malpractice in psychiatry, not all psychiatrists are
assessing and documenting their patients for
suicide ideation.
About 80% of psychopharmacology randomized
controlled trials use the Sheehan Disability Scale
(SDS) to assess function. The 10-point scale uses
visual-spatial, numeric and verbal descriptive
anchors simultaneously to assess disability across
three domains: work, social life and family life,
and was designed in this way to accommodate
the different ways people might rate the same
thing.

Antidepressants: SNRIs
Most antidepressants have been developed on
the basis of the catecholamine theory of
depression that suggests there is a deficit of
neurotransmitters at the neuronal synaptic cleft.
Serotonin-norepinephrine reuptake inhibitors
(SNRIs) are potent inhibitors of the reuptake of
the neurotransmitters serotonin and norepinephrine, resulting in increased concentrations
at the synaptic cleft, enhancing neurotransmission
and improving mood regulation.

Desvenlafaxine
The SNRI desvenlafaxine was approved by the
United States Food and Drug Administration in
2008, and introduced more recently into Asia.
Although there is no compelling scientific
evidence that any one antidepressant is better
than any other antidepressant in the treatment of
MDD, the differences between desvenlafaxine
and other antidepressants lie in its reduced
side-effects and drug-drug interactions.

Side-effects

“Most patients consult ‘Dr. Google’ prior to visiting their primary care physician or psychiatrist,”
Professor Sheehan said, noting that while
patients are likely to be aware of the side-effects
of antidepressants, including weight gain, sexual
side-effects and drug-drug interactions, this can
lead to misunderstandings.
Notably, desvenlafaxine was not associated with
any clinically significant weight change during
short-(8 weeks) or longer-term (12 weeks) treatment9.
During the following 6 months, patients taking
desvenlafaxine did not gain any more weight
than patients who had been in the placebo
group.
Although ‘sexual impairment’ is on the side-effect
list for desvenlafaxine, it does not cause erectile
dysfunction as patients might expect but delays
time to orgasm.
“Paradoxically, patients report more satisfying
orgasms and improved relationships, especially
those suffering from premature ejaculation… But
you need to have these discussions with patients
so they don’t misunderstand and stop taking the
drug for the wrong reason,” Professor Sheehan
said.
Concerns that SNRIs are related to cardiovascular
events, such as increased blood pressure and
heart rate and QT prolongation have not been
borne out.
Drug metabolism via cytochrome P 450 (CYP)
isoenzymes and to a less extent p-glycoprotein is
a major cause of drug interactions involving antidepressants, leading to heightened or reduced
pharmacological effects of the prescription, and
potentially adverse events for the patient.

patients every year. If you are not seeing this everyday in your clinical practice, you need to look again
carefully again as it’s happening all the time … and this can kill people,” Professor Sheehan said.
Recognizing whether the drugs involved act as enzyme inducers or inhibitors can help in preventing clinically significant interactions. Notably, desvenlafaxine has a “trivial effect” on CYP 450 interactions compared to other antidepressants.
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The treatment of major depressive disorder (MDD) is advancing with the
realization that symptom remission does not translate directly into
functional remission. While symptom improvement appears to be an
early sign of treatment response, functional improvement- often trailing
behind, is a more reliable gauge of lasting and meaningful recovery.
Professor David V. Sheehan MD MBA

Distinguished University Health Professor Emeritus
University of South Florida College of Medicine

Majot substrate/ inhibitor; Minor Substrate/ Inhibitor
Adapted from: APA Guidelines 2010; Molina 2010.

“You can prescribe any antidepressant you like to patients not taking any other medication and you are
confident that they won’t need any more medication during the next couple of years… But even if your patient
goes to their family physician with bronchitis and is prescribed erythromycin, this can significantly
increase blood levels of other drugs via CYP450 isoenzymes,” Professor Sheehan warned, referring physicians to
the website www.preskorn.com and advising both physicians (and their patients) to download the app
‘PocketRx for iPhone’ for information on these potential drug-drug interactions.

Desvenlafaxine
The prevention and treatment of MDD is a medical priority. Treatment goals are now clear: minimizing
symptoms to remission, restoring function and preventing relapse, aiming for <7 HAM-D; <10 MADRS
and <6 SDS.
Measurement-based care practices will allow therapy to proceed systematically from the outset with
patients being assessed, rated and treated according to guidelines and practices aligned worldwide.

Refereces: 1. Zimmerman M et al. Am J Psychiatry 2006;163(1):148-150. 2. Thase ME. CNS Spectrums 2010;15:6(Suppl 17):4-7. 3. Depression Guidelines
Panel Depression in Primary Care Vol 2: Treatment of Major Depression Clinical Practice Guidelines No. 5 1993. 4. Shippee ND. Health & Quality of Life
Outcomes 2011;9 (90):50-58. ABBREVIATION??? 5. Frasure-Smith N et al. JAMA 1993;270(15):1819-1825. 6. Sheehan D et al. Int Clin Psychopharmacol 2011;
26(2):75-83. 7. IsHak WW et al. J Affect Disord 2013; 151(1):59-65. 8. Stone M et al. BMJ 2009;339:b2880. 9. Tourian KA. J Clin Psychiatry
2010;12(1):PCC8M00746. 10. American Psychiatric Association Clinical Practice Guidelines 2010.
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“CYP450-mediated drug-drug interactions are
responsible for the deaths of thousands of

THE IMPORTANCE OF RESTORING

Restoring function in MDD patients is key to
remission and preventing relapse, according to
Professor David V. Sheehan, Distinguished
University Health Professor Emeritus, Depression and Anxiety Research Institute at the
University of South Florida College of Medicine,
the United States. Professor Sheehan was
addressing a symposium at the World Psychiatric
Association Regional Congress in Hong Kong,
December 2014.
Until recently, relatively little research has
focused on the relationship between symptom
and functional remission but attitudes are
changing with the realization that MDD is a
leading cause of global disease burden incurring billions of dollars in costs, directly through
healthcare expenditure and indirectly through
the workplace via absenteeism and underproductivity.

Defining remission
A lack of biological markers has clouded attempts
to define remission in MDD. For many medical
disorders, treatment goals are specific and unambiguous: in epilepsy, the goal is to become

seizure-free; in infections, the goal is to be rid of
the infection; and in hypertension, blood pressure to return to the normal range.
In MDD, treatment response and remission for a
long time were defined solely as an absence or
reduction in symptoms. But, typical symptoms
such as fatigue, lack of motivation and decreased
concentration interfere with social and occupational functioning, and this is what is most important to the patient.
“The clinician has been trained to focus on symptoms, so has a tendency to be looking for symptom resolution. Meanwhile, the researcher tends
to define remission according to scores on a
symptom-severity rating scale… But the most
important person to ask is the patient …’Are my
symptoms gone? Am I functioning well? Do I feel
optimistic and confident?’… The patient focuses
on functioning,” Professor Sheehan said.
In a study1 that aimed to define remission from a
patient’s perspective, 535 psychiatric outpatients
completed a brief questionnaire asking them to
rate the importance of 16 statements in determining whether their depression was in remission. Patients rated positive mental health-

Global disease burden
“The reason behind this more recent focus on
functional impairment is not solely humanitarian:
functional impairment is costly to insurance companies, employers and governments…. Governments have to pay disability benefits. At the workplace, people are absent or under productive, and
insurance premiums are higher because it is
expensive to manage these illness over many
years,” Professor Sheehan said.
To facilitate healthcare budgeting, the World
Health Organization publishes regular reports on
the distribution of diseases or health burden
around the world, calculating disability adjusted
life years (DALY) or the number of years of life lost
due to early death or years lived with a disability.
In 2004, unipolar MDD was listed as the 3rd leading burden of disease worldwide behind lower
respiratory tract infections and diarrheal diseases,
but is predicted to become the leading cause of
global disease burden by 2030, making a significant contribution to the 20,000 years of healthy life
lost per 100,000 people for all diseases worldwide.
“This translates into an enormous cost for all countries and is a drag on economic development,”
Professor Sheehan said.

The first few months of treatment appear to be
the most critical with the greatest chance of
success, according to findings from the
Sequenced Treatment Alternatives to Relieve
Depression (STAR*D) Study(2) that was conducted
in primary care, community mental health
settings, as well as tertiary care psychiatric sites.
While one-third of depressed patients remitted
on their first 8-week cycle of antidepressant
treatment with citalopram up to 60mg/day (<7
on the Hamilton Rating Scale for Depression or
<5 on the self-report version of the Quick Inventory of Depression Symptomatology), only about
two-thirds achieved symptom remission by
year-end after the nonresponders were treated
with as many as four different anti-depressants
during 12-week cycles.2
By the third or fourth therapy, the chances of
remission were less than half that of patients who
had remitted during the first two cycles.
MDD patients achieving remission have
significantly lower rates of relapse compared to
those with residual symptoms after treatment.
However, there is still a risk of relapse in remitters
and the chances increase with the number of
treatment cycles it takes for the patient to
achieve remission in the first place.

A treatable disease
These statistics have prompted some governments to step up the prevention and treatment of
depression. For example, “Obama-care” legislation
in the United States mandates that physicians
have to evaluate all their patients and screen them
regularly for unipolar MDD.
“If a patient presents with a sore throat and coldlike symptoms, the primary care physician also
needs to screen that patient for depression. If a
physician fails to document that he’s evaluated
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“If you don’t fully treat the patients’ symptoms,
they are going to relapse sooner… that translates
into more admissions, more suicides, more
doctors’ visits, more lab costs, more expenditure… this increases the burden. If you want to
prevent relapse, you have to treat as vigorously as
possible and minimize all symptoms as much as
possible,” Professor Sheehan advised.
However, the majority of MDD patients have a
recurrent illness that potentially affects them for
the rest of their lives. For patients who have had
one depressive episode in their lives and are
treated for a year, 50% will experience a recurrence within the next 12 months3. As many as
75% of patients will relapse within in a year, if
they have experienced two episodes, and 90% of
patients will relapse within 12 months if they
have been treated for three or more episodes3.
“As psychiatrists, most patients we see have
already had their condition for 8-12 years, and
they’ve had more than three episodes. Therefore
they are in the 90% group, and we are going to
treat most of these patients for the rest of their
lives, maintaining them on antidepressant medications to keep them well, block residual symptoms and prevent recurrences,” Professor Sheehan emphasized.

The importance of
restoring functioning
For the individual patient, the impact of MDD is
pervasive throughout daily living, affecting
physical, social and cognitive well being both at
home and the work place4.
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Patients with MDD often experience unexpected
relapses despite achieving remission.

Asymptomatic

Residual Symptons

MDD symptoms impact patients’ lives, including
their ability to work, their family life and marriages, and even their children’s well being. MDD
impacts both social functioning and physical
status, complicating the treatment of any comor-

bidity and shortening patients’ lives. Absenteeism only represents a fraction of the working
place cost, because when depressed patients are
at work, they are underproductive compared to
their non-depressed counterparts4.
Further, the burden of MDD extends beyond the
disorder alone, influencing mortality risks. Depressed
myocardial infarction survivors have a five-fold
higher mortality rate over six months compared
to their non-depressed counterparts5.

Moving toward
measurement-based care

Prognosis
Impaired functioning, independently of symptom
severity, is predictive of subsequent relapse.
Patients whose symptoms had resolved but
continued to suffer from impaired function were
significantly more likely to relapse at both 6 and
12 months, according to findings at the completion
of 12 weeks’ citalopram in the STAR*D study7.
Impaired Functioning is a Predictor of Subsequent Relapse

Cumulative Mortality Following Myocardial
Infraction in Depression
Depressed (n=35)

Patient Whose Depressive Symptoms Resolved (QIDS-SR score ≤5) But Had Abnormal
Function Based on WSAS Were At Greater Risk of Relapse*
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the patient for depression, he is paid less for that
visit… This legislation stems from the realization
that MDD is a treatable illness,” Professor Sheehan
explained.
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QIDS-SR= Quick Inventory of Depressive Symptomatology (Self-Report); WSAS= Work and Social Adjustment Scale
*Relapse defined as QIDS-SR Score≥7 at each follow-up point of 6, 9 and 12 months.

For patients with diabetes or cancer, outcomes
are worse if the patient suffers from depression.
MDD is also associated with suicide and approximately 15% of these patients make suicide
attempts.
Patients are more likely to have either symptoms
or functional impairment resolve alone than
together, according to an analysis of data from
three randomized, placebo-controlled MDD
outpatient trials (N=1,419)6.
Functional Impairment and Depressive Symptoms
Do Not Always Resolve in Tandem
Symptoms Resolved
Functional Impairment Resolved
Both

Pooled Data from Three 8-week.
Randomized, Double-Blind Studies
(N=1419)

60%

57%
% Patients

optimism and self-confidence; a return to ‘one’s
usual, normal self’ at work/home/school, and a
return to usual level of functioning – being able to
participate and enjoy relationships with family and
friends as the most important.
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Patients with HAMD17 ≤7 and/
or SDS ≤6*

Patients with HAMD17 ≤7
and/or SDS ≤6*

Fewer patients had both their functional impairment and depressive
symptoms resolve together than those who has just one resolve
HAMD17= Hamilton depression rating scale; MADRS= Montgomery–Åsberg Depression Rating Scale; SDS= Sheehan Disability Scale
*Means SDS= 7.1 +Means SDS= 8.6
Sheehan DV. et al. Int Clin Psychopharmacol 2011; 26:75-83

Treatment goals
Traditionally, definitions of outcomes for depression
focused on symptomatic improvement rather
than full remission of symptoms and functional
restoration. A 50% reduction in symptoms was
regarded as a positive treatment response. “Can
you imagine if we said we’d improved a patient’s
cancer or heart disease by 50%? We’d say that’s
not good enough, and we have to do better, “Professor Sheehan said.
With the introduction of antidepressants that are
safer and easier to use, restoring function is the
primary aim in managing MDD patients.
Regulatory agencies and governments have
stipulated that any new pharmaceutical therapy
for depression will not be approved unless it
improves symptoms and functioning by at least
70% (<6 on the Sheehan Disability scale).

Initiating measurement-based care is essential to
individualizing the care of MDD patients—where
guidelines need to be followed but medications
frequently tweaked depending on response and
side-effects. Measurement-based care allows the
objective assessment, and tracking of patients’
symptoms and side effects during treatment, and
also will enhance communication between
specialists in different countries.
At the outset, physicians need to evaluate
patients using a structured diagnostic interview
(this is also mandated by “Obama care”). Professor
Sheehan suggested the MINI International
Neuropsychiatric Interview: “Its quick—15 minutes
on average, and covers the 17 most common
disorders in psychiatry that affect more than 90%
of patients walking into the clinic... It’s a horrible
mistake to use a depression scale to try and
diagnose depression -- Scales are not intended
for diagnostic purposes.”
Once a patient has a confirmed diagnosis of MDD
(rather than bipolar depression, depression-associated
cocaine withdrawal or schizoaffective disorder
depression), their symptoms can be measured
and monitored using a depression scale, such as
the Hamilton Depression Rating Scale (HAM-D)
and the Montgomery-Asberg Depression Rating
Scale (MADRS). Outpatients can receive an
appointment reminder by text message and fill
out their scales electronically before the doctor
sees them. Similarly, inpatients can use an iPad by
the bedside to update physicians on their progress
prior to morning rounds.
The structured diagnostic interviews and rating
scales are translated into more than 70 languages,
covering more than 75% of the world’s population,
he noted.
Measurement-based care also facilitates the
assessment of suicidality and tracking of
treatment-emergent suicidality at every patient
visit. Even though suicide is the leading cause of

