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CYMBALTA* ABBREVIATED PRESCRIBING INFORMATION (DULOXETINE)
Presentation Hard gastro-resistant capsules, 30mg or 60mg of duloxetine. Also contains sucrose. Uses Treatment of 
major depressive episodes. Dosage and Administration Starting and maintenance dose is 60mg once daily, with or 
without food. Dosages up to a maximum dose of 120mg per day, administered in evenly divided doses, have been 
evaluated from a safety perspective in clinical trials. However, there is no clinical evidence suggesting that patients not 
responding to the initial recommended dose may benefit from dose up-titrations. Therapeutic response is usually 
seen after 2-4 weeks. After establishing response, it is recommended to continue treatment for several months, in 
order to avoid relapse. Abrupt discontinuation should be avoided. When stopping treatment with Cymbalta the dose 
should be gradually reduced over at least one to two weeks to reduce the risk of withdrawal reactions. If intolerable 
symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the previously 
prescribed dose may be considered. Subsequently, continue decreasing the dose, but at a more gradual rate. 
Contra-indications Hypersensitivity to any of the components. Combination with MAOIs. Liver disease resulting in 
hepatic impairment. Use with potent inhibitors of CYP1A2, eg, fluvoxamine, ciprofloxacin, enoxacine. Severe renal 
impairment (creatinine clearance <30ml/min). Should be used in pregnancy only if the potential benefit justifies the 
potential risk to the foetus. Breast-feeding is not recommended. Initiation in patients with uncontrolled hypertension 
that could expose patients to a potential risk of hypertensive crisis. Precautions Do not use in children and 
adolescents under the age of 18. No dosage adjustment is recommended for elderly patients solely on the basis of 
age. However, as with any medicine, caution should be exercised. Use with caution in patients with a history of mania, 
bipolar disorder, or seizures. Caution in patients with increased intra-ocular pressure or those at risk of acute narrow-
angle glaucoma. Duloxetine has been associated with an increase in blood pressure and clinically significant 
hypertension in some patients. In patients with known hypertension and/or other cardiac disease, blood pressure 
monitoring is recommended as appropriate, especially during the first month of treatment. Use with caution in patients 
whose conditions could be compromised by an increased heart rate or by an increase in blood pressure. For patients 
who experience a sustained increase in blood pressure while receiving duloxetine, consider either dose reduction or 
gradual discontinuation. Caution in patients taking anticoagulants or products known to affect platelet function, and 
those with bleeding tendencies. Hyponatraemia has been reported rarely, predominantly in the elderly. Caution is 
required in patients at increased risk for hyponatraemia, such as elderly, cirrhotic, or dehydrated patients, or patients 
treated with diuretics. Hyponatraemia may be due to a syndrome of inappropriate anti-diuretic hormone secretion 
(SIADH). It is general clinical experience that the risk of suicide may increase in the early stages of recovery from 
depression. Patients with a history of suicide-related events or those exhibiting a significant degree of suicidal 
thoughts prior to commencement of treatment are known to be at greater risk of suicidal thoughts or suicidal 
behaviour, and should receive careful monitoring during treatment. A meta-analysis of placebo-controlled clinical trials 
of antidepressant drugs in psychiatric disorders showed an increased risk of suicidal behaviour with antidepressants 
compared to placebo in patients less than 25 years old. Close supervision of patients, and in particular those at high 
risk, should accompany drug therapy, especially in early treatment and following dose changes. Patients (and 
caregivers of patients) should be alerted about the need to monitor for any clinical worsening, suicidal behaviour or 
thoughts, and unusual changes in behaviour, and to seek medical advice immediately if these symptoms present. 
Since treatment may be associated with sedation and dizziness, patients should be cautioned about their ability to 
drive a car or operate hazardous machinery. Cases of akathisia/psychomotor restlessness have been reported for 
duloxetine. In patients who develop these symptoms, increasing the dose may be detrimental. Duloxetine is used 
under different trademarks in several indications (major depressive episodes, as well as stress urinary incontinence 
and diabetic neuropathic pain). The use of more than one of these products concomitantly should be avoided. Cases 
of liver injury, including severe elevations of liver enzymes (>10-times upper limit of normal), hepatitis, and jaundice 
have been reported with duloxetine. Most of them occurred during the first months of treatment. Duloxetine should be 
used with caution in patients with substantial alcohol use or with other drugs associated with hepatic injury. 
Interactions Caution is advised when taken in combination with other centrally acting medicinal products and 
substances, including alcohol and sedative medicinal products; exercise caution when using in combination with 
antidepressants. In rare cases, serotonin syndrome has been reported in patients using SSRIs concomitantly with 
serotonergic products. Caution is advisable if duloxetine is used concomitantly with serotonergic antidepressants like 
SSRIs, tricyclics, St John’s Wort, venlafaxine, or triptans, tramadol, pethidine, and tryptophan. Undesirable effects 
may be more common during use with herbal preparations containing St John’s Wort. Effects on other drugs: Caution 
is advised if co-administered with products that are predominantly metabolised by CYP2D6 (risperidone, tricyclic 
antidepressants [TCAs], such as nortriptyline, amitriptyline, and imipramine) particularly if they have a narrow 
therapeutic index (such as flecainide, propafenone, and metoprolol). Anticoagulants and antiplatelet agents: Caution 
should be exercised when duloxetine is combined with oral anticoagulants or antiplatelet agents due to a potential 
increased risk of bleeding. Increases in INR values have been reported when duloxetine was co-administered with 
warfarin. Undesirable Effects The majority of common adverse reactions were mild to moderate, usually starting 
early in therapy, and most tended to subside as therapy continued. Those observed from spontaneous reporting and 
in placebo-controlled clinical trials in depression and diabetic neuropathic pain at a rate of 1%, or where the event is 
clinically relevant, are: Very common ( 10%): Nausea, headache, dry mouth, somnolence, diarrhoea, and insomnia. 
Common ( 1% and <10%): Decreased appetite, orgasm abnormal, agitation, abnormal dreams, anxiety, libido 
decreased, dizziness, tremor, nervousness, lethargy, paraesthesia, somnolence, blurred vision, palpitations, hot flush, 
yawning, constipation, vomiting, dyspepsia, flatulence, sweating increased, rash, musculoskeletal pain, muscle 
tightness, muscle spasm, erectile dysfunction, fatigue, abdominal pain, and weight decrease. Clinical trial and 
spontaneous reports of anaphylactic reaction, hyperglycaemia (reported especially in diabetic patients), mania, 
hyponatraemia, SIADH, hallucinations, dyskinesia, serotonin syndrome, convulsions, akathisia, psychomotor 
restlessness, glaucoma, mydriasis, syncope, tachycardia, supra-ventricular arrhythmia (mainly atrial fibrillation), 
syncope, hypertensive crisis, epistaxis, haematochezia, gastro-intestinal haemorrhage, hepatic failure, hepatitis, 
acute liver injury, angioneurotic oedema, Stevens-Johnson syndrome, trismus, and gynaecological haemorrhage 
have been made. Cases of suicidal ideation and suicidal behaviours have been reported during duloxetine therapy or 
early after treatment discontinuation. Discontinuation of duloxetine (particularly abrupt) commonly leads to withdrawal 
symptoms. Dizziness, sensory disturbances (including paraesthesia), sleep disturbances (including insomnia and 
intense dreams), agitation or anxiety, nausea and/or vomiting, tremor, headache, irritability, diarrhoea, hyperhydrosis, 
and vertigo are the most commonly reported reactions. ECGs evaluated during the clinical trials demonstrated no 
difference in QTc intervals in duloxetine-treated patients compared with those on placebo. No clinically significant 
differences were observed for QT, PR, QRS, or QTcB measurements between duloxetine-treated and placebo-treated 
patients. For full details of these and other side-effects, please see the Summary of Product Characteristics, which is 
available at http://emc.medicines.org.uk/. Overdose Cases of overdoses, alone or in combination with other drugs, 
with duloxetine doses of 4800mg were reported. Some fatalities have occurred, primarily with mixed overdoses, but 
also with duloxetine alone at a dose of approximately 1000mg. Legal Category POM 
Marketing Authorisation Numbers EU/1/04/296/001 EU/1/04/296/002 EU/1/04/296/003 EU/1/04/296/004 
Basic NHS Cost £22.40 per pack of 28 x 30 mg capsules. £27.72 per pack of 28 x 60 mg capsules. 
Date of Preparation or Last Review August 2007 
Full Prescribing Information is Available From Eli Lilly and Company Limited, Lilly House, Priestley Road, 
Basingstoke, Hampshire, RG24 9NL Telephone: Basingstoke (01256) 315 999 
*CYMBALTA (duloxetine) is a trademark of Eli Lilly and Company.

Information about adverse event reporting can be 
found at www.yellowcard.gov.uk

Adverse events should also be reported to
Eli Lilly and Company Limited (Tel. no. 0870 2401125)

More patients
receiving
therapy for
secondary
prevention
Over the past five to ten years the
management of MI has evolved
dramatically throughout the spectrum
of care, from acute management to
longer-term secondary prevention
strategies.

These developments have been
supported by a solid evidence base
and enshrined in numerous guidelines
and protocols. The current QOF (see
table 1, right) attaches considerable
importance to achieving targets in this
area, and the feedback to date has
suggested that primary care is doing
well in achieving these targets.

A study has used data from the
Global Registry of Acute Coronary
Events (GRACE) to determine the
changes in use of evidence-based
secondary prevention strategies 
post-MI in secondary care over a five
year period. It found an increase in the
use of evidence-based therapies.

More than 26,000 patients were
studied for trends in the use of aspirin,
beta-blockers, ACE inhibitors, lipid-
lowering agents and combinations of
these drugs after admission to hospital
for acute MI. The patients had no
contraindications to any of the drugs
and information was gathered at
hospital discharge in 14 countries,
including the UK, between 
2000 and 2005.

The results showed that there was
an increase in the use of ACE inhibitors
(from 63% of patients in 2000 to 77%
in 2005) and beta-blockers (83% in

Cardiovascular
disease

2000 to 91% in 2005) during the
study. There was also a marked
increase in the use of lipid-lowering
therapy (from 45% of patients in 2000
to 85% in 2005). Aspirin use was
consistently high (around 95%)
throughout the study period.

The number of patients treated with
all four drugs increased from 23% in
2000 to 58% in 2005.

It is encouraging to see the increase
in the use of these drugs, in particular
the dramatic increase in the use of
lipid-lowering therapy. 

If we consider the standards in
primary care that have been
demonstrated in the QOF data then
there is much to be applauded, but
naturally ongoing efforts to improve
these figures further, simplify
medication regimens and ensure
compliance are to be welcomed.

DR PETER SAVILL

•Goldberg RJ, Spencer FA, Steg PG et al.
Increasing Use of Single and
Combination Medical Therapy in Patients
Hospitalized for Acute Myocardial
Infarction in the 21st Century: A
Multinational Perspective. 
Arch Intern Med 2007;167:1766-73  »

Table 1 

QOF2: Secondary prevention of coronary
heart disease indicators

Indicator Points Payment
stages

7 40-90%

7 40-60%

7 40-80%

Ongoing management

CHD 9:
The percentage of patients with
coronary heart disease with a
record in the previous 15 months
that aspirin, an alternative
antiplatelet therapy, or an
anticoagulant is being taken
(unless a contraindication or 
side-effects are recorded)

CHD 10:
The percentage of patients with
coronary heart disease who are
currently treated with a beta-
blocker (unless a contraindication
or side-effects are recorded)

CHD 11:
The percentage of patients with
a history of myocardial infarction
(diagnosed after 1 April 2003)
who are currently treated with an
ACE inhibitor or angiotensin II
antagonist
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