches &edrtorst
nightmares imaginable. | thought | would never stenit. (Ex-user)

As | was on a “considered low dose”, the physigaid | could just
stop the Zoloft. Within 48 to 72 hours, | had sevaebdominal
symptoms (pain, nausea, and vomiting), becamedehydrated, and
ended up in hospital for 24 hours for pain contrdAbdominal scans
were negative (Ex-user)

Those initial three weeks...were, by a large martie,worse days of
my life... | considered suicide every day and foamyé part of the day.
| was extremely depressed. | could barely eat amyth had severe
acid reflux, hallucinations (both visual and audijo akathisia,
horrendous mental fog (I would often forget midiseice what | was
talking about), | was exceptionally sensitive tonsii, light, perfumes.

| couldn’t even watch television due to rapid moeens. | had
dizziness, extreme balance issues, | couldn’t walka flight of

stairs... (Ex-user)
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In their responses, many participants gave reasomsscontinuing their
antidepressant, which included problems with sftects, lack of efficacy,
pregnancy, and seeking an un-medicated self:

After 40 pounds, lack of emotion, and absolutelyib@lo, | am

looking forward to see who | am again after so miircie (Currently

withdrawing)

In no time over the past 10-12 years while I'verbseitched from

one so called anti-depressant to the next havaleraay tangible

progress in my inner battle ...not only have theyhaped in any

meaningful way but also contributed to worseningngioms.

(Currently withdrawing)

| am 6 weeks pregnant... Now that my hubby ane having another

there was no way | would go through pregnancy takimat sort of

medication. The health of our baby is more impdrtg@urrently
withdrawing)

Four current users expressed a general fear dirgyieither because of fear
of withdrawal effects or fear of a return of prexgisymptoms (a common theme
according to Leydon, Rodgers, and Kendrick [2007]),

| am frightened to stop (Current user)

Would like to stop taking Paxil, but also concerieat this might

result in recurrences of the anxiety that led meke it in the first

place. (Current user)
but 35 (30% of current users) commented specificall unsuccessful attempts to
quit taking the drugs in the past or on unpleaaadtconcerning withdrawal
symptoms when medication was inadvertently stopped:

| want to stop. | will go a few days without takittge drug, but it is

hard for me to control the withdrawals so | getkan it every time.

(Current user)

| have attempted to come off paroxetine severatsimithout success.

The last time | tried was 5 years ago and | wapitalissed... (Current

user)

A recent hospital visit landed me with an extremeBxperienced

hospitalist who cancelled my Paxil without me kniogvit and |
immediately felt the side effects. (Current user)
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Many of those currently withdrawing had also madevjpus attempts to quit

| have attempted to quit antidepressants more XBaimes in the past
22 years, unsuccessfully. ...The physical symptoragpamful and the
mental and emotional symptoms are terrifying. Tlitbdvawal caused
me to believe that “this is my REAL behaviour...”digkly went back
on them for fear of what might happen. (Currentlthdrawing)

Also disturbing is the number of ex-users (29, 4#%hose who left a
comment®) reporting severe withdrawal symptoms months aryafter
discontinuing their antidepressant.

After almost six years off antidepressants, | stille lots of

withdrawal problems, mainly neurological in therfoof rapidly

shifting muscle tone problems (from spasms anthssk throughout
the body to extreme weakness) plus the so oftesrtexgh so-called
brain zaps. These symptoms are still severe anddigabling and

refuse to go away. Improving by about 5-10 perpentyear only. I'd

like to mention that | didn’t have any of theselgems before taking

SSRIs. Before the ADs | never had any kind of ptaissymptoms.

(Ex-user)

It's been 19.5 months and I'm STILL experiencingsopretty bad

withdrawal symptoms like tinnitus, tremor, anxietkathisia/agitation,

occasional depersonalization/derealization, rag) baps, tingling,
depression, sensitivity to light and noise, and ENIBE brain fog. It
used to actually be worse. (Ex-user)

Participants experiencing long-term withdrawal peaofs filled out the
survey as “ex-users” since “currently withdrawirngds confined to those
currently dropping doses or within the two montbiéofving drug cessation. It
became apparent from comments such as these ¢hattuser” group was
hardly a drug-symptom free group and that manyiqpants experienced
withdrawal symptoms for much longer than two moritiowing dose cessation,
although not all participants in the group repog&geriencing long-term

lingering effects when taking the survey:

| am now off 11 months and feel pretty stable. (Eer)

% This is 34% of total ex-users including those wdi not leave a comment
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It took a long time for the withdrawal symptomdade. Once off the
medication, | believe it was close to a year befdedt none of these
effects anymore. (Ex-user)

Issues with medical authorities.

A third theme raised by respondents regarded issitesnedical
authoritied’. Many participants wrote of anger and frustratidth their doctors
and the medical profession in general, citing latc&ufficient or appropriate
information about their antidepressant medicatioorpgo being given the
prescription:

| was not told much about the side effects, anonftcthink | was told

anything about the withdrawal. It took me yearfigare out that |

needed to take it at the same time every day. r€@tly withdrawing)

| am very angry that | wasn't told that this drggaddictive. (Currently
withdrawing)

Others decried the lack of support—indeed, sometiofidelief—when distressed
by side effects or withdrawal, and expressed aesehbetrayal that professional
advice and ongoing prescribing had led to unardteigh and unwanted long-term
problems. Some of this frustration involved comptia issues as discussed earlier
in this thesis: pharmaceutical companies and soet#aal professionals push
drug compliance hard, iterating that the underlydrgease is the greater problem,
not the drug(s) used to treat it, a view that alleimged by many of these
experienced users.

My GP tells me | need to be on medications for. lifieuly believe a

lot of my prior failed attempts to be AD free wexrgtually severe

withdrawal. (Currently withdrawing)

| became a different person for the 18 years | ovathem, always
trying to quit and being told withdrawal was sonmeghelse. | would

37 See Liebert & Gavey, 2009 for a development of theme as perceived by medical
professionals.
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get another antidepressant to treat it. Have badrl had
fiboromyalgia, depression, anxiety disorder. | hadeof these before
ADs, only had leg pain. | believe these drugs cawdlethese things.
(Ex-user)

There are probably hundreds of thousands of indalideports of AD
withdrawal and side-effects on the internet. I'ead a small fraction
of them, perhaps 10-20,000. They tally with ead¢tentand science,
and physiology and pharmacology and p450s andakehistory of
serotonergic drugs, and half-lives, and dopaminvendeegulation, and
dependence, and stimulant drugs, and hyper-stimelstates.
Unfunnily, doctors still disagree with them. (Exetps

| had multiple serious on-drug side-effects whidravignored, being
told it was “the disease and not the drug.” The dd3es were upped,
and benzos were added for the drug-induced insomifigx-user)

My psychiatrist said he had never heard of anyaiegiso sensitive
to the medication and basically accused me of lgingxaggerating.
(Currently withdrawing)

Lack of awareness on the part of doctors, accordirme participant, can be
compounded by lack of awareness in the patient:

The thing is, you are too subsumed and destroydtebgdverse
effects TO BE ABLE TO RECOGNISE WHAT IS HAPPENINGOT
YOU. That's a key point of which doctors are atilaware. Their
patient may be so cognitively-crippled by the dtiogt their body’s
twitching and rattling, lethargy, eyesight chang®letal pain, etc.
simply doesn’'t REGISTER. ...Doctors MUST know theetside-
effects profile and be able to competently workuiiflo each of the
standard categories of side-effects with theirgras. This is most
emphatically NOT HAPPENING. (Ex-user)

In a similar vein, another participant expressetceon that drug impairment
affects patient-doctor communication:
Due to the fact the drugs can affect cognition iregative way it
becomes difficult to get the understanding of thezlical
community... Many of my doctor’s appointments mayégone
differently had | been able to properly communicatat was
happening. That doctors regularly refused to hedparhen | reported
akathesia nearly cost me my life. (Ex-user)
Several participants indicated a concern that aptiessants are over-

prescribed:



It seems like you just have to say you are “sadidgut on a pill.
(Current user)

When my doctor prescribed me antidepressants amd reluctant,

she said she was prescribing about 10 of her gateeday with them. |

think this is shocking... (Current user)

Many participants advocated more research intaleptessants and their
effects, as well as improved education of doctousses and patients regarding
drug-related side effects, withdrawal, and longrteisks.

Gained about 25 pounds since taking Paxil... QuiilRowly over

the last 3 weeks...symptoms of zaps, roaring in @adsdizziness with

turning head. Absolutely miserable today... | am & Rhey didn’t

teach us this in school... (Currently withdrawing)

| think there needs to be much more research doramtidepressants

and the long term effects they have on not onlybtiaén but on other

parts of the body as well. (Ex-user)

Not enough education is given to GPs on the conhstda effects and

the awful withdrawal symptoms (Current user)

Regret
In their comments, several participants expressgret over their use of

antidepressants:

If I knew the things | know now when | was firsiegcribed the meds,
| wouldn’t have taken therfCurrently withdrawing)

| wish | had been given a chance at learning holiwvéowhen | was 19

instead of being put on this medication and lefttdar 12.5 years. As

| try to withdraw for the fourth time, | am findingvery difficult to

know who | am or what | stand for. (Currently witading)

Many participants reported being worse off now thafore they started
taking antidepressants, which they perceived ag@eb in their lives. An initial
attempt to quantify this general observation wamndbned because of the

difficulty in deciding, based on an undirected coemty whether a given

participant necessarily felt that way or not, bany examples are explicit:
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| regret ever taking an ssri as now | am addiotetthém and they are
EXTREMELY difficult to get off of. (Current user)

| cannot get off Effexor. | have tried but the wdthwals are too severe
and frightening. | also believe that Effexor hasszd my weight gain,
body pain, fuzzy thinking, etc. | feel like a pns to this medicine.
(Current user)

One day | hope to be able to walk away from aH thiedication and
have some normality in my life. (Current user)

Many ex-users expressed regret that their antidspre drug use had
damaged their lives, leaving them in a sort of kimb

| took Paxil for an anxiety condition but was happiyh other aspects
of my life. | worked, had a good social life andsagenerally happy. |
never felt that the pills helped, but every tinstdpped | felt worse. |
thought and was told that this was my original ¢bod worsening. |
believe it now to have been caused by the medssbiess. | now
have much more severe mental problems that | dichve before as a
direct result of taking these pills. | can no longerk, rarely socialise
or leave the house and feel these pills have destroy life due to
the effects that they have had on my body and nfixtuser)

It's really hard to find my place in the world agaiwho am 1? What
are my goals in life? | feel like a totally differeperson compared
with pre-and during Paxil...the meds make you staitigirso
emotional development, not learning to live witlugyproblems...
(Ex-user)

| feel effexor has ruined my health. (Ex-user)

| feel considerably diminished physically and mégtall in all,
medication made me worse. (Ex-user)

| now have amnesia, the beginnings of tardive dysdta, severe hair
loss, severe acne, trouble with balance, troubile yesight, loss of
imagination and creativity... | have lost many frisnave alienated
my family, lost my apartment and job... | feel vetsosgly that these
drugs do not belong on the market. (ex-user)

Only one person expressed regret about not beeggpbed antidepressants
earlier, and implied possible support for paedigtrescribing:
| would have liked to have been prescribed it yearsier. Children at

school should be taught to be mindful of depressweptoms before
they lose insight into their condition. (Ex-user)

100



The role of the internet

This survey was only available on-line, so it i$ siarprising that many
participants appeared to be savvy users of thenietel acking satisfactory
information from their medical advisors, many aseekinformation and found
support from internet sources, in some cases aetirthat information. Others
simply advocated the internet as an accessibl@ppbpriate source of
information about antidepressants that they fek sugerior to standard medical
advice. No one expressed concerns about inappte@aice retrieved from the
internet.

| have spent a fortune on tests and doctors tryirfipnd out what's

wrong with me and | had to find out on the net tigio paxilprogress

and drugs.com that my symptoms are common on S8Rl

withdrawal...so | decided to wean off the drug afesding info on

both those sites. (Currently withdrawing)

A few hours internet searching can provide famifiaginers with

answers to their loved one’s deterioration/deatbtenal blunting/

twitching/anger/mania/shopping sprees/ insomniaipetc., nearly
all of which will be subsequently denied by thedctbrs. (Ex-user)

Comments on the survey itself
Some participants expressed thanks for the suesgyessing a hope that
results might find their way to medical authorities
The dependence is awful and very few members afnidical
community are aware of this important and vital f#¢s just
scandalous. Thank you for participating in spregdims vital
information. (Ex-user)

Others found doing the survey itself therapeutic.

Thank you for letting me voice my thoughts andifegd. (Current
user)
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Good survey! | work in mental health myself andrfduhese useful

guestions. (Current user)
Subsidiary issues and the “never used” group

There were two other subsidiary issues (besidesterm and sequential

use discussed earlier) raised by participantsair tomments. Although
participants were not asked at what age they btgamg antidepressants, several
reported being recipients of paediatric prescrigio

My experience with harmful, addictive drugs goeski@ age 10% (|

will be 58 this month) when my mother took me tdoator who gave

her a prescription for me for amphetamines... (Exjuse

| was 13 when | first went on antidepressants,lan®2 now, so

maybe worth bearing in mind that during the 8 plears | used them |

was also going through extreme hormonal changatecketo puberty.

(Ex-user)

My parents put me on anti-depressants at agetakllots of

different ones. Many made me very queasy and diztppped at

about age 20, when | saw a psychologist insteadpsfychiatrist. |

haven't been depressed for years. | believe | frlgh@ever was. (Ex-

user)
Children and adolescents are particularly vulnerglaltients because their
prescribed drug use is involuntary, based on dewsmade by their parents and
doctors. As discussed in Chapter 3, only one apitesant is approved for
paediatric use in the U.S. (fluoxetine), none gmaraved for use in New Zealand,
and virtually nothing is known about the long-tezonsequences of antidepressant
use in maturing bodies.

Suicidality is the second subsidiary issue, cériest because of the

controversy over attribution of underlying diseaselrugs as the inciting cause.

Antidepressant-induced suicidality was the prinmfagus of only one participant’s

comments, but suicidality was mentioned by sevgaicipants:
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Recently, one night while | had drank over 12 beletrsed to commit

suicide by taking a lot of Tylenal. | have neved lsaiicidal thoughts,

nor had I ever tried to commit suicide before, atrdly believe it was
because my Paxil had been increased to 30 mg.€Qwser)

| have attempted to come off paroxetine severas tvithout success.
The last time | tried was 5 years ago and | wapitalissed for 4 weeks
due to being extremely suicidal. This was so uniusuane...

(Current user)

Fluoxetine tended to make me feel numb, unableytocand suicidal.
(Current user)

Those initial three weeks...were, by a large mariiae,worse days of

my life... | considered suicide every day and foamé part of the

day®. (Ex-user, describing withdrawal experience)

None of the participant groups showed a signitigagreater level of
suicidality than any other in the quantitative sacbf this study, but there is
evidence in the comments that several participaadissuicidal experiences that
they believed were antidepressant-related eitharrasult of drug use, or during
drug withdrawal at some point in the past.

There were just 10 comments from the never-usegpgidost justified why
antidepressants hadn’t been tried, some were odis@mal of others’ experiences,
and they ranged from the philosophical to the jiraktsometimes in a single
comment:

Several years ago | was having difficulty with nfg and was

recommended to see a social worker about my mbe#dih. It was

suggested that | try antidepressants. | declined nay situation

gradually improved through other means. (Never used

I've seen quite a few friends go through timesagdrig

antidepressants, and also had a friend who wasallyndepressed

and suicidal. All she got out of the help she reegiwas a dependency

on pills. NO THANKS. (Never used)

Friends | have known on them solve initial problenimit don’t

resolve the issues. If stressed or getting lowchpe by going fishing.
(Never used)

¥ See extended comment, p. 94, for other withdraymiptoms reported by this participant
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The concept of the antidepressant experience lagjogrney of sorts makes
sense in the context of the comments. Some incatgmtoblem in a person’s life
leads to an antidepressant prescription, embatkigigperson upon a journey
through drug use that may then lead to a withdrandlpost-drug experience and
at any given point within this journey results mtieased awareness, a change of
perspective, or some other transformational ch@plggsical, mental, and/or
emotional).

Nobody knows what is happening, how long it wiitland how it will

affect you. It is this uncertainty and lack of krledge by the medical

profession which makes this journey as difficulitasan be. (Ex-user)

For me, anti-depressants were a part of learnimgpe... (Ex-user)

If I knew the things | know now when | was firsiegcribed the meds,
| wouldn’t have taken them. (Currently withdrawing)

Several participants sent me personal emails wgtdiknow where they
could find out more about the antidepressant theneviaking or asking for advice
regarding withdrawal. | replied briefly, directitigem—apropos to their query—to
official medication information posted on pharmaazal websites, relevant books
and research papers, and www.paxilprogress.orgsaggested they consult their

doctor.

104



Chapter 9
Discussion, Conclusions and Future Directions

This is a subjective study of self-selected pgrtiats, based on the
personal responses of 465 individuals with antidegaint experience, and 44
individuals with no personal experience of antidsgant use but perhaps some
awareness or observation of others’ experiencesdi@sl in their comments).
Each participant will have approached the survéfemintly, a reflection not only
of their own antidepressant experience, but alew thterpretation of that
experience within the context of their lives at timee they were taking the drug(s)
and the time they were taking the survey. A siaibanalysis of their survey
responses allows us to give some sort of operdtiatidity to the sum total of
those responses—enough to make broad empiricahaltesms about the
groups—but it is, of course, subject to the limaas of the survey design and
guestions and influenced by researcher decisigsdang data analysis. These
“empirical” responses are supported by the thenaatadysis of comments, which
IS even more subjective: not only have participdogen given free rein to
comment in any way about their experience—or ahgrotopic for that matter—
but my interpretation and analysis has allowed orgubjectively pick and choose
what | think are key themes and representativesefull examples, omitting others
for a myriad of reasons (e.g., tangential issug; one example to support it,
example too long or too complicated, etc.)

And of course these participant groups are nog&fcle-there are a host of

concurrent medications, the effect of which hashesn factored into responses
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and, indeed, cannot easily be factored in givemm #poradic use and inherent
variety. Furthermore, antidepressants are moodfrecglibut so is life in all its
messy glory: relationships begin, end, and chajofps; come and go; people are
born and die; economic situations alter; seasongea@nd go. We all make
decisions and have to live with the consequencksfhese affect moods and
are part of the human condition; each participast tesponses affected and
compromised by these life factors which may caroremweight than the effects of
the antidepressants themselves. Never-the-leés; as | am aware, this study is
unique because it presents a valuable portraitaxeé most affected by
antidepressant use, as opposed to the more fatndatises by medical
practitioners, reports from short-term clinicaats, and analyses of broad
statistical trends. There is huge inherent valuenderstanding what the end-user

thinks.

A brief summary of the results

When antidepressant users, those withdrawing thein drug(s), ex-users,
and never-used participants were asked aboutattgudes towards
antidepressants, those currently taking them wererost enthusiastic about
antidepressants in general, and about their persseacalling them “helpful”
(median response). Those withdrawing and non-wgers less enthusiastic (“a bit
helpful,” median response), and ex-users were a@tgtive, calling them
“harmful” (median response). To some extent, tlasanot surprising results. It
seems logical that participants currently takinidpressants are likely to find
them useful—one would think that if they did ndtey would quit taking them

(withdrawal issues aside)—and those who did nat firem useful, or who found
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the side effects draining, are most likely to hegased their use. However, when
it comes to self-rated mood on the WHO well-beimgeix, users, those
withdrawing, and ex-users all fell below the “13rdarcation line suggesting
depression risk (based on mean responses). Onhetrer-used group sat
comfortably above the 13 at a mean of 15, althaxghsers who did not report a
prolonged withdrawal reaction squeaked over thecatil3 with a mean of 13.21.

Whether or not the majority of the participantéramatment groups would
have had a mean below 13 prior to treatment—antave no way of knowing
that, but given that these individuals chose ttréated with antidepressants, it is
not an unreasonable supposition—it is clear th@heetreatment, withdrawal
from treatment, nor the post-treatment phase owssak adequate interventions
to provide an elevation of well-being to a “normkdtel, or depression remission.
In spite of this, when participants were asketiéiytfeel better off now than in a
previous state (the “that was then, this is novetis@ of survey questions), users
reported themselves better than before they weth@drugs, and ex-users
reported themselves, in general, better than wiheynwere on the drugs and
similar to their pre-drug state. Not surprisingdgrticipants experiencing
withdrawal reported feeling worse than when theyeamn the antidepressants.

It is also not surprising that the well-being lisvef the three
“experienced” groups is low considering the bevyiopleasant side effects they
report suffering from: increased nervousness, tgitatremor, twitching, chest
pain, nausea, food and/or chemical sensitivity,lkueas, dizziness, fatigue, need
for extra sleep, sweating, headaches, head op&oe brain zaps, vision
abnormalities, disturbing dreams, emotional flasp@snic attacks, impaired

judgement, and decreased libido. Furthermore, manys identified large weight
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gains of 40, 50, even 60 pounds in their commexiitsn over relatively short
periods of time. This seems extraordinary: the nfesquency and severity in all
three experienced groups reported for every siogéeof these symptoms is
higher than in the control group of non-users.

One possible explanation for the seeming parad@amicipants’ positive
assessment of antidepressant value in spite oldegls of well-being and
assorted side effects is suggested by Breggin {20@6xication anosognosia or
“medication spellbinding” can be induced by a vigrigf drugs, causing users to
overestimate the value of the drug and underestimatail to recognize drug-
induced impairment. Alcohol users, for examplegeonfboverestimate their own
social charm or ability to drive when drinking, laitleast we are all aware that
alcohol has an intoxicating effect. In the casamtfdepressants, according to
Breggin, intoxication anosognosia generally develoyger a period of time (if it
develops at all) and it is unanticipated—after thk drugs have been approved by
the government and prescribed by a doctor for argoondition and thus surely
must be helping. Patients can overestimate drugfltenvhile underestimating or
failing to perceive iatrogenic effects.

It is important to remember that this survey dass not collected by
random sampling. Participants self-selected ta@pate, and some may have
done so because of an overall dissatisfaction thiir antidepressant experience,
although as noted earlier, Moncrieff et al. (20f@@)nd no statistical difference
between self-selected reporting of adverse druggceffand reports obtained by
more traditional means. Nevertheless, it seemly feligar from these results that
antidepressant use does not create or restore hagltdeing levels, which may

be compromised by iatrogenic side effects.

108



The comments left by participants in general nfadgrim reading.
Although a few spoke well of their antidepressategience, the majority
reported problems with dependency, side effectiselpful health professionals,
and long-term struggles with medication use andreety of affective disorders.
Although official guidelines suggest that antidegsiant withdrawal symptoms are
generally “mild” and resolve “spontaneously betwday 1 and 3 weeks after
onset” (Haddad & Anderson, 2007), comments frora siudy’s participants
suggest many weeks or months often elapse befesatten of withdrawal
symptoms, a process that may be extended furtlagiorig taper is required. The
post-drug impairments reported by many ex-userspme cases years after drug
cessation, highlights an important issue that lea$o/be explored by researchers,
other than emerging awareness of the sometimesriimggnature of sexual
dysfunction as identified by Bahrick and Harris@@pand Csoka and Shipko
(2006). Many of the long-term impairments repotvgdex-users in their
comments were of a neurological nature, and henglatsensitivity to stress and
stimulation were commonly reported by those who lbeeh off antidepressants
for over a year. Fewer comments were made abotgldaltout, another theme
deserving of attention in future research, but soeperted on the negative impact
of their antidepressant use, and subsequent witladlran jobs, school
performance, or relationships with family and fdenPositive comments about
increased social functioning while taking the drugse rarer still, and often
involved some sort of compromise, such as cregtivéided off for responsible
functionality.

Contrary to expectations, given its relativelyhjgrofile prevalence as a

controversy in the media, suicidality did not prasas a significant issue or
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symptom in any of the groups examined quantitatieglcept when ex-users were
split between those reporting prolonged withdrasyahptoms in their comments
and those who did not. Only one participant madedality a primary focus in

the comments, but several participants in the @xjgerienced groups commented
in passing on suicidality experienced in the plaat they attributed to
antidepressant use or withdrawal. It seems prolithbtendividuals currently
experiencing an episode of suicidality would natsider participating in a
voluntary on-line survey on antidepressant usectimity of high priority, and in
the quantitative section of the survey, participamére asked only about
symptoms experienced within the past two weeks. él@n the significant
reporting of suicidality among the subgroup of eens experiencing a prolonged
withdrawal experience highlights a point often ratssvhen assessing the link
between antidepressant use and suicidality: ewsgn#icant time after complete
discontinuation of the drug, some ex-users may meatarisk. What is unknown
from this data is whether these individuals weraskt of suicide prior to drug
prescription, but if not, lingering drug after-efte may be missed by medical

professionals and coroners in any analysis of cafiseicide attempt or death.

Answering the research questions and addressingthgpes:

The first proposed hypothesis, that there woulddae significant
differences between the four subject groups in $esfimood, symptoms,
behaviours has been supported by this study’srfigeliAs anticipated, the
currently-withdrawing group reported experiencing greatest health challenges
with a significantly higher level of the mood facemitation than the other three

groups, and the highest level of symptom frequenzyseverity for most of the
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symptoms addressed when compared with the othapgrdhe never-used group,
by contrast, had the lowest symptom severity offtilue groups and scored the
lowest on the agitation mood factor.

Also as hypothesized, current users were the nagsufably disposed to
their antidepressants, considering them, in genéralpful”. Nevertheless,
symptoms such as decreased libido, weight gailgutand insomnia were
commonly reported both under symptoms and in t@mments, and concern
over dependency and an inability to discontinuedttug reported in their
comments suggest their enthusiasm is temperededsg ttoncerns. The overall
WHO-5 score for this group suggests their depraessymptoms had not been
ameliorated by antidepressant use, although weot@peculate on how much
worse they might have been if the medication hadaen prescribed from this
data. Nervousness and agitation symptoms werefisamily lower for users than
for those withdrawing, and significantly higher thavels reported by the never-
used group, but about the same as that reported-bgers.

The third proposed hypothesis, that some ex-useusdsstill be
experiencing effects from antidepressant use maftas drug cessation was
strongly supported by participant comments, altioting qualitative data cannot
be used to definitively prove a causal link; ulttelg, teasing out the difference
between the diagnosed illness, drug side effentswathdrawal symptoms to
determine causation based on a one-point-in-tinee calection is inherently
impossible. Never-the-less, the possibility thatdepressant drug use causes
long-term health issues cannot be dismissed.

My fourth hypothesis predicted particular itemsote including

suicidality, weight changes, and emotional flatbeniAlthough the group of ex-

111



users still reporting withdrawal symptoms showesigaificantly higher level of
suicidality than ex-users not reporting ongoing ptams, there was no difference
found between the four main survey groups on symgtof suicidality, and none
between drug-experienced groups on emotional fisiteor weight gain, although
the never-used group reported significantly lesgitegain and emotional
flattening than the experienced groups. No groppnted significant weight loss.
In short, results from these specific factors dvtlstand out in this study.

Coming back to the specific research questionscwsthis thesis, the first
one was the obvious: do antidepressant userstadrugs helpful? Based upon
users’ evaluations of drug effectiveness and tiesiponses to the “now” (on
antidepressants)” compared to “then” (before aptidesants) response, it seems
fairly clear that the majority of users believe thregs are helpful. Nevertheless,
many of these users expressed concern over unwsidiedffects, dependency
issues, and long-term efficacy (poop out), aneéims of WHO-5 well-being
results, this group as a whole is at risk of degpogs so overall, a qualified “no”.

It would appear the drugs do little to enhanceqgiiality of life. Indeed, many
participants in all groups expressed regret over tirug use.

Withdrawal appears to be a significant issue tdiggpants in all groups.
The likely occurrence of severe or prolonged widlvelll symptoms is difficult to
ascertain from this data, however. Many of theenitrusers expressed experience
with and concern about withdrawal in their commentany of them are
individuals who have thus far been unable to disnae the drugs in spite of one
or more attempts due to a severe withdrawal reachitany of those actively
withdrawing hinted in their comments that they wetrsure they would succeed

in quitting the drug this time, having not succesedath previous attempts. Of
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those ex-users who had succeeded in withdrawing &otidepressants, 34% were
still experiencing fallout from their antidepressarperience months or years
after their final dose, and in some cases symptoens still life-invasive years
after use. Although no actual figures can be glddran this, it seems clear from
this data set at least that dependency is a grneaiblem than has been hitherto
acknowledged in the literature, and there is aisagmt long-term post-
withdrawal impact for some users that so far nolmseexamined in any depth.
Does antidepressant use alter perception of theevaald effectiveness of
the drugs? The specific questions about perceiatde\of the drugs and
comments made at the end of the survey make it tlaaithose currently using
the drugs have a more positive assessment ofvhleie than those who no longer
use them or those who have never used them. Thosare withdrawing from
the drugs are less enthusiastic than users, andexs-in general expressed a
belief that any value the drugs may have is comedby the discomfort of side
effects and risk of dependency. Drug use and wathdlt, in other words,

significantly eroded the perceived value of the imatibn.

Future directions

Further opportunities for psychological and sogslearchers to examine
the impact of antidepressant drug use on indivlaatl social groups should be
apparent. This study did not examine, for exantpke social fallout that may
come with personality changes brought on by theicaéidn or withdrawal from it.
In his book, Whitaker (2010) suggests antideprasssahas lead to the current
bipolar boom and a worsening of the bipolar disowi¢h increased rapid cycling.

The role of antidepressants in cases of violendesaitide has been examined in
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a few papers (e.g., Breggin, 2003/2004, 2004)itilg attention has been paid to
the withdrawal and post-drug phase when iatrogekathesia and hypomanic
states might also elicit violent or self-harm babavs, or socially-inappropriate
activities that is not so readily attributable tdidepressant use. The fundamental
assumption that inappropriate thoughts or behasipast-drug, even if those
thoughts or behaviours did not exist pre-drug,datk a need for continued drug
treatment and support drug effectiveness remaibg witically examined in this
light.

Another area ripe for future research involvekiog at useful strategies
for assisting those undertaking antidepressantinatial. It is generally assumed,
for example, that a slow taper is better and gatem abrupt withdrawal, although
a long taper may extend the withdrawal process ntiketpulling a sticky band-
aid off slowly extends but—presumably—Ilessens trexall pain experience at
any given time. A very quick check of data fromstlurvey suggested no
correlation between length of taper and frequerwgsty of symptoms
experienced, which is to be expected since heattfegsionals and
pharmaceutical manufacturers recommend resumingrihmal dose if
withdrawal symptoms become unmanageable and aistaper commenced if
desired (Glenmullen, 2005; Lilly, 2006)—thus, itofien the severest withdrawal
response that mandates the slowest taper to kegpt@ys manageabfe It
seems likely (but is untested here) that patieuntisay taper as quickly as they can
comfortably handle. Given the limited supervisioherent with outpatient
withdrawal, a prolonged tapering makes sense ldvéwal symptoms are severe,

but illicit drugs—notorious for difficult withdrawaare often discontinued much

39 And it seems unlikely that patients in the midsao unmanageable withdrawal experience
would volunteer to sit down at a computer and spemohty minutes filling in a survey.
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more quickly within a rehabilitation care facilitgn option that is rarely if ever
considered with antidepressant withdrawal. It wdagdnteresting to examine
longitudinally symptom severity, recovery rates #&nty-term residual symptoms
in patients from the onset of the withdrawal prec@sitial drop, large or small,
abrupt stop or gradual taper) to final resolutibdrmg and withdrawal symptoms.

There is also opportunity for an examination ofeotWithdrawal support
mechanisms that have been tried and perhaps faefdluchanges with diet and
exercise, vitamin and health supplements, meditatioupuncture, counselling,
and similar. A closer examination of those indiatbuexperiencing a prolonged
withdrawal experience or what they believe is loaign iatrogenic antidepressant
disablement through interviews would help to exptredalmost non-existent
literature on this issue that is just now coming ipublic awareness.

The marginal efficacy of antidepressants and highgbo rate in clinical
trials has only been acknowledged in the reseaetature in the past two or three
years. This coupled with a growing awareness @ sitects that may affect not
only mood and emotions but physical functioning aadial interactions, often in
negative ways, along with a risk of long-term pdsig consequences, might be
reason enough to make prescribers hesitate whesidesimg the appropriateness
of antidepressant treatment for a patient. Theifsognt issues with addiction and
dependency, and the very real possibility of loagrt disablement as described by
many of the ex-users in this study, suggest thendemregulators may have been
right all along. Perhaps these preparations tridy‘@tally unsuitable for the
treatment of depression.” (internal Eli Lilly commaation reported in Healy,

2004, p. 39, as mentioned earlier in this thesis).
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In a very practical way, physicians today neeexercise caution when
prescribing antidepressants, alerting patientossiple side effects and
dependency issues, and finding ways to educatersiathd and assist their
patients in discontinuing the drugs should theyhvitsdo so. Psychiatric
prescribers in particular, concerned primarily viile mental health of patients,
must recognize the effects these pharmaceuticalexart on patients’ physical
health, and the impact compromised physical healthhave on mental well-
being. Our society places great emphasis on tredtamel rehabilitation for
individuals who are addicted to illegal drugs, &lab or tobacco but provides little
education or support for those addicted to pregoripmedicines, even when those

medicines are damaging to overall health and wasligp

Conclusions

“Psychiatry, for me and many of my colleagues,bt@rDaniel Carlat
(2010), “has become a process of corralling patiesyimptoms into labels and
finding a drug to match,” a process that highlidgiatglaring deficiency in much of
modern psychiatry.” We live in a world where, whanblems occur, we want
them fixed, and we want them fixed as quickly aadl@eaply and as effortlessly
as possible. The medicalization of depression ainer @ffective disorders has
been the economic response to this natural andisggmpragmatic desire.
Pharmaceutical companies can hardly be blameca&mgnizing the economic
goldmine that a one-pill-fits-&fl antidepressant creates for themselves and their

shareholders. After all, who wants to be depresgeui?’an ANTI-depressant (and

0 patients, diagnoses, and prescribers
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the power of that prefix on our consciousness cebaeainderestimated) seems a
perfect fix. Unfortunately, this goldmine is alstaadmine, for the collateral
damage that comes from an attempt to hit the dsjoreganxiety/OCD/panic]
button with a marginally-effective chemical ageraymvell cause more harm for
the overall organism and community than can bengléan patient benefit.
Understanding the history, development, and pramaif assorted mental
illnesses and their treatment with antidepressamisother mood-changing drugs
provides a solid foundation for recognizing the podwl appeal of these drugs and
their role in modern society. The reality, howeveigss stellar than the vision,
and the quick (and probably ineffective) fix forchauser comes with the
substantial risk of unpleasant side effects aneédéency, and a potential for

residual post-drug fallout.
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Appendix A: Online Survey Used in this Study

The online survey used in this study is reprodumedw. An attempt to
copy and paste from the www.surveymonkey.com welbsit altered the format
somewhat: what appears on a computer screen doesasity fit on an A4 page,
and Word’s automatic mechanism has adjusted teksarvey items to fit the
page width. In addition, response boxes and cinigsot reproduce as full
geometric shapes. The survey itself was all oncaglhade “peach sherbet”
coloured background which did not pick up and tlans all cases. However, it
was felt that this method of presenting the sumyagstions in this appendix would
more closely approximate the participant experig¢hae recreation of a new
reformatted survey with smaller typefaces and adtetesign specific for an A4
page.

Following the first default page, the survey daddnto four separate
surveys depending upon participant response odedfalt page. These four
surveys are printed one after the other on theviollg pages. Introductory
guestions vary from survey to survey, mood and sgmgpages do not vary, and
the “that was then, this is now” section likewisgies. All participants were
invited to leave comments.

In the symptoms section, each of the drop down $okered five choices.
For frequency, the five choices werever, sometimes, often, most of the tianel
all of the time For severity, the five choices werery minor, mild, moderate

(affects daily routine), seveendvery severe
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DEFAULT SECTION

1. The surveys that follow are designed to collect comparative data
between groups of people currently using antidepres sants, people
withdrawing from antidepressants, people who used t o take
antidepressants but who don’t take them anymore, an d people who
have never used antidepressants. Information collec ted here will be
used for a research study conducted at Victoria Uni versity of
Wellington, New Zealand. The surveys have been appr oved by the
Victoria University of Wellington Ethics Committee. All participation

is voluntary and completely anonymous. It will take approximately 20-
25 minutes to complete a survey.

If you wish to participate, click on the appropriat e button for your
survey.

£

> I am currently withdrawing from antidepressants, or ceased taking
them less than 2 months ago

> | have taken antidepressants in the past, but | do not take them now,
and | have not taken them for at least two months

> | have never taken antidepressants or other prescribed psychiatric
medication

I am currently taking one or more antidepressants
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2. Introductory questions

This survey is for participants who are CURRENTLY taking one or more
antidepressants (and not currently in the process of antidepressant
withdrawal). If this does not describe you, please use the back browser at
the bottom of this page and select another survey.

1. Please indicate your gender

e Male e Female

2. My current age is...
E uUnder2o0 B 20-39 E 4050 E 60+

3. Country of residence

4. Antidepressant(s) that you are currently taking and current
dose(s)(e.g., Prozac, 20 mg.)

Antidepressant(s) |

Dose(s) |

5. What other prescription medicines are you curren tly taking?

6. Why were you prescribed an antidepressant? (Ify  ou don't know,
please state "don't know".)

7. How long have you been taking antidepressants?

> Less than L 3-12 > 1-3 years L 3-8 years > More than
3 months months 8 years

8. Have you changed your antidepressant or dose in the past three
months?

E No

> Yes, dose has gone up

> Yes, dose has gone down
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> Yes, I've changed antidepressants

9. If you've changed antidepressants, what did you used to take?

10. Please tick the appropriate option. There are no right or wrong answers.

.. hot at
Very Laipful, 22T a1 Harmful, VeTY
helpful helpful harmful
helpful
| believe that
antidepressants in C C - - L E
general are...
For me, the

antidepressant(s) | am e e e e e e
taking is/are...

3. Mood

1. The following statements deal with mood. Pldadethe most appropriate box
to match how you have been feeling during the pestweeks regardless of the
reason.

Most of
Al .Of the the Often Sometimes Rarely A.t no
time ) time
time
| feel cheerful
and in good L E E e e e
spirits
| feel
unusually e e e e i i
self-confident
| feel restless C e e C e -
| feel calm
and relaxed L L L s L E
| feel anxious C e e C e -
| feel
subdued and C e e C e e
slowed down
| feel very ® [ [ [ [ [
angry
| feel active r [ [ [ [ [

and vigorous
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Most of
Al .Of the the  Often Sometimes Rarely A.t no
time : time
time

| feel that life
isn't worth
living
| feel sad
| wake up
feeling fresh
and rested

| feel agitated

| have
difficulty
concentrating
| feel fu ll of
energy

| feel like
harming e e e e i i
myself

| feel like |

want to harm C e e C e e
someone else
My life is
filled with
things that
interest me

| feel like my
mind is C e e C e e
racing

| have mood
swings € € € C € €

| feel

fantastic L. L L L. L L
| feel

reluctant to

leave the L L L L L L
house

]
O 0o 0o o0
O O 0 o0
O O 0 o0

O 0o 0o o 0
[l O 0o 0
O O 0 o0

[l
[l
[l
[l
[l
[l

4. Symptoms

1. Have you experiened any of the following symptom s during the
past two weeks (regardless of the reason)? If you h  ave experienced a
symptom, please indicate how severe you would rate that symptom. If
you don't know what a symptom is (for example "brai n zaps"), leave it
blank.
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Severity

Frequency

B
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Severity

Frequency
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Frequency Severity

Since being on antidepressants, | have been...

Much more More  Aboutthe Less likely Much less
likely to likely to same to likely to

i B R R R AR R R R R R R

C
C
C
C
c
C
c
C
c
C
c
C
£

£

il B B RO ORR R R R R
il B B RO ORR R R R R
il B B R R ORR R R R
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Much more More  About the Less likely Much less
likely to likely to same to likely to
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1. If there is anything else you would like to add about your
antidepressant experience, or about this survey, pl ease share your
comments in the box below.

-

o of

7. Thank you
Thank you very much for your participation in this survey.

If you would like to be notified of any publications utilizing data collected
from this survey please send us a separate email (to
susan.thrasher@vuw.ac.nz) which cannot be linked to your responses.

If you would like to share more about your antidepressant experience, we'd

like to hear from you. Again, feel free to contact us via email at
susan.thrasher@vuw.ac.nz
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8. Survey 2 Introductory Questions

This survey is for participants who are currently withdrawing from one or
more antidepressants, including individuals who ceased taking
antidepressants within the last 2 months. If you ceased taking
antidepressants more than 2 months ago, even if you are still experiencing
withdrawal symptoms, please use the back browser link at the bottom of
this page and complete the survey for participants who used to take an
antidepressant.

1. Please indicate your gender
> Male > Female
2. My current age is...

E uUnder2o0 B 20-39 E 4050 E over60

3. Country of residence

4. Antidepressant(s) that you are currently taking (or were taking)and
dose(s), e.g. Prozac, was 20 mg, now 5 mg.

Antidepressant(s) |

Dose(s) |

5. What other prescription medication(s) are your ¢ urrently taking?

6. Why were you prescribed antidepressants? (If you don't know,
please put "don't know".)

7. How long have you been taking antidepressants?

> Less than L 3-12 > 1-3 years L 3-8 years > More than
3 months months 8 years

8. How long have you been tapering off the drug(s) or, if you are now
at zero, how long did it take you to taper off your drug(s)?

> Abrupt > less than 3Ej 3-6 > 6-12 > More than
discontinuationmonths months months a year
(cold turkey)
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9. Is this your first attempt to discontinue taking your antidepressant?
If not, how many times have you tried to quit?

> This is the first time > I've tried to quit 1-3 L I've tried to quit 4+
times before times before this time

10. Please tick the appropriate box. There are nor ight or wrong
answers.

Not at

Very A bit Very
helpful &P pelotul ) all - Harmful o il
elpful
| believe
antidepressants L L L C, O >
in general are...
For me, the
antidepressant(s)
| am/was taking > L > L L L
is(are)...

[Author’'s note—mood and symptom surveys are idahtbietween groups. See

Survey 1.]

11. Survey 2: Comparing Then and Now

1. Compared to when | was taking antidepressants, n  ow that | am
withdrawing, | am...

Much
more likely
to

Show
affection L
Remember
things
Act
impulsively
Enjoy social
events
Care about
others
Feel good
about myself
Worry about
things
Keep a tidy
environment
Succeed at
work or
school

More likely About the Less likely Much less
to same to likely to

C C

O 0O 0O 0o o o0
O O 0 oo o non
O 0O 0O 0o o o0
O 0O 0O 0o o oo n0
O o 0O onanno

0]
0]
0]
0]
0]
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Much More likely About the Less likely Much less

moret(Liker to same to likely to

Spend time
with my e e e L L
family
Lose my ® ® o o o
temper
Feel C C C C C

epressed
e C C C » »
motivated
Cry e e e L L
Laugh C C C L L
Drink alcohol C C C C e
Be creative C C C C C
Crave "junk
food" or e e e e e
sweets
Think clearly Ej Ej E e e
Have dental r r r r r
problems
Find
something
positive in a e e e E E
difficult
situation
Feel happy e e e L L
Gamble C C C C -

[Author’s note: The invitation for comments and hkgou page were the same

for all groups. See Survey 1.]
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14. Survey 3: Introductory Questions

This survey is for participants who used to taken an antidepressant but do
not do so now (and haven't taken one for at least 2 months). If you ceased
taking an antidepressant less than two months ago, please use the back
browser button at the bottom of the page and fill out the survey for
"currently withdrawing from antidepressants”.

1. What is your gender?

> Male > Female

2. What is your age?

L2 Under20 B 20-39 L2 4050 L 6o+

3. What is your country of residence?

4. Antidepressant(s) that you used to take and maxi  mum dose (e.g.,
Prozac, 20 mg)

Antidepressant(s) |

Dose |

5. What other prescription medications were you tak ing when you
were taking antidepressants (if any)?

6. What prescription medications are you taking now (if any)?

7. Why were you prescribed antidepressants? (If you don't know,
please put "don't know".)

8. How long did you take antidepressants?

> Less than C 3-12 > 1-3 years C 3-8 years > more than
3 months months 8 years
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9. How long did you spend withdrawing from your ant idepressant
(reducing doses)?

> Abrupt > less than BE 3-6 > 6-12 > 1+ years
discontinuationmonths months months
(cold turkey)

10. How long ago did you quit taking antidepressant  s?

> Less than a C 1-3 years ago > 3-5 years ago > More than 5

year ago years ago
11. How many times did you attempt to quit takingy  our
antidepressant (including the most recent successfu | withdrawal)?
L Once L 2-4 times L 5+ times

12. Please tick the appropriate answer. There are n o right or wrong
answers.

Not at

Very A bit Very
helpful - HEPM peipry - &% HAMIUL
elpful
| believe that
antidepressants [ e e e i i
in general are...
For me, the
antidepress ant |
was taking s s L L L L
was...

[Author’'s note—mood and symptom surveys are idahbetween groups. See
Survey 1.]

17. Survey 3: Then and Now

1. Compared to WHEN | was taking antidepressants, N OW | am...

Much
more likely
to

more likely About the less likely Much less
to same to likely to

Show
affection
Remember
things

Act
impulsively
Enjoy social
events
Care about

» » »

OO0 0O o no
oo 0o nno

i i i
» » »
i i i
» » »
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others

Feel good
about myself
Worry about
things

Keep a tidy
environment
Succeed at
work or
school
Spend time
with my
family

Lose my
temper

Feel
depressed
Feel
motivated

Cry
Laugh
Drink alcohol

Be creative
Crave "junk
food" or
sweets
Think clearly
Have dental
problems
Find
something
positive in a
difficult
situation

Feel happy
Gamble

Much
more likely
to

C
C

Ol

OO0 O ooooo o no no

Ol

00

more likely About the

to

C

OO0 O ooooo o o0 no

1§

00

17. Survey 3: Then and Now

same

C
C

Ol

OO0 O ooooo o o0 no

Ol

00

less likely Much less
likely to

to

£

OO0 O ooooo o o0 o

Ol

00

C
C

Ol

OO0 O OoOonooo o 0 o

Ol

00
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1. Compared to BEFORE | was taking antidepressants,

Show
affection
Remember
things
Act
impulsively
Enjoy social
events
Care about
others
Feel good
about myself
Worry about
things
Keep a tidy
environment
Succeed at
work or
school
Spend time
with my
family
Lose my
temper
Feel
depressed
Feel
motivated

Cry
Laugh
Drink alcohol

Be creative

Crave "junk
food" or
sweets

Think clearly

Have dental
problems
Find
something
positive in a
difficult
situation

Much
more likely
to

C

O 0O O o0 nonnon o

OO0 O ooooo0o 0o n

Ol

more likely About the

to

C

O 0O O o0 nonnon o

OO0 O ooooo 0o n

1§

same

C

O 0O O o0 nonnon o

OO0 O ooooo 0o n

Ol

NOW | am...

less likely Much less
likely to

to

O o0 o o0 o008

1§

o0 o OoOoooo o n o

1§

e

O 0O O 0 0 0O n0on 0

OO0 O OoOoonoo0o 0 n

1§

134



Feel happy e

C C e e
Gamble C C C i i

[Author’s note: The invitation for comments andrtka/ou page were the same for

all groups. See Survey 1.]

10. Survey 4: Introductory Questions--Never taken an AD

This survey is for participants who have NEVER taken an antidepressant.
If you have taken an antidepressant before, please click on the back
browser button on the bottom of the page and choose another survey.

1. What is your gender?

L Male L Female

2. What is your age?

B Undero B 20-39 £ 40-59 L 6o+

3. What is your country of residence?

4. What prescription medications are you currently taking?

5. | believe that antidepressants in general are...

> Very > Helpful L A bit L Not at L HarmfulEj Very
helpful helpful all helpful harmful

[Author’'s note—mood and symptom surveys are idahbetween groups. See

Survey 1.]

1. in the past two weeks, how often have you donet  he following?

I've done |, I've done :
; I've done : I've done | haven't
this every . this X :
this often ; this rarely done this
day sometimes
Shown e e e e e

affection
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I've done I've done

this ever I've done this I've done | haven't
d Y this often ; this rarely done this
ay sometimes
Forgot
things C C C € €
Acted
impulsively E
Enjoyed
social events L L L L L
Cared about
others L L L L L
Felt good
about C i i e e
yourself
Worried
about things > L > > L
Kept a tidy
environment L L L L L
Succeeded
at work or C € € C C
school
Spent time
with your e e - L L
family
Lost your
temper C C C i i
Pl C C C C C
depressed
Felt
motivated L L L L L
Cried C C C i C
Laughed C C - L L
Drunk r r r [ [
alcohol
Been
creative L L L L L
Craved "junk
food" or C € C € C
sweets
Thought
clearly E E E E E
Had dental
problems L L L L L
Found
something
positive in a e e e i E
difficult
situation
Felt happy e e - L E
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I've done I've done

this ever I've done this I've done | haven't
Y this often ; this rarely done this
day sometimes
Gambled E E £ £ €
felt anxious Ej £ £ £ €
Felt irritable [ E E £ €
Felt tired E £ E £ C

[Author’s note: The invitation for comments andrikgyou page were the same for

all groups. See Survey 1.]
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