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The research described within this thesis aimed to evaluate the profile of adverse events during treatment with the 

antidepressant mirtazapine in general medical practice in England. The method employed was Prescription Event 

Monitoring (PEM), which is non-interventional, and provides 'real world' clinical data: patients included within 

this method are considered more representative of the wider population exposed to the drug, than patient samples 

included within clinical trial databases. 

Using the Drug Safety Research Unit PEM database, events repOlied during treatment with miliazapine were analysed 

and compared with events reported with the selective serotonin reuptake inhibitor paroxetine. Incidence densities (IDs) 

for reported events were calculated, during the first month of treatment (ID j ) and during months two to six (ID2) for 

mirtazapine and paroxetine, The profile of reported adverse events was compared to the description within the 

Summary of Product Characteristics (SPC) for mirtazapine and previously unrecognised events are described. 

The most frequently reported suspected adverse drug reactions (A DRs) were 'unspecified' side effects (n=177), 

drowsiness/sedation (116) and malaise/lassitude (71). Events with highest incidence density in the first month 

(ID j per 1000 patient-months treatment) were: drowsiness/sedation (5S.1), malaise/lassitude (27.S) and dizziness 

(15.6). The most frequently repOlied events for stopping mirtazapine were: not effective (2432), 

drowsiness/sedation (SOO) and weight gain (362). Adverse events possibly due to miliazapine but not included 

within the SPC were agitation (73), aggression (70), dizziness (122), rash (20), hallucinations (13), abnormal 

dreams (31), oedema (30), palpitations (10) and tremor (14). 
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PREFACE 

Having worked at the Drug Safety Research Unit CDSRU) for five years, I had been at the heart 

of an important international institution. During my time at DSRU, I hoped to undertake an 

original research project that might lead to scientific publications and possibly be linked to 

study for a higher degree. At DSRU, I worked as a Clinical Research Fellow and this position 

provided an ideal opportunity to carry out such a piece of research. 

Being the only independent international pharmacovigilance centre in the UK, the unit can 

1 • • r- , ,°1, • ',1 f'" 1 1 f" 1 • °1 1 1 • 1 ~ 1 maKe slgnmcam comnounons 111 me new or pnarmacovlgllance ana pnarmacoepwemlology. 

The Prescription Event Monitoring database (PEMbase) has more than four million reports 

from all over England. This information source is the basis for the core operations of the unit, 

in finding new safety signals for prescribed medication and in the development of risk 

management plans. 

Pharmacovigilance as a scientific discipline is a relatively new area, and therefore the work of 

the DSRU and the studies I undertook is relatively uncharted water. I feel privileged to have 

had the chance of working in this great institution, from where I have experienced the 

challenges and successes 111 working 111 the area of pharmacovigilance and 

pharmacoepidemiology. 
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CHAPTER 1: 
DEPRESSION AND PHARMACOVIGILANCE OF 
ANTIDEPRESSANT DRUGS 
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Introduction to depression 

Depression has been termed by a variety of names in medical and popular literature for 

hundreds of years. Early English texts refer to "melancholia," which was for centuries the 

common term for all emotional disorders. Depression is now referred to as a mood disorder, 

and the primary subtypes are major depression (either unipolar or bipolar), chronic and usually 

milder depression (dysthymia), and 'atypical' depression. Other forms of depression include 

premenstrual dysphoric disorder, recurrent brief depression, and seasonal affective disorder. 

Therefore, the term 'depression' covers a broad spectrum, ranging from severe forms of normal 

sadness at one end, to severe illness at the other. 

Epidemiological surveys indicate that the depressive disorder known as major depression is 

common in nearly all countries. Reported rates differ substantially, partly due to variations in 

study methodology, but also to real differences in prevalence probably attributable to social 

factorsl. 

The annual prevalence in Western countries is reported as between 3% and 10% with a weekly 

prevalence in the United Kingdom (UK) of 2.3%2. Milder depressive states are more common 

with a UK weekly prevalence of 7.7%. The prevalence of depressive disorders is 

approximately 2 - 3 times higher in women than men, although this difference was less marked 

in adults over 55 years of age in one survel. 

In 1990 major depression was estimated as the fourth leading specific cause of disability on a 

global scale, second only to ischaemic heart disease in developed countries4
. These 
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epidemiological findings are reflected in rates of presentation in general practice, where 5 -

10% of consecutive patients fulfil criteria for major depression with a similar number having 

milder depressive states5
,6. 

Types of depressive disorder 

Depressive disorders come in different forms, distinguished by the severity of symptoms, the 

course of illness, and the specific cause of the symptoms, if known. There are three major 

types -

Major Depression (or unipolar major depression): This is the most common depressive 

disorder, in community and primary care surveys; 

Bipolar depression (or manic-depressive illness): episodes of major depression in patients 

who have also experienced episodes of mania; 

Dysthymic disorder: a low to moderate level of depression that persists for at least two 

years, and usually longer. The symptoms are not as severe as in major depression, but they 

are more enduring and as impairing. 

Symptoms of depression 

Not everyone who is depressed experiences every symptom, and the severity of symptoms 

vanes between individuals and episodes. The main depressive symptoms, included within 

current diagnostic criteria7 are as follows: 

• Persistent sad, anxious, or 'empty' mood. 
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• Feelings of hopelessness and pessimism. 

• Feelings of guilt, worthlessness and helplessness. 

• Loss of interest or pleasure in hobbies and activities that were once enjoyed, including 

sex. 

• Insomnia, early-morning awakening, or oversleeping. 

• Appetite and/or weight loss or overeating and weight gain. 

• Decreased energy, fatigue, being "slowed down". 

• Thoughts of death or suicide; suicide attempts. 

• Restlessness, irritability. 

• Difficulty concentrating, remembering, making decisions. 

• Persistent physical symptoms that do not respond to treatment, such as headaches, 

digestive disorders, and chronic pain 

Causes of depression 

Neurotransmitter disturbances: Depression has been linked to abnormalities in the availability 

of key neurotransmitters (chemical messengers in the brain) - most importantly, serotonin (5-

hydroxytryptamine, 5-HT), acetylcholine, dopamine, norepinephrine (noradrenaline), and 

epinephrine (adrenaline). Norepinephrine and serotonin transmit signals across synaptic gaps 

between brain cells. Relative depletion of neurotransmitters within synapses may be a cause of 

depressive symptoms. Antidepressants may alleviate depression by increasing the levels of 

these neurotransmitters within brain synapses. The degree to which these chemical messengers 

are disturbed may be determined by other factors such as adversity, ambient light and genetic 
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susceptibility: for example, a defect in a gene known as SERT, which regulates serotonin has 

also been linked to depressions. 

Hormones: The role of hormones in depression is not clear, but ovarian hormones may play 

roles in the pathophysiology of premenstrual dysphoria and postpartum depression. 

Disturbances of the hypothalamo-pituitary-adrenal endocrine axis may play a role in the 

development and maintenance of depression. 

Changes in Brain Structure: Neuorimaging studies have shown that a particular area of the 

brain known as the prefrontal cortex, which influences emotional control, is less active and 

smaller in elderly depressed people than in those who do not suffer from depression, greatest 

atrophy being seen in those with the most severe depression9
. 

Medications: Many prescribed drugs, such as beta-blockers, corticosteroids, antihistamines, 

analgesics, and anti-parkinsonism medications, have been implicated in the development of 

depression. In addition, withdrawal from some medications can also cause depressive 

symptoms10
. 

Genetic susceptibility: The tendency for depression to run in families indicates that a there 

may be a hereditable biological vulnerability in bipolar disorder and unipolar depression. 

Psychosocial factors: People with persistent low self-esteem, or who have characteristic 

cognitive distortions, are prone to depression. In addition a senous loss, chronic illness, 
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difficult relationships, financial problems, or limited social network have all been implicated as 

aetiological factors in the development of depression. 

Guidelines for Treating Depression 

In spite of the effectiveness of current pharmacological and psychological treatment 

approaches, more than two-thirds of people with major depression do not receive treatment. 

Antidepressants are clearly effective in the treatment of major depression and dysthymia; the 

majority of patients with major depression will improve with good compliance and adequate 

doses of the right antidepressant drug 11
• Side effects can be minimised if the regimen is started 

at low doses and built up over time. Lack of compliance is a major barrier to success: as many 

as 70% of elderly depressed patients do not adhere to antidepressant drug regimens 11
• Some 

patients with accompanying problems, such as anxiety, may require additional drugs that treat 

those symptoms. 

For people experiencing a first episode of depression, antidepressants are usually continued for 

at least six months after resolution of symptoms. Some patients may require long-term 

maintenance treatment - such as those who have had three or more episodes of depression; 

people aged over 50 years who have never had major depression before; those with two 

episodes and a family history of depression or bipolar disorder; and people who have 

experienced patiicularly severe or life-threatening depressions. Most patients have a recurrence 

of depression within five years after treatment has stopped 12. 
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Current antidepressant drugs 

The principal classes of antidepressants include monoamme oxidase inhibitors (MAOIs), 

tricyclic antidepressants (TeAs), selective serotonin reuptake inhibitors (SSRIs), serotonin

noradrenaline reuptake inhibitors (SNRIs), and a mixed group of other compounds. 

Monoamine oxidase inhibitors 

Monoamine oxidase inhibitors (MAOIs) were among the first antidepressants to become 

available. Examples of MAOIs include phenelzine and tranylcypromine. MAOIs are 

presumed to relieve depression by elevating the levels of key neurotransmitters 

(norepinephrine, dopamine, 5-HT) through the inhibition of the enzyme monoamine oxidase. 

Unfortunately MAOIs also impair the ability to break down tyramine, a substance found in 

aged cheese, wines, most nuts, chocolate, and other foods. Ingestion of tyramine-containing 

foods whilst taking a MAOI drug can cause a pressor response to tyramine, with the 

development of tachycardia and hypertension. MAOIs also can produce the same effects when 

used in combination with sympathomimetic drugs contained within over-the-counter cold and 

cough medications. For these reasons, MAOIs are usually only prescribed after other options 

have failed, although they have been found effective in 'atypical' depression (with prominent 

anxiety symptoms), social phobia, and post-traumatic stress disorder. 

MAOIs commonly cause orthostatic hypotension (a sudden drop in blood pressure upon 

standing), drowsiness, dizziness, sexual dysfunction, and insomnia. They can also cause birth 

defects and should not be taken by pregnant women. Very dangerous side effects can occur 

from interactions with other prescribed medications including pethidine and some other 
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antidepressants. There should be at least a two week interval between stopping MAOIs and 

starting most other antidepressants. 

Tricyclic antidepressants 

Tricyclic antidepressants (TeAs) (for example amitriptyline, protryptyline, nortriptyline and 

trimipramine) were developed in the 1950s and 1960s and represented the principal treatment 

for depression for many years. 

TeAs work mainly by increasing the level of norepinephrine and 5-HT within brain synapses, 

to varying degrees. Most TeAs also have 'anti-cholinergic' side effects, due to effects on the 

autonomic nervous system, causing dry mouth, blurred vision and constipation. Anti

cholinergic side effects can also aggravate narrow angle glaucoma, urinary obstruction due to 

benign prostrate hypertrophy, and cause delirium in the elderly. TeAs can cause Ii fe

threatening heart rhythm disturbances when taken in over-dose, and Olihostatic hypotension 

with dizziness upon arising. TeAs should also be avoided in patients with seizure disorders, 

due to a reduction in the epileptic threshold. 

The most common side effects of TeAs include dry mouth, blurred vision, sexual dysfunction, 

weight gain, difficulty in urinating, disturbances in heart rhythm, drowsiness, dizziness and 

orthostatic hypotension. 

TeAs may pose a danger for some patients with certain heart diseases. One study comparing 

nortriptyline with paroxetine, a selective serotonin reuptake inhibitor (SSRI), reported nine 

times more adverse cardiac events with the use of the tricyclic than with the SSR113. Also of 

concern is a recent study reporting that tricyclics, particularly imipramine, may be responsible 
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for 10% of cases of a lung disease called idiopathic pulmonary fibrosis, which can cause lung 

inflammation aIid scarring14. 

Selective serotonin reuptake inhibitors (SSRIs) 

Selective serotonin reuptake inhibitors (SSRIs) increase the amount of serotonin within 

synapses. SSRIs have been used successfully for over a decade to treat depression, and have 

fewer side effects than TeAs or MAOIs. SSRIs do not interact with tyramine in food, and do 

not produce orthostatic hypotension or heart rhythm disturbances. In most European countries 

SSRIs have become the first-line treatment for depression. The most well-known SSRIs are 

fluoxetine, paroxetine, sertraline, fluvoxamine and citalopram. 

SSRIs are generally well tolerated and side effects are usually mild. The most common side 

effects are nausea, diarrhoea and headache, but these side effects generally dissipate within the 

first few weeks of use. Some patients experience sexual side effects such as decreased libido or 

delayed or inability to have an orgasm. 'Serotonin syndrome' is a serious but rare medical 

condition associated with use of SSRls in combination with other medication (for example, 

MAOIs), and is characterized by high fevers, seizures, and heart rhythm disturbances. 

SSRIs are efficacious in major depression, dysthymia, premenstrual dysphoric disorder and a 

range of anxiety disorders, including obsessive-compulsive disorder, panic disorder, 

generalised anxiety disorder and social phobia. Fluoxetine appears to be safe for during 

pregnancy, but SSRIs are often avoided in pregnant and breastfeeding women. 
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As with other antidepressants, it takes a few weeks for SSRls to become effective in most 

adults, and longer in the elderly and those with dysthymia. SSRls are effective in the 

prevention of recurrence of depressive illness: one recent study of patients taking fluoxetine 

suggested that patients should continue taking fluoxetine for 38 weeks to prevent relapse; 

another study examined patients using paroxetine and found that those who continued with the 

full dose of paroxetine for 28 weeks had half the chance for relapse when compared to those 

who reduced their dose!5. 

Elderly people taking SSRls should take the lowest possible dose, and those with heart 

problems should be monitored closely. Rarely, patients taking SSRIs develop extrapyramidal 

symptoms, such as parkinsonism and akathisia. Death from overdose is extremely rare. 

Adverse interactions with other prescribed (antidepressants, some antihistamines) or illicit 

drugs may cause confusion, changes in blood pressure, stiffness, and irregular heart beats. 

Other antidepressants 

Bupropion is an effective treatment for major depression and aids smoking cessation. It causes 

less sexual dysfunction than SSRls, but side effects include restlessness, agitation, 

sleeplessness, headache, rashes, and stomach problems. Weight loss occurs in about 25% of 

patients. High doses increase the risk for seizures, particularly in those with eating disorders or 

other risk factors for seizures. 

Venlafaxine is a serotonin-nordrenaline reuptake inhibitor, efficacious in major depression, 

generalised anxiety disorder and some other anxiety disorders. The efficacy of venlafaxine is 

marginally greater than that of most SSRls, in severely depressed patients. Side effects include 
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the tendency to raise blood pressure when prescribed at high dose, and symptoms after 

treatment discontinuation may be distressing. 

Nefazodone (now withdrawn in the UK and many other European countries) is associated with 

less sexual dysfunction than SSRls but case repOlis suggest that it may be hepatoxic in an 

minority of patients. 

Mirtazapine 

Mechanism of action 

Mirtazapine differs from other dual-acting antidepressants by not being a reuptake 

inhibitor, its antidepressant activity probably being related to a direct enhancement of 

noradrenergic neurotransmission by blockade of alpha2-autoreceptors. A rapid increase in 

serotonin synaptic levels through blockade of alpha2-heteroreceptors on serotonergic 

neurones indirectly enhances 5-HTIA-mediated neurotransmission. In addition, 

miliazapine has antagonist properties at the 5-HT2 and 5-HT3 receptors, resulting in less 

insomnia and nausea than is seen with SSRls. 

Pharmacokinetics 

Mirtazapine is rapidly and well absorbed from the gastrointestinal tract after single and 

multiple oral administrations, and peak plasma concentrations are reached within 2 hours. 

It binds to plasma proteins (85%) in a non-specific and reversible way. The absolute 

bioavailability is approximately 50%, mainly because of gut wall and hepatic first-pass 

metabolism. Mirtazapine shows linear pharmacokinetics over a dose range of 15 to 80mg. 
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The presence of food has a minor effect on the rate, but not the extent, of absorption. The 

pharmacokinetics of mirtazapine is dependent on gender and age: females and the elderly 

show higher plasma concentrations than males and young adults. 

The elimination half-life of mirtazapine ranges from 20 to 40 hours, which is in agreement 

with the time to reach steady state (4 to 6 days). Total body clearance as determined from 

intravenous administration to young males amounts to 31 Llh. Liver and moderate renal 

impairment cause an approximately 30% decrease in oral mirtazapine clearance; severe 

renal impairment causes a 50% decrease in clearance 16. There were no clinically or 

statistically significant differences between poor (PM) and extensive (EM) metabolisers of 

debrisoquine [a cytochrome P450 (CYP) 2D6 substrate] with regard to the 

pharmacokinetics of the racemate. 

The pharmacokinetics of mirtazapine appears to be enantioselective, resulting in higher 

plasma concentrations and longer half-life of the (R)-(-)-enantiomer (18.0 +1-2.5h) 

compared with that of the (S)-(+)-enantiomer (9.9+1-3. Ih). Genetic CYP2D6 

polymorphism has different effects on the enantiomers. For the (R)-( -)-enantiomer there are 

no differences between EM and PM for any of the kinetic parameters; for (S)-( +)

mirtazapine the area under the concentration-time curve (AUC) is 79% larger in PM than in 

EM, and a corresponding longer half-life was found. Approximately 100% of the orally 

administered dose is excreted via urine and faeces within 4 days. 
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Biotransformation is mainly mediated by the CYP2D6 and CYP3A4 isoenzymes. Inhibitors 

of these isoenzymes, such as paroxetine and fluoxetine, cause modestly increased 

mirtazapine plasma concentrations (17 and 32%, respectively) without leading to clinically 

relevant consequences. Enzyme induction by carbamazepine causes a considerable 

decrease (60%) in miliazapine plasma concentrations. Mirtazapine has little inhibitory 

effects on CYP isoenzymes and, therefore, the pharmacokinetics of coadministered drugs is 

hardly affected by mirtazapine. Although no concentration-effect relationship could be 

established, it was found that with therapeutic dosages of miliazapine (15 to 45 mg/day), 

plasma concentrations range on average from 5 to 100 microg/L 17. 

Efficacy ofmirtazapine 

A meta-analysis of 20 short term comparative studies of 5 selective serotonin reuptake 

inhibitors (citalopram, fluoxetine, fluvoxamine, paroxetine and sertraline) has shown no 

difference in efficacy between individual compounds but a slower onset of action of 

fluoxetine 18
. There were suggestions that fluoxetine caused more agitation, weight loss and 

dermatological reactions than the other SSRIs. More patients discontinued fluvoxamine, 

and fewer patients stopped sertraline because of adverse effects than their comparator 

SSRls. The most common adverse events with the SSRIs were gastrointestinal (especially 

nausea) and neuropsychiatric (particularly headache and tremor). 
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Pharmacovigilance and its importance 

Pharmacovigilance is the process of identifying, evaluating and responding to adverse drug 

reactions (A DRs) and safety issues about medicinal products. The goal is the safer use of 

medicines and is usually achieved by dissemination of accurate, timely and clinically relevant 

information. Thus the objectives of pharmacovigilance are concerned with identifying, 

validating, quantifying and evaluating adverse reactions associated with the use of drugs. The 

need for pharmacovigilance and postmarketing surveillance is partly due to the limited 

exposure of patients to medicines prior to their launch. When a new drug is first licensed, the 

information about its clinical safety is incomplete l9
. After a new drug is marketed, it is often 

used in markedly different populations from those included in clinical trials. 

Several studies have shown that ADRs are a leading cause of death. It has been estimated that 

ADRs could account for more than 100 000 deaths in the USA each year, amounting to the 

fourth commonest cause of death after heart disease, cancer and stroke2o. A meta-analysis of 

39 prospective studies, covering a period of 2 years in the US hospitals showed a 6.7% 

incidence of serious and fatal ADRs; and a 0.32% death rate among patients either admitted to 

hospital because of an ADR or experiencing an ADR while in hospital. This analysis 

examined only ADRs attributed to medicines that were "properly prescribed and 

administered", and therefore excluded ADRs arising due to overdose, drug administration 

errors, drug abuse, therapeutic failures and non-compliance. The authors suggested that ADRs 

are considerably under-reported, and that the incidence of ADRs is the same now as it was over 

30 years ago. 
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A study performed in the UK has estimated that ADRs account for 1 in 16 hospital admissions, 

and cost the National Health Service (NHS) £466m a year. A total of 1,225 admissions were 

related to an adverse drug reaction, giving a prevalence of 6.5%. The average stay was eight 

days, which accounted for 4% of the hospital bed capacity. The projected annual cost to the 

NHS of such admissions was £466m21
. 

Objective of these studies 

The objectives of the research described within this thesis were to evaluate the adverse events 

associated with the antidepressant drug mirtazapine during treatment in general medical 

practice in England, using the technique of prescription event monitoring (PEM), and to 

compare the profile of these events with that seen with paroxetine. I had already gained wide 

experience of pharmacovigilance and PEM through my role in a number of previous 

investigations of prescribed medications, including a number of psychotropic drugs, and 

wished to gain a greater understanding of the principles of pharmacovigilance, and consider the 

relative advantages and disadvantages of the PEM system. My involvement in these other 

pharmacovigilance studies is summarised in the following paragraphs. 

Pharmacovigilance study of alendronate in England22 (published in 

Osteoporosis International, 2003;14:507-514). 

Alendronate sodium is an aminobiphosphonate, an analog of inorganic pyrophosphate, 

indicated for the treatment of osteoporosis in post-menopausal women. We analyzed events 

reported in patients prescribed alendronate by general practitioners in England. A non-
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interventional observational cohort study was conducted using prescription event monitoring. 

Exposure data were obtained from dispensed prescriptions issued between October 1995 and 

January 1997. Outcome data were obtained by sending questionnaires to prescribing GPs. 

The cohort comprised 11,916 patients. Events most frequently reported as suspected adverse 

drug reactions and reason for stopping alendronate were recognized gastrointestinal events 

listed in the Summary of Product Characteristics. These included nausea/vomiting, abdominal 

pain, dyspepsia, esophagitis and esophageal reflux. Events with the highest incidence density 

(IDI per 1000 patient months treatment) were dyspeptic conditions (32.2), nausea/vomiting 

(20.8) and abdominal pain (13.8). The term dyspeptic conditions included dyspepsia, 

esophagitis, esophageal reflux, duodenitis, gastritis and heartburn. Serious suspected adverse 

reactions possibly related to alendronate were single reports of angioedema, erythema 

multi forme, hypercalcemia and hypocalcemia. There were 540 deaths in this elderly cohort. 

This study suggested that alendronate was well tolerated, though there may be risk of 

developing gastrointestinal side effects including esophagitis and esophageal ulcers. 

The Pharmacovigilance of Mirtazapine: results of a prescription event 

monitoring study on 13554 patients in England23 (Publ ished in Journal of 

Psychopharmacology 2003;17(1): 121-126). 

We monitored the safety of mirtazapine as reported in prImary practice 111 

England. The exposure data were provided by monitoring the dispensed 

prescriptions issued between September 1997 and February 1999. Questionnaires 
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sent to GPs provided outcome data. Drowsiness/sedation and malaise/lassitude 

were the most frequent ADRs (116,71 respectively) and had the highest incidence 

density (per 1000 patient-months) in the first month of treatment (58.1, 27.8 

respectively). Agitation (73), aggression (70), rash (20), hallucinations (13) and 

abnormal dreams (31) were unlabelled AES while abnormal liver function tests 

(12), syncope (8), abnormal behaviour (4) and visual disturbance (3) were labelled 

AES possibly due to mirtazapine use. Serious suspected ADRs reported were 

facial oedema (5), allergy (3), bone marrow toxicity (2) and myelodysplasia (1). 

The results of this study are described in more detail in subsequent chapters of 

this thesis. 

Pharmacovigilance of Valsartan: Results of a Post-Marketing Surveillance 

Study on 12 881 Patients in England 24 (Published in Journal of Human 

Hypertension 2002;16:795-803). 

We monitored the safety of valsartan using the Prescription Event Monitoring, in 

patients prescribed this drug by general practitioners in England. Exposure data 

were obtained from dispensed prescriptions issued between December 1996 to 

November 1998. Outcome data were obtained by sending questionnaires to 

prescribing GPs. 

The cohort comprised 12 881 patients. Events most frequently reported as 

suspected adverse drug reactions were malaise/lassitude (37; 0.3% of total 

cohort), dizziness (19; 0.1 %) and unspecified side effects (57; 0.4%). Events with 

highest incidence density (ID 1 per 1000 patient-months of treatment) in the first 
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month of treatment were: malaisellassitude (15.6), dizziness (11.8) and 

headache/migraine (10.9). The most frequent reasons for stopping valsartan were: 

not effective (847; 6.6% of total cohort), malaise/lassitude (265; 2.1 %) and 

dizziness (146; 1.1 %). No unexpected serious adverse events were identified. 

Other events assessed as possibly related to valsartan use were: impotence (37), 

dizziness (19), cough (9), facial oedema (5), hyperkalemia (3) and angioneurotic 

oedema (1). There were four reports of exposure during pregnancy and 203 deaths 

(1.5%) in this cohort. No untoward features other than dizziness were identified 

that had not been mentioned in the prescribing guidance. 

Troglitazone and Liver Function Abnormalities 25 (Published in Drug Safety, 

2001;24:(2).149-154). 

We wished to investigate whether there were any cases of liver function 

abnormalities possibly associated with troglitazone use in general practice in 

England, through conducting a prescription-event monitoring study between 

October and December 1997. 

Event data were obtained for a total of 1344 patients. Troglitazone was effective 

in 394 (75%) of the 529 patients for whom an opinion was given. The major cause 

of stopping troglitazone was because the drug was withdrawn from the market 

(1101 reports). The most frequent reasons for stopping treatment related to drug 

tolerability were malaise or lassitude (16 reports), abnormal liver function tests (I 

1 reports) and nausea/vomiting (9 reports). 30 patients with liver dysfunction 
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were identified from the cohort. In 9 of these patients there were alternative 

explanations for the liver dysfunction and hence these patients were not followed 

up further. 21 patients were followed up, for whom 19 questionnaires were 

returned. In 5 patients their I iver dysfunction was assessed as possibly related to 

troglitazone, in 6 patients the liver dysfunction was unlikely to be attributed to 

troglitazone, while in 7 patients it was difficult to assess the causality because of 

limited information and confounding factors. The remaining patient was not 

included as this individual did not fit the inclusion criteria of the study. The 

cohort was small (as the drug was available for only 3 months in the UK), but 5 

patients with abnormal liver function, considered possibly related to troglitazone 

were detected in this study. 

The incidence of adverse events and risk factors for upper gastro-intestinal 

disorders associated with meloxicam use amongst 19 087 patients in general 

practice in England: cohort study26. (Published in British Journal o/Clinical 

Pharmacology, 2000;50:35-42). 

Meloxicam is a novel nonsteroidal anti-inflammatory drug (NSAID) which may be 

associated with fewer adverse upper gastrointestinal events than other NSAIDs 

because it preferentially inhibits the inducible enzyme cyclo-oxygenase-2 relative 

to the constitutive isoform, cyclo-oxygenase-l. The aims of the study were to: 

determine the rate of adverse events associated with meloxicam in general 

practice, stratify these rates by selected risk factors, and to identify signals of 

previously unsuspected adverse events associated with meloxicam. All patients 
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prescribed meloxicam in England between December 1996 and March 1997 were 

identified by the central Prescription Pricing Authority. We sent short 

questionnaires to all prescribers asking about adverse events experienced within 6 

months of the last prescription. 

There were 19,087 patients 111 the study. The rate of dyspepsia during the last 

month of exposure was 28.3 per 1,000 patient-months. There were 33 reports of 

upper gastrointestinal haemorrhage during treatment (rate: 0.4 per 1,000 months). 

A history of gastrointestinal disorder in the previous year was associated with an 

increased rate of dyspepsia (rate ratio: 3.0; 95% confidence interval: 2.6, 3.4), 

abdominal pain (2.1; 1.6, 2.6), and peptic ulcer (4.0; 1.4, 13.2). Prior NSAID use 

was associated with a 20-30% decrease in the rate of dyspepsia and abdominal 

pain in patients starting meloxicam, while patients prescribed concomitant 

gastroprotective agents had a two to three-fold increased rate of dyspepsia, 

abdominal pain and peptic ulceration. Other rare events were thrombocytopenia 

(n=2); interstitial nephritis (n=l) and idiosyncratic liver abnormalities (n=I). We 

concluded that in the absence of gastro-intestinal risk factors the incidence of 

gastrointestinal disturbance was low. 

Montelukast and im provement of eczema: observations from a prescription 

event monitoring study in England27
. (Published in International Journal of 

Clinical Pharmacology and Therapeutics, 2001 ;39:529-533). 

Montelukast is a cysteniel receptor antagonist indicated for the treatment of 

asthma. The objective of this study was to determine whether there are any 
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beneficial effects of montelukast on eczema and urticaria. A non-interventional 

observational cohort study was conducted between February 1998 and December 

1998 using Prescription-Event Monitoring. In this study, events reported as 

eczema or urticaria improved were identified. 

The cohort comprised 15,612 patients, in which 16 reports of eczema or urticaria 

improved were identified. Questionnaires were sent to the GPs for additional 

information. Fifteen of the 16 questionnaires were returned. In 5 cases the GPs 

thought that there was an improvement of eczema or urticaria with montelukast 

treatment in patients who had history of long-standing eczema or urticaria. Of the 

remaining 11 cases there was an alternative explanation for the improvement of 

eczema or urticaria in 10 cases and one was unassessable. Although the number of 

cases of improvement of eczema or urticaria in this cohort was small, there was 

evidence that leukotriene inhibitors may be helpful in the treatment of these 

diseases. We concluded that further studies were needed to provide evidence as to 

whether montelukast could have a role in the treatment of these conditions. 

The pharmacovigilance of olanzapine: results of a post-marketing surveillance 

study on 8858 patients in England28
. (Published In Journal of 

Psychopharmacology, 2001 ;15: (4 ).265-271). 

Olanzapine IS an 'atypical' antipsychotic indicated for the treatment of 

schizophrenia and biolar disorder. We analysed adverse events reported In 

prImary practice In England. Dispensed prescriptions issued between December 
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1996 and May 1998 provided exposure data; questionnaires sent to general 

practitioners provided outcomes. Frequently reported adverse events were: 

drowsiness/sedation (n = 19), extrapyramidal disorder (n = 13) and unspecified 

side-effects (n 33). Events with the highest incidence density (ID) in first 

month and reason for stopping were: drowsiness/sedation (n = 153, ID 18.91), 

weight gain (n = 117, ID 8.9) and malaise/lassitude (n = 65, ID 5.2). 

Extrapyramidal disorders were more common in the elderly population (more than 

70 years, ID, 3.6, risk 26.0 per 1000 patients) compared to those aged less than 70 

years (ID, 1.1, risk 8.4 per 1000 patients). Serious suspected adverse reactions 

were neuroleptic malignant syndrome (n = 1) and angioneurotica (n 2). There 

were eight reports of diabetes mellitus assessed as possibly due to olanzapine. 

Diabetes mellitus was an unlabelled AE and represented a possible signal 

generated by prescription-event monitoring. 

The pharmacovigilance of tamsulosin: event data on 12,484 patients29 

(Published in British Journal of Urology International 2000;85:446-450). 

We wished 10 determine drug effectiveness and adverse effects in a non

interventional observational cohort study of over 10,000 patients treated with 

tamsulosin in general medical practice. Using prescription-event monitoring, data 

were collected of all prescriptions for tamsulosin issued nationally during June 

1996 to January 1998. For each patient entered into the cohort a computerized 

longitudinal record of exposure was constructed. The outcome data, patient 

information and an opinion about the effectiveness of the drug were provided by 
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the prescriber, using a standard questionnaire sent 6 months after the initial 

prescription for tamsulosin. The incidence of each of almost 2000 events listed in 

the Drug Safety Research Unit computerized dictionary was calculated and 

scrutinized by medical assessors for possible adverse reactions, and any difference 

determined between the incidence of each event in the first month and subsequent 

months of exposure. All deaths were followed up to detect possibly drug-related 

causes. 

Event data were obtained on 12,484 patients, from the 52.9% of questionnaires 

returned that contained valid event data. Tamsulosin was reported to have been 

effective in 7428 (78.3%) of the 9,487 patients in whom the general practitioners 

expressed an opinion about effectiveness. Suspected adverse drug reactions were 

reported in only 171 (1.4%) of the cohort. Dizziness, headache, malaise and 

hypotension were common to the reported adverse reactions, reasons for stopping 

the drug and events of greatest incidence density. None of the 282 deaths that 

occurred in this elderly cohort were attributed to the drug. This study suggested 

that tamsulosin has a highly acceptable benefit-to-risk ratio. No untoward 

features not already mentioned in the prescribing guidance were identified. 

Age and sex distribution of suspected adverse drug reactions to newly 

marketed drugs in general practice in England: analysis of 48 cohort 

studies3o
. (Published in British Journal of Clinical Pharmacology, 1998;46:505-

551) . 
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We investigated age and sex specific incidence rates of suspected adverse drug 

reactions recorded by general practitioners in England after the prescription of 

selected newly marketed drugs. Information was collected from 48 national cohort 

studies of newly marketed drugs studied by prescription-event 

monitoring. Questionnaires were sent to prescribers asking for details of events 

and suspected adverse drug reactions recorded in the patients' notes occurring 

after the drugs were prescribed. 

During the 48 cohort studies, a total of 513 608 patients were investigated, of 

which 221,781 (43.2%) were males and 285,862 (55.7%) were females. The 

overall incidence of suspected adverse drug reactions in males was 12.9 per 

10,000 patient-months of exposure (95% confidence limits 12.3 to 13.5), and in 

females was 20.6 per 10,000 patient-months of exposure (95% confidence limits 

19.9 to 21.3). The overall age-standardized relative risk of an adverse drug 

reaction in females compared to males was 1.6 (1.5-1.7). This sex difference was 

significant in all age groups above 19 years of age, and was relatively consistent 

across all age groups (X2 test for heterogeneity=9.2, P=O.3). The highest rate of 

recording in males was in the 50-59 year age group, and in females was in the 30-

39 year age group. 

We concluded that in general practice 111 England, suspected adverse drug 

reactions to newly marketed drugs are recorded more often in adults between 30 

and 59 years of age and are 60% more common in women than in men. The sex 

difference occurs in all age groups over 19 years of age. 

36 



CHAPTER 2: METHODLOGY OF 

PRESCRIPTION EVENT MONITORING 
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PRESCRIPTION EVENT MONITORING (PEM) 

The Drug Safety Research Unit (DSRU) at Southampton uses Prescription Event Monitoring 

(PEM)3!, to monitor selected newly marketed drugs with widespread use in general practice in 

England, in particular those that are intended for long term use. Mirtazapine was licensed in 

September 1997 and a PEM study was conducted immediately after its launch in the UK. 

Prescription Event Monitoring is a non-interventional, observational cohort form of post

marketing surveillance. It is non-interventional because nothing happens to interfere with the 

doctor's decision regarding which drug to prescribe for each individual patient. Thus, the 

method provides 'real world' clinical data involving neither inclusion nor exclusion criteria: the 

patients studied are those who receive the drug in everyday medical practice. This ensures that 

data are generalisable into the UK primary medical care population. 

In the UK, virtually all persons are registered with a general practitioner (GP) who provides 

primary health care. A GP issues prescriptions ('FPIOs') for the medicines deemed medically 

necessary. The patient takes the prescription to a pharmacist who dispenses the medication and 

then sends the FP 1 Os to a central Prescription Pricing Authority (PPA) which arranges the 

pharmacist's reimbursement. The DSRU has a long standing and confidential arrangement with 

the PPA, which provides the electronic copies of all those prescriptions issued nationally for the 

drugs being monitored by PEM. 
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Procedure 

The data for the miliazapine PEM study was collected and analysed by me. Patients were 

identified by means of data from prescriptions (FP 1 Os) written by GPs in England and supplied 

in confidence by the PPA between September 1997 and February 1999. Simple questionnaires 

(so-called' green forms'), as shown in Figure I, were posted to the prescribing doctors between 

March 1998 and September 1999, approximately six months following the first prescription 

identified by the DSRU. These forms requested information on the age, diagnosis and duration 

of treatment and other details, including events that may have occurred after the drug was 

prescribed. Only one green form was sent for each patient. No doctor was sent more than four 

green forms in anyone month. These four green forms could be for any of the studies 

(approximately 20) which were in progress at the time of this study. 

In PEM studies an 'event' is defined as including any new diagnosis, any reason for referral to 

a consultant or admission to hospital, any unexpected deterioration (or improvement) in a 

concurrent illness, any suspected drug reaction, any alteration of clinical importance in 

laboratOlY values or any other complaint which was considered of sufficient importance to 

enter into patient's notes. 
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Figure 1. Copy of the 'green form'. 
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PLEASE REMOVE THIS SECTlO\' OF TIlE FOR:\f SO THAT THE BOTTOl\f II\L F BECO\fES ,\NONYi\10US 

DRUG SAFETY RESEARCH UNIT 
PRESCRIPTION EVENT MONITORING 

MEDICAL - IN CONFIDENCE 

Sand A W Shakir, FHCI' (Cia, c~ Ed),FFPilL\lI<l'CP, 
Burslcdon Hall, 
Southampton 5031 IAA 
Telephone: (023) 80408600 

We collect EVENT data 

An EVENT is any new diagnosis, any reason fnrreferra! to a 
consulwnt or admission to hospital, any unexpected deterioratjon 
(or improvement) in a concurrent illness, any suspected dmg 
reaction, any alteration of clinical 1m porta nee in laboratory values 
or any other complaint which was considered of sufiiclent 
importance to enter in the paticnt1s notes. 
Example: A broken leg is an EVENT, 

Please indicate if you suspect an EVENT to be an adverse reaction 
to a drug, 

These studies are conducted in accordance with the results of 
authorative discussions ond the International Ethical Guidelines 
for Biomedical Research Involving Humon Subjects prepared by 
the Council for International Organizatlons of J\tledicaJ Sciences 
(CIOMS) in collaboration with the World Health Organization 
(WHO), Geneva 1993. The method ofsludy also complies with 
the Guidellnes on the practice of Ethics Committees in l\'ledical 
Research Involving Human Subjects, as is>ued by the Royal 
College of Physicians of London (August 1996) 

Ref: 
The USRU is adnscd by the Drug :;,atcty Research Tru!t, a registered lill ('P~'l1lll'il\ ,:!;!lr:l} {i'\n 3.::""r;lj"L ! :l~' en( Ijf\-'I;!~l':' 111 ;(~~,''':J;llH'1\ witil UtL' Ull1versrty 01 
Southamf(on,Trustl'cs: Professor C F Gl'orgC' MD FRep, Si:- Gord(Jl lJL rcng. Profcssor S!q)lCn T H,)lgml' f..'lO USc PRep, Profcssnr Sir 0 Michael Rawlins MD 
FRCP FFP:-.1, Dr Richard Tiner, P,ule,,,,r M P Vc;,;cyCElEMD FRCP FRS, 

PLEASE RETURN THIS HALF OF THE FORM Ref 
Sex: Dale ofbiniL _1 __ 1- Was the drug effective? YesD NoD Don'tKno"D 

Indication for preseri bing Has the drug been stopped? YesD No D D,m'( K11o"D 

If'YES' reason for stopping 

Start Of Treatment 
Date of stopping if known , Or -- - --

Date ! Dose mg.'da)' D81e or [,1;;[ prescription I --'- -- - --
Event Dose Events while taking this drug Event Events after stopping tilis drug 
Date mg/day If none, please tick box D Date Ifnone, please tick box D 

, - " , , ' II\IPORTA~T: PLEASE INDICATE AN) E\ EN I S REPORTED [0 CSI\T OR I\IANUFACTURER 
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Thus, in PEM the exposure data are derived from the original prescriptions for the drug being 

monitored and the outcome data are the events recorded by the original prescribers on the 

green forms. 

Materials and Methods 

Collection and analysis of data obtained from Mirtazapine and Paroxetine PEM 
Studies 

The data collection and analysis for the Mirtazapine PEM study was undertaken solely by me, 

including designing of follow up questionnaires; developing special questionnaires for specific 

events e.g. of abnormal liver function test questionnaires; and the follow-up of pregnancies and 

deaths. Data collection for the Paroxetine study was originally undertaken by Dr Kiyoshi 

Kubota between March 1991 to March 1992. The data collected by Dr Kubota was through the 

technique of Prescription Event Monitoring, however, the methodology used for determining 

possible signals in the original evaluation carried out by Dr Kubota was by the use of Rate 

Ratios eRR) for the events during the first month of treatment and the subsequent 6 months. 

For the paroxetine data analysis, described within chapter 4 of this thesis, I have used the 

method of calculating Incidence Densities (ID) in place of Rate Ratios, for determining 

possible signals, to better compare the findings with those of mirtazapine. 

For PEM, the exposure is the drug under investigation (in this case mirtazapine and paroxetine), 

and outcome data is provided by event collection. In the first study, the exposed are those 

receiving miliazapine, and in the second the exposed are those receiving the SSRI paroxetine. The 

patients were identified by means of events coded from data held for miliazapine and paroxetine. 

This helps to ensure that the control population will have similar characteristics by means of 
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prescribing indication to that of the exposed, but where the drugs used have a different mechanism 

of action. 

For each drug only those events reported within the first six months whilst on treatment were 

included. Any events reported without an event date specified were excluded. Events occurring 

after 30 days from the start date, and where no stopping date was given were also excluded, as 

were events occurring more than 30 days after stopping the drug. 

Exposure data 

The DSRU is provided with electronic copies of the dispensed prescriptions for selected newly 

marketed drugs intended for general widespread, long-term use. Special emphasis is given to 

drugs likely to be initiated and continued in primary care. For each patient the DSRU prepares 

a computerised longitudinal record comprising, in date order, all prescriptions dispensed for 

the monitored drug. Further details of data coding and computerisation have been provided in 

recent pUblications32
. 

Outcome data 

After an interval of six to twelve months from the first prescription for each patient, the DSRU 

sends to the prescriber a 'green form' questionnaire seeking information on any events which 

may have occurred since the drug was first prescribed. For each drug, an interval is chosen for 

the period of time between the date of the first prescription issued to an individual and the date 

when the first green form is sent. On average, 58% of the green forms sent out are returned. 
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The study starts as soon as possible after the new drug has been marketed in England. Each 

study aims to collect exposure and outcome data on a minimum of 10,000 patients. 

Green forms request specific information on patients' date of birth, indication for treatment, 

dates of starting and stopping treatment, reason for stopping the drug, every significant event 

and its date of occurrence and any relevant additional information. The definition of an 

"event" is given as any significant occurrence in the patients medical history since the day the 

drug was started including any new diagnosis, any reason for referral to a consultant or 

admission to hospital, any unexpected deterioration (or improvement) in a concurrent illness, 

any suspected drug reaction or any complaint considered of sufficient importance to enter into 

the patient's notes. 

Coding 

All events reported on green forms were coded onto a computer using a dictionary which is 

arranged in a system-organ classification. This dictionary is maintained within the DSRU. The 

data were assembled in such a way as to show the number of repOlis for each event in each of 

the first six months of the observation period. Certain coding conventions have been adopted in 

order to facilitate the processing and retrieval of the massive quantities of data involved in 

PEM. These conventions include the following:-

I. Pre-existing diseases are not coded unless an exacerbation occurs. 

II. Where the same event was reported more than once, only the first episode IS 

included in the appendices to this report. 
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iii. If an event is part of a diagnosis or syndrome which is coded, then it and any related 

individual signs, symptoms or laboratory test results which are part of the syndrome are 

not coded. 

IV. Where linked events are coincidental in time, only the more serious is coded, signs 

taking precedence over symptoms. 

v. A patient may experience more than one event from the same patho-physiological 

system-organ class and this is recognised during the coding process. For example if a 

patient developed eczema and urticaria, two events would be recorded. A full list of 

coding conventions is maintained within the DSRU. 

Events 

Incidence densities 

Analysis of PEM data involved calculation of rates for particular events repOlied during the 

observation period following the start of treatment. Apparent associations were assessed using 

information provided on the green forms. For each of the event terms included in the DSRU 

dictionary the PEM data provide a numerator (the number of reports of the event), a 

denominator (the number of patient-months of exposure) and a known time frame (the time 

between the start and stop dates of mirtazapine in individual patients). Incidence densities 

(IDs) are then calculated for all the events occurring during treatment with the study drug 

during a specified time period (t). The figures are expressed as ID per 1000 patient-months of 

treatment. 
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ID! Number of reports of an event during treatment for period t x 1000 
Number of patient-months of treatment for period t 

Thus, 

ID t = Nl- x 1000 
Dt 

Where: Nt = Number of reports of an event during treatment for period t, 

And Dt = Number of patients-days oftreatment for period t 
30 

IDs for events occurring in the first month oftreatment (ID 1), during the second to sixth months of 

treatment (ID2) and for events occurring during the overall treatment period (IDA) were calculated. 

The difference between the IDs in the first month of treatment and IDs for month's two to six (IDJ 

- ID2) are calculated. The difference between the two IDs (ID2 - ID J) is calculated in order to test 

the null hypothesis that the rate for the event is not increasing or decreasing over time. This figure 

is important for it may signal the event is associated with the drug based on the considerations of 

the typical time distribution of ADRs. 

The Incidence Densities in the treatment groups (mirtazapine and paroxetine), were also 

calculated for the adverse events. Separate denominators are shown in the appendices for males 

and females. 

Signals are generated by the report of a typically iatrogenic reaction or by an event having an 

unusually high ID. Alternatively it may be noticed that the pattern of the number of reports from 

week to week, or month to month suggests a relationship to exposure or to drug treatment being 
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terminated. Comparing the time specific or age and sex adjusted relative risks of the drug being 

monitored, and a group of drugs already studied by PEM, strengthens sllch a signal. 

Sample size 

The ability to detect an ADR is dependent upon the expected incidence rate of that ADR for those 

exposed, the background rate in those unexposed, and the number of patients available. As a rule, 

a sample size of 10,000 patients should allow for the detection of at least three cases of an ADR if 

it occurred with an incident rate of between 1 in 1000 and 1 in 2000 patients assuming the event 

was very rare as a background event. 

Validity of study design 

This form of investigation produces generalisable findings because study subjects are chosen 

from a UK-wide population based database. However, there are several important limitations 

in the investigations described in this thesis, as in all other observational cohort designs. 

Information bias (information being missed due to treatment having been started in hospital; 

patients being treated as temporary residents so that only part of their treatment period is 

known; migration at any stage of treatment) was reduced by limiting the study to incident 

cases, and obtaining copies of the hospital discharge letters. 
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Not all potential confounding factors would have had data on the PEM database e.g. family 

history, concomitant medications, concurrent illnesses, etc. which are impOliant confounding 

factors that are not always recorded on the green forms by the GPs. 

Medical review of selected events 

The data in Appendix 3a were examined to detect events of possible interest such as iatrogenic 

diseases; possible serious unlabelled adverse drug reactions (i.e. events not already mentioned 

in the data sheet or Summary of Product Characteristics); or events that are reported more often 

than documented in the data sheet or events of unknown aetiology (e.g. jaundice reported on 

the green form). The green forms for these selected events were scrutinised by a medical 

officer and fmiher letters were sent to the patients' GPs or hospital consultants as appropriate. 

When GPs were sent letters requesting additional information they were offered £1 0 

reimbursement for secretarial expenses. The green forms for the events coded as 'unspecified' 

were also scrutinised to identify any serious adverse events. 

Medically qualified staff assessed the causal relationship between exposure and selected events 

using the following categories: possible, unlikely, or not assessable. The assessments took into 

account the temporal relation; past medical history; concurrent illnesses; concomitant 

medication use; whether the event was the reason for stopping therapy; and if yes, the 

resolution of the event (with or without specific treatment); whether the symptoms returned on 

re-challenge; whether it was pharmacologically plausible; or whether there was an alternative 

cause specified. If the event occurred after mirtazapine was taken and there were no 
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alternative reasonable explanations or rechallenge, the event was considered as possibly related 

to mirtazapine. The event was assessed as unlikely if the clinical event, including a laboratory 

test abnormality, had a temporal relationship to drug administration which made a causal 

relationship improbable, or if other drugs or underlying or concurrent diseases provided a more 

plausible explanation. An event was assessed as 'unassessable' if it was not possible to obtain 

the additional information necessary for an appropriate evaluation. 

Specific supplementary questionnaires were sent to determine the outcomes of pregnancies. 

Further information was obtained regarding the cause of death for deaths for which the cause was 

not specified by obtaining death certificates from the Office for National Statistics. 

Pregnancies 

The use of mirtazapine during pregnancy is not recommended 17. The patients who were 

identified as having taken mirtazapine within three months of pregnancy or during pregnancy 

were followed up. Each GP was sent a detailed questionnaire with questions regarding drug 

history and dosage during pregnancy and eventual outcome (Figure 2). When GPs were sent a 

pregnancy questionnaire they were offered £10 reimbursement for secretarial expenses. 
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Deaths 

If no clear cause of death could be established from the green form, the death celiificate was 

requested from the Office for National Statistics. If any cause of death remained uncertain or 

the death was possibly drug related, the GP was asked to give permission for the DSRU to 

retrieve the patients' notes from the Health Authority. These notes were used to identify the 

cause of death and obtain further information regarding patients' medical history. 

Ethical considerations 

The study was conducted in accordance with the International Ethical Guidelines for 

Biomedical Research prepared by the Council for International Organisations of Medical 

Sciences in collaboration with the World Health Organization33
. The method also complied 

with the guidelines on the Practice of Ethics Committees in Medical Research involving 

Human Subjects, as issued by the Royal College of Physicians of London34
. 
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Figure 2. Pregnancy questionnaire (side one) 

Date: Ref number: 

CONFIDENTIAL PREGNANCY REPORT 

Please complete the following form in as much detail as possible. 

Patient Details 

DOB: LMP date: EDD: 

Patients smoking status: (please tick appropriate box) 

Current smoker D Ex-smoker D Non-smoker D Not known D 

Details of Drug Exposure during Pregnancy (please tick appropriate box) 

Date treatment with mirtazal2ine started 

Date treatment with mirtazapine stopped: 

Was treatment continuous between these dates? YES NO 

Was this drug given at any other time during this pregnancy? YES D NO D 
If YES please specify: Start date: Stop date: 

Was this pregnancy planned? YES D NO D Not Known D 
If NO was the patient taking an OCP? YES D NO D 

Please give details of any other known drugs taken during this pregnancy: 

Drug Date Stmied Date Stopped 

Please tum to back: 
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Figure 2. Pregnancy questionnaire (side two) 

Details of Adverse Outcome (please tick appropriate box) 

Ectopic D Spontaneous abortion D 
Therapeutic termination D 

Other (please specify) ............................................................................. . 

In the case of spontaneous abortion or therapeutic termination was there any foetal abnormality or medical 
reason? 

YES D NO 

If YES please give brief details: .................................................................. . 

Live Birth:Details of Delivery (please tick appropriate box) 

Normal vaginal delivery D 
Date of delivery 

Details of Baby (please tick appropriate box) 

Liveborn D Stillborn D 
Number born: .......... Birthweight(s) ................... . 

Details of Abnormalities (please tick appropriate box) 

Were there any abnormalities? YES D 

Caesarean section 

Weeks gestation .............. .. 

Neonatal death 

Sex Male D Female 

Male D Female 

NO 

D 

D 

D 
D 
D 

D 
If YES please give details: ............................................................................................... . 

If there was an abnormality, would you please give details of any other relevant treatment or exposure to 
hazardous chemicals: 

Please specify any problems with previous pregnancies and/or any family congenital abnormalities, if known: 

Thank you for your help and assistance in completing this questionnaire. 
Please return in the "FREEPOST" envelope provided. 
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CHAPTER 3: RESULTS OF THE MIRTAZAPINE 

PRESCRIPTION EVENT MONITORING STUDY 
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RESUL TS OF MIRTAZAPINE PEM STUDY 

Study sample 

65 095 prescriptions were collected which were used to identify 28 016 patients who had 

commenced treatment between September 1997 and February 1999. 28 016 green forms were 

posted to 11 008 doctors and 15 684 (56.0%) were returned. As can be seen in Table 3.1, the 

response varied according to the number of forms posted to individual doctors. 3518 (32.0%) 

of the 11 008 general practitioners who were sent a total of 8043 green forms failed to return 

any of them. 

Table 3.1. Green forms returned according to the number originally posted to individual doctors. 

Number of Number of Number of Number of Percentage of 
Patients doctors patients forms forms 
per doctor (forms sent) returned returned 

I 5807 5807 3704 63.8 
2 2262 4524 2754 60.9 
3 1097 3291 1907 57.9 
4 507 2028 1156 57.0 
5 333 1665 916 55.0 
6 216 1296 713 55.0 
7 165 1155 593 51.3 
8 140 1120 561 50.1 
9 99 891 498 55.9 
10 54 540 314 58.1 
11-20 248 3463 1607 46.4 
21-30 58 1397 712 51.0 
31-40 15 532 112 21.1 
41-50 7 307 137 44.6 

Total 11008 28016 15684 56.0 

*NOTE: 3518 of these GPs who had treated 8043 patients did not return any forms. 

2130 (13.6%) of the 15684 returned forms were classified as void (patient no longer registered 

with doctor, 1269; blank forms, 338; no record of treatment in notes, 306; mirtazapine 
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prescribed but not taken, 191; patient's doctor moved or retired, 18; duplicate green form for 

patient, 8). Useful information was thus available for 13 554 patients. 

Age and sex 

The age distribution and sex of the cohort is shown in Table 3.2 and Figure 3. The age had not 

been recorded for 2035 patients (15.0%). Of the 13 554 patients, 5210 (38.4%) were males and 

8280 (6l.1%) were recorded as females. The sex was not recorded in 64 (0.5%). The mean age 

for males was 46.9 ± 15.5 years (range 14-99 years), and the mean age for females was 47.7 ± 

17.7 years (rangeI3-97 years). Overall the mean age of the cohort was 47.4 ± 16.9 years (range 

13-99 years). 

Table 3.2. Age and sex of patients 

Age Male Female Sex not specified All patients 

Number % Number % Number % Number % 

10-19 70 1.3 135 1.6 0 205 1.5 
20-29 537 10.3 919 1l.l 6 9.4 1462 10.8 
30-39 925 17.8 1642 19.8 8 12.5 2575 19.0 
40-49 1052 20.2 1454 17.6 12 18.8 2518 18.6 
50-59 982 18.8 1131 13.7 9 14.1 2122 15.7 
60-69 457 8.8 653 7.9 3 4.7 1113 8.2 
70-79 286 5.5 723 8.7 4 6.3 1013 7.5 
80-89 123 2.4 333 4.0 1 1.6 457 3.4 
90+ 10 0.2 44 0.5 0 54 0.4 
Age not specified 768 14.7 1246 15.0 21 32.8 2035 15.0 

Total 5210 100.0 8280100.0 64 100.0 13554 100.0 
Average 46.9 ± 15.5 47.7 ± 17.7 47.4 ± 16.9 
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Figure 3. Age distribution and sex of patients for mirtazapine. 
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Mirtazapine use in children 

The SPC mentions that since safety and efficacy of mirtazapine has not been established in 

children, it is not recommended to treat children with mirtazapine. In this study, there were 71 

children less than 18 years. Of these 71 children, 15 were boys and the remaining 56 were 

girls. The major indication for prescribing mirtazapine in this age group were: depression (total 

42 depression; male nine and female 33), followed by indication not specified 26 (male five, 

female 21). There were two suspected ADRs reported in this group. Both of these suspected 

ADRs were in two children of 16 years of age, one was dizziness and tremor and the other was 

unspecified side effect, which resolved on stopping mirtazapine. 

56 

r-

,--I:::::::L 
age not 
specifie 
d 



Indications 

The major indication for patients treated with mirtazapine was depression (57.6%). The 

indication was not specified for 4167 (30.7%) of the patients. (Table 3.3). 

Table 3.3. Indications analysed by sex 

Indication Male Female Sex not known All patients 
Number 0/0* Number %* Number 0/0* Number 0/0* 

Depression 2955 56.7 4811 58.1 35 54.7 7801 57.6 
Anxiety/depression 376 7.2 557 6.7 3 4.7 936 6.9 
Anxiety 76 1.5 75 0.9 0 - 151 1.1 
Depression manic 23 0.4 47 0.6 0 - 70 0.5 
Psychosis 30 0.6 32 0.4 1 1.6 63 0.5 
Depression postnatal 0 - 38 0.5 0 - 38 0.3 
Schizophrenia 23 0.4 13 0.2 0 - 36 0.3 
Insomnia 9 0.2 23 0.3 1 1.6 33 0.2 
Personality disorder 11 0.2 8 0.1 0 - 19 0.1 
Obsession/compulsive 10 0.2 8 0.1 0 - 18 0.1 
Dementia 6 0.1 8 0.1 0 - 14 0.1 
Agitation 6 0.1 7 0.1 0 - 13 0.1 
Mood swings 9 0.2 3 - 0 - 12 0.1 
Post viral syndrome 6 0.1 6 0.1 0 - 12 0.1 
Panic attack 4 0.1 7 0.1 0 - 11 0.1 
Psychiatric unspecified 4 0.1 7 0.1 0 - 11 0.1 
Drug abuse 8 0.2 1 - 0 - 9 0.1 
Phobia 7 0.1 2 - 0 - 9 0.1 
Anorexia nervosa 0 - 7 0.1 0 - 7 0.1 
Alcoholism chronic 4 0.1 1 - 0 - 5 -
Bereavement 3 0.1 2 - 0 - 5 -

Dependence 5 0.1 0 - 0 - 5 -
Hypomania 2 - 3 - 0 - 5 -
Myalgia 2 - 3 - 0 - 5 -

Pain 1 - 4 - 0 - 5 -
Paranoia 3 0.1 2 - 0 - 5 -
Grief reaction 0 - 4 - 0 - 4 -
Libido decreased 1 " 0 - 4 -- .) -
Psychosomatic unspecified 0 - 4 - 0 - 4 -
Agoraphobia 2 - 1 - 0 3 -
Premenstrual tension 0 - 3 - 0 - 3 -
Alzheimer's disease 1 - 1 - 0 - 2 -
Domestic 1 - 1 - 0 - 2 -

Emotional disturbance 1 - 1 - 0 - 2 -
Headache 1 - 1 - 0 - 2 -
Hypeliension 1 - 1 - 0 - 2 -

Irritable bowel syndrome 1 1 - 0 - 2 -
Impotence 2 - 0 - 0 - 2 -
Male reproductive unspecified 2 - 0 - 0 - 2 -
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Table 3.3. Indications analysed by sex (continued) 

Indication Male Female Sex not known All patients 
Number 0/0* Number 0/0* Number 0/0* Number 0/0* 

Marital 0 - 2 - 0 - 2 -

Migraine 0 - 2 - 0 - 2 -

Nausea 1 - 1 - 0 - 2 -

Neurosis 1 - 1 - 0 - 2 -

Pain back 1 - 1 - 0 - 2 -
Parkinson's disease 1 - 1 - 0 - 2 -
Self injury 0 - 2 - 0 - 2 -
Suicidal thoughts 2 - 0 - 0 - 2 -

Thought disorder 2 - 0 - 0 - 2 -
Urticaria 0 - 2 - 0 - 2 -

Akathisia 0 - 1 - 0 - 1 -
Alcoholism acute 1 - 0 - 0 - 1 -

Amnesia 0 - 1 - 0 - 1 -

Alihritis osteo 1 - 0 - 0 - 1 -
Asthenia 0 - 1 - 0 - 1 -

Atrophy brain 1 - 0 - 0 - 1 -
Behaviour abnormal 0 - 1 - 0 - 1 -
Bulimia nervosa 0 - 1 - 0 - I -
Cancer phobia 0 - 1 - 0 - 1 -
Central nervous system unspecified 1 - 0 - 0 - 1 -
Crohn's disease 0 - 1 - 0 - 1 
Dementia presenile 1 - 0 - 0 - 1 -
Eating disorder 0 - 1 - 0 - 1 -
Eczema 1 - 0 - 0 - 1 -
Epilepsy 1 - 0 - 0 - 1 -

Flushing 0 - 1 - 0 - 1 -
Gout 1 - 0 - 0 - 1 -

Hyperactive 1 - 0 - 0 - 1 -
Hypochondriasis 0 - 1 - 0 - 1 -
Illegible 0 - 1 - 0 - 1 -

Irritability 1 - 0 - 0 - 1 -
Lassitude 0 - 1 - 0 - 1 -
Malaise 1 - 0 0 - 1 -
Mania 0 - 1 0 - 1 -

Mood change 1 - 0 - 0 - 1 -

Myasthenia gravis 1 - 0 - 0 - 1 -
Neuralgia 0 - 1 - 0 - 1 -
Overdose 0 - 1 - 0 - 1 -
Pain abdomen 1 - 0 - 0 - 1 -

Rash 1 - 0 - 0 - 1 -
Restless legs 0 - 1 - 0 - 1 -
Rhinitis allergic 0 - 1 - 0 - 1 -
Somnambulism 1 - 0 - 0 - 1 -
Suicide attempt 0 - 1 0 - 1 -
Suicide threat 1 - 0 - 0 - 1 -
Indication not specified 1589 30.5 2554 30.8 24 37.5 4167 30.7 
Total 5210 100.0 8280 100.0 64 100.0 13554 100.0 

* Percentages less than 0.1 % are not shown. 
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Use of mirtazapine 

Duration of treatment 

After six months, 4940 (40.0%) of the 12345 patients for whom it was recorded that treatment 

was continuing or that the date of stopping medication was given, were still being prescribed 

mirtazapine (Table 3.4). 

It was not possible to record when the patient stopped the drug in 1209 cases (8.9% of total 

cohort of 13 554). Only 245 patients (1.8%, of the total cohort) were known to have taken the 

drug intermittently (more than one stop and start date) but it was not known whether 1312 

(9.6%, of the total cohort) patients took the drug continuously or not. 

Table 3.4. Number still using mirtazapine at the end of each month 

Month Number still Percentage 
taking mirtazapine of patients 

Baseline 0 12345 100.0 
End of month 1 9073 73.5 
End of month 2 7677 62.2 
End of month 3 6737 54.6 
End of month 4 5999 48.6 
End of month 5 5438 44.1 
End of month 6 4940 40.0 

Dose 

The PPA provided data on the number of tablets of mirtazapine dispensed for each 

prescription, but no direct information on dosage. 
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Effectiveness 

9756 (72.0%) of 13 554 reports included an opinion about the effectiveness of miliazapine 

(Table 3.5). Mirtazapine was reported by the OP to have been effective in 5423 (55.6%) of 

these. In 28.0% of the total cohort the effectiveness of mirtazapine was not specified in 

response to the question on the green form. 

Table 3.5. Effectiveness of mirtazapine - total cohort 

Effective Number Percentage 

Yes 5423 55.6 
No 4333 44.4 
Total 9756 100.0 
(Not specified) (3798) (28.0) 

Adverse reactions 

An event was coded as an adverse drug reaction (ADR) if the general practitioner specified on 

the green form that the event was attributable to a drug. 807 events in 573 patients were 

reported by the general practitioners as ADRs to mirtazapine (Table 3.6). Twenty-eight of 

these 807 events were documented on the green form as having been reported to the 

Committee on Safety of Medicines (CSM). The most frequently reported adverse reactions to 

miliazapine were unspecified side effects in 177 patients and drowsiness/sedation in 116 

patients. 
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Table 3.6. Adverse reactions (ADRs) to mirtazapine 

ADR Total Number reported 
to CSM 

Unspecified side effects 177 1 
Drowsiness 83 -
Dizziness 57 1 
Malaise 36 1 
Lassitude 35 -
Sedation 33 2 

Weight gain 31 2 
Nausea 27 -
Headache 21 1 
Dreams abnormal 15 -
Agitation 14 2 
Intolerance 12 -
Irritability 12 2 
Aggression 11 2 
Appetite increased 11 -
Tremor 11 -
Confusion 10 -
Insomnia 10 1 
Dry mouth 9 -
Anxiety 7 -
Gastro-intestinal unspecified 7 -
Rash 7 -
Oedema 6 1 
Vomiting 6 -
Diarrhoea 5 -
Dyspepsia 5 1 
Myalgia 5 -
Pruritus 5 1 
Withdrawal symptoms 5 1 
Liver function test abnormal 4 -
Palpitations 4 -
Panic attack 4 -
Pharyngitis 4 -
Sweating 4 -
Faintness 3 -
Muscle weakness 3 -
Pain abdomen 3 -
Pain joint 3 1 
Pain limb 3 -
Paraesthesia 3 -
Restless legs 3 1 
Syncope 3 1 
Thought disorder 3 -
Unsteadiness 3 -
Visual disturbance 3 -
Behaviour abnormal 2 -
Central nervous system unspecified 2 -
Depression 2 -
Disorientation 2 -
Distension abdomen 2 -
Dyspnoea 2 -
Eczema 2 1 
Excessive thirst 2 -
Hair loss 2 1 
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ADR Total Number reported 
to CSM 

Hallucinations 2 1 
Impotence 2 -
Lost consciousness 2 -
Mood change 2 -
Sensation abnormal 2 -
Slurred speech 2 -
Spasm muscular 2 -
Ve11igo 2 -
Amnesia 1 -
Angina 1 -
Anorexia 1 -
Arthritis 1 -
Ataxia 1 -
Burning sensation 1 -
Candidiasis oral 1 -
Constipation 1 -
Coryza 1 -
Diabetes worse 1 -
Dysarthria 1 -
Dysphasia 1 -
Emotional disturbance 1 -
Epilepsy 1 1 
Feeling hot 1 -
Flatulence 1 -
Flushing 1 -
Frequency 1 -
Haemorrhage oral 1 -
Haemorrhage rectal 1 -
Hemianopia 1 -
Hypoaesthesia 1 -
Hypomania 1 -
Hypotension 1 -
Libido decreased 1 -
Mania 1 -
Metabolic unspecified 1 -
Migraine 1 -
Mood swings 1 -
Movement involuntary 1 
Musculoskeletal unspecified 1 -
Obesity 1 -
Oesophageal reflux 1 1 
Pain bone 1 1 
Paranoia 1 -
Photosensitivity 1 -
Premenstrual tension 1 -
Psychiatric unspecified 1 -
Retention 1 -
Sore mouth 1 -
Swollen ankles 1 -
Tachycardia 1 -
Taste abnormal 1 -
Tinnitus 1 -
Toothache 1 -
Ulcer mouth 1 -
Vision deteriorated 1 -

Total 807 28 

62 



Adverse reactions to other drugs 

Events attributed to other medication were examined in order to detect possible interactions 

between mirtazapine and specific drugs. Eighty-one adverse reactions were reported to other 

drugs in 66 patients as shown in Table 3.7. 

Table 3.7. Adverse reactions (ADRs) to other drugs 

Drug 

Amitriptyline 

Amlodipine 
Antidepressant unspecified 
Aspirin 
Atorvastatin 
Beclomethasone 
Bendrofluazide 
Ciprofloxacin 
Citalopram 

Clomipramine 
Diazepam 
Diclofenac 

Dihydrocodeine 
Diltiazem 

Dothiepin 
Erythromycin 
Flunitrazepam 
Fluoxetine 

Flupenthixol 
Frusemide 

Haloperidol 
Hormone replacement therapy 

Ibuprofen 
Lansoprazole 

Adverse 
reaction 

sedation 
tremor 
malaise 
ADR* 
allergy 
intolerance 
candidiasis oral 
angioneurotic oedema 
rash 
ADR* 
haemorrhage cerebral 
ADR* 
withdrawal symptoms 
nausea 
oesophageal reflux 
ADR* 
hypotension 
nausea 
ADR* 
pain abdomen 
withdrawal symptoms 
nausea 
rash 
withdrawal symptoms 
lassitude 
constipation 
nausea 
sedation 
tremor 
ADR* 
anxiety 
dyspepsia 
headache 

Concurrent Number of 
treatment withADR's reported 
mirtazapine 

no 
yes 
yes 
no 
no 
no 
no 
yes 

not known 
yes 
no 
yes 
yes 
yes 
yes 
yes 
no 
no 
no 
no 
yes 
yes 
no 
yes 
yes 
yes 
yes 
yes 
no 
no 
yes 
yes 
no 

2 
1 
1 
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nausea no 
oedema no 

Laxative unspecified diarrhoea yes 
Lithium ADR* yes 2 

renal failure chronic yes 
tremor yes 

Lofepramine agitation yes 
Metformin diarrhoea yes 
Metronidazole vomiting not known 
Nifedipine hypotension yes 

oedema yes 
Norethisterone premenstrual tension yes 
NSAID unspecified anaemia iron deficiency no 

vision deteriorated no 
Olanzapine ADR* no 

weight gain no 
Paroxetine ADR* no 

headache no 
nausea no 
rash no 

Penicillin allergy yes 
Pipothiazine saliva increased yes 
Prednisolone weight gain no 
Procyclidine frequency yes 

micturition abnormal yes 
Reboxetine intolerance no 
Risperidone convulsion no 
Steroid unspecified ADR* yes 
Sulphasalazine globulin abnormal yes 

laboratory test abnormal yes 
Sulpiride pain joint yes 
Thiori dazine drowsiness yes 

lassitude no 
Trazodone dizziness no 

headache no 
hypeliension no 

Trifluoperazine dyskinesia yes 
Trimethoprim intolerance yes 
Venlafaxine hyperactive no 

lI1soml1la no 
nausea no 
tremor no 
withdrawal symptoms yes 2 

Dianette vomiting yes 1 
Madopar hallucinations yes 1 

Total 81 

* Adverse drug reaction, otherwise unspecified e.g. "side effects from atenolol" 
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The Summary of Product Characteristics provides a comprehensive list of potential drug 

interactions (Appendix 1). There were no drug interactions reported in this study. 

Reasons for stopping mirtazapine 

GPs recorded 8634 reasons for stopping mirtazapine, for 7122 patients (Table 3.8). The most 

frequently reported event given as the reason for stopping mirtazapine was not effective (2432 

cases, 17.9% of the total cohort). The most frequently reported clinical adverse events given as 

the reason for stopping mirtazapine were drowsiness/sedation 800 cases (5.9 % of the total 

cohort), followed by weight gain (362 cases,2.6% of the cohort). 

Table 3.8. Reasons for stopping mirtazapine 

Reason 
Not effective 
Condition improved 
Patient request 
Drowsiness 
Sedation 
Weight gain 
Non compliance 
Intolerance 
Malaise 
Unspecified side effects 
Dizziness 
Lassitude 
Depression 
Anxiety 
Hospital referral psychiatric 
Nausea 
Headache 
Hospital admission non-surgical 
Insomnia 
Agitation 
Appetite increased 
Dreams abnormal 
Aggression 
Irritability 
Hospital referral unspecified 
Diarrhoea 

Number 
2432 
1117 
483 
424 
376 
362 
266 
228 
178 
175 
165 
160 
154 
107 
106 
98 
94 
93 
84 
73 
71 
56 
55 
47 
43 
42 
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Confusion 39 
Oedema 39 
Rash 34 
Pregnancy 33 
Tremor 28 
Dry mouth 25 
Vomiting 24 
Myalgia 23 
Indication for mirtazapine changed 22 
Pruritus 22 
Pharyngitis 20 
Swollen ankles 20 
Panic attack 19 
Restless legs 19 
Distension abdomen 17 
Dyspepsia 17 
Mood swings 17 
Pain abdomen 17 
Pain joint 17 
Constipation 16 
Overdose 15 
Psychiatric unspecified 15 
Pain limb 14 
Effective 13 
Impotence 13 
Libido decreased 13 
Sweating 13 
Liver function test abnormal 12 
Mood change 12 
Palpitations 12 
Paraesthesia 11 
Spasm muscular II 
Unsteadiness 11 
Amnesia 10 
Drug information 10 
Syncope 10 
Visual disturbance 10 
Alcoholism 9 
Gastro-intestinal unspecified 9 
Hallucinations 9 
Hypotension 9 
Mania 9 
Anorexia 8 
Domestic 8 
Sensation abnormal 8 
Vertigo 8 
Dyspnoea 7 
Hospital referral paramedical 7 
Mental state worse 7 
Overdose unknown drug 7 
Pain chest 7 
Retention 7 
Convulsion 6 
Depersonalization 6 
Faintness 6 
Fluid retention 6 
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Frequency 6 
Heartburn 6 
Mental state improved 6 
Muscle weakness 6 
Psychosis 6 

Suicidal thoughts 6 
Ulcer mouth 6 

Behaviour abnormal 5 
Cramp 5 
Disorientation 5 
Electroconvulsive therapy 5 
Non formulary 5 
Paranoia 5 
Slurred speech 5 
Tachycardia 5 
Taste abnormal 5 
Thought disorder 5 
Alcoholism chronic 4 
Drug abuse 4 
Eating disorder 4 
Flushing 4 
Hypomania 4 
Movement involuntary 4 
Oedema face 4 
Overdose other drug 4 
Sore mouth 4 
Allergy 3 
Angina 3 
Dementia 3 
Dependence 3 
Eczema 

.., 

.J 

Emotional disturbance 3 
Excessive thirst 3 
Fall 3 
Hyperactive 3 
Immobility 3 
Leucopenia 3 
Lost consciousness 3 
Micturition abnormal 3 
Migraine 3 
Personality disorder 3 
Sciatica 3 
Akathisia 2 
Anaemia 2 
Asthma 2 
Ataxia 2 
Bone marrow abnormal 2 
Central nervous unspecified 2 
Cerebrovascular accident 2 
Dysphasia 2 
Event not coded 2 
Gynaelogical unspecified 2 

Haemorrhage rectal 2 
Hair loss 2 
Hyperventilation 2 
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Hypoaesthesia 2 
Hypothyroidism 2 
Illegible 2 
Incontinence 2 
Infection chest 2 
Marital 2 
Musculoskeletal unspecified 2 
Neutropenia 2 
Pain unspecified 2 
Parkinson's disease 2 
Polysymptomatic 2 
Pyrexia 2 
Somnambulism 2 
Stomatitis 2 
Suicide threat 2 
Swelling joint 2 
Tinnitus 2 
Urinary unspecified 2 
Urticaria 2 
Vision deteriorated 2 
Abscess I 

Acne I 
Adenoma endocrine I 
Amputation 1 
Anaemia iron deficiency I 
Aneurysm aortic 1 
Angioneurotic oedema 1 
Arthritis I 
Arthritis rheumatoid 1 
Breast disorder I 
Bulimia 1 
Burning sensation 1 
Candidiasis 1 
Candidiasis oral 1 
Carcinoma lung fatal 1 
Carcinoma ovary fatal 1 
Cardiomyopathy 1 
Euphoria 1 
Carpal tunnel syndrome 1 
Congestive cardiac failure 1 
Coryza I 
Cough I 
Depression manic I 

Diabetes mellitus I 
Diabetes worse 1 
Dry eye 1 
Dry skin 1 
Dysarthria 1 
Dystonia 1 
Dysuria 1 
Ejaculation premature 1 
Epilepsy 1 
Feeling hot 1 
Flatulence 1 
Flu like symptoms 1 
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Fracture 
Galactorrhoea 
Gastritis 
Gingivitis 
Glands swollen 
Gynaecomastia 
Haemorrhage oral 
Haemorrhage subarachnoid 
Haematological tests 
Haematuria 
Haemoptysis 
Hemianopia 
Hepatic unspecified 
Hepatitis 
Irritable bowel syndrome 
Infection viral 
Jaundice 
Jaundice obstructive 
Left ventricular failure 
Male reproductive unspecified 
Metabolic unspecified 
Metrorrhagia 
Myocardial infraction 
Myelodysplasia 
Neuralgia 

Neuropathy peripheral 
Nystagmus 
Obsession/compulsive 
Pain back 
Pain bone 
Pain hand 
Pancytopenia 
Photosensitivity 
Premenstrual tension 
Pneumonia 
Prison admission 
Prostatism 
Purpura 
Renal failure chronic 
Renal transplant 
Respiratory unspecified 
Schizophrenia 
Scleritis 
Self injury 
Shivering 
Stiffness 
Tics 
Toothache 
Tumour 
Vascular surgery 
Weight loss 
Wheezing 

Total 
1 

8634 
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Treatment after stopping mirtazapine 

Forty-one drugs were substituted for the monitored drug in 451 of the patients in whom 

mirtazapine was withdrawn (Appendix 2). The medication most frequently substituted was 

fluoxetine in 111 (24.6%) patients, then paroxetine in 75 patients (16.6%). The total number of 

substituted drugs was 468, indicating that 17 patients received two drugs after stopping 

treatment with mirtazapine. 

The Events 

A list of all events recorded during the PEM study is shown in Appendix 3a. The DSRU 

dictionary groups together related events (lower level terms) under a broader term (higher level 

term), e.g. the lower level terms 'glands swollen', 'lymphadenitis' and 'lymphadenopathy' are 

grouped under the higher level term 'lymphadenopathy'. In Appendices 3a, 3b, 3c, column A 

contains higher and lower level coding terms, the lower level terms being indented. 

The total for all the events repolied at any time after the first prescription is listed in column B, 

irrespective of whether or not the patient was still taking the drug. This total in column B 

includes events which occurred within six months of the first prescription for mirtazapine, 

more than six months after the first prescription and those events for which the date of 

occurrence has not been repOlied. The events in each of the first six months are listed 

separately (columns C to H) and the total number of events during the first six months is shown 

in column 1. If the date of the event is not known or it is only an approximate date then the 

event is included in the total number of events but not in columns C to 1. Although these 

70 



events are not included in the statistical analyses they are examined during the follow-up 

procedure. The number of events in which the date of occurrence is not known is given in 

column 1. 

In Appendix 3a the total number of patient-months of observation is given in column B. The 

monthly denominators represent the number of patient-months of observation in each month. 

The figures diminish slightly throughout the period due to date errors or patients lost to 

surveillance. In Appendix 3a, separate denominators are shown for males and females. 

Appendix 3b gives a list of events reported for all patients during treatment with mirtazapine. 

Each term reported in Appendix 3a is also given in this appendix even if there were no 

occurrences of this event during treatment with mirtazapine. Events for those patients for 

whom the date of stopping therapy with the drug under surveillance is not known are not 

included in Appendices 3b unless reported by the GP on the green form as occurring during 

treatment and recorded as during treatment by the coding clerk. Also if the date of the event is 

not known or it is coded as an approximate date then the event is not included in Appendix 3b 

unless it is clear that the event occurred during treatment with the drug. For this latter case the 

event will be included in the total for that event but will not be included in the numbers for the 

first six months. 

The total number of patient-months of treatment is gIven In column B. The monthly 

denominators (columns C-H) are the number of patient-months of treatment for each month. 

These are calculated from the total number of days of treatment in each month for those 

patients who continued to take the drug throughout the month, who will each contribute 30 
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treatment days and for those patients who stopped treatment during that month who will each 

contribute the number of days of treatment they received during the month. The total number 

of days of treatment is divided by 30 to determine the number of patient months of treatment. 

Incidence densities 

Table 3.9 gives the denominators in patient-months for each time period. The time period, Db 

relates to the first month of treatment for individual patients and not merely to the first month 

of the entire study. Patients who stop treatment before the end of their first month of therapy 

will contribute to the denominator, D1, only the number of days for which they were treated. 

Similarly, the sum of the number of months of treatment for individual patients was used to 

calculate the denominators D2, D3 and D A. 

Table 3.9. 

Denominators (patient-months of treatment) used to calculate incidence densities for mirtazapine 

Male 
Female 
Sex not specified 

Total 

Denominators (patient-months of treatment) 
DJ D2 D3 DA 

4376 
6822 

49 

11247 

13473 
19149 

129 

32751 

6835 
9130 

60 

16024 

24684 
35101 

238 

60022 

D1 = Total number of patient-months of exposure during the first month of treatment 

D2 = Total number of patient-months of exposure during treatment months 2-6 inclusive 

D3 = Total number of patient-months of exposure during treatment after month 6 

DA = Total number of patient-months exposure during the whole treatment period 
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Thus, DA 

Table 3.10 gives the number of events reported during treatment and the ID for the first month 

of treatment, the second to sixth months inclusive and the overall time period. Only the first 

report of an event in an individual patient is used in the calculation. The events given in this 

table are the higher level terms. 

Column A shows the rank of each event. Column B lists the higher term event. Columns C to 

K provide the following:-

N] 

N2 

ID] 

ID2 

ID]-ID2 

99%CI 

NA 

IDA 

Total number of reports of each event during the first month of treatment 

Total number of reports of each event during treatment in months 2-6 

Incidence density for each event during the first month of treatment 

Incidence density for each event during treatment months 2-6 

Arithmetic difference between ID] and ID2 

99% confidence intervals for ID]-ID2 

Total number of reports of each event during the total treatment period 

Incidence density for each event for the total treatment period. 

The ranking order given in column A is that ofID]. Thus, the values for ID2 and IDA are not 

ranked. The difference between ID] and ID2 (column G) and the 99% confidence intervals for 

this difference (columns H and I) are given to examine the null hypothesis that the rate for the 

event is not increasing or decreasing between the two time periods. 
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Table 3.10. Incidence densities (I D) ranked for mirtazapine in order of ID! per 1000 
patient-months 

A B C D E F G H I J K 
EVENT NJ N2 IDJ ID2 IDJ-ID2 99% CI* NA IDA 

min max 
1 Drowsiness, sedation 654 278 58.1 8.5 49.7 43.6 55.7 985 16.4 
2 Dose increased 408 421 36.3 12.9 23.4 18.5 28.3 953 15.9 

3 Malaise, lassitude 313 155 27.8 4.7 23.1 18.9 27.3 509 8.5 

4 Condition improved 256 774 22.8 23.6 -0.9 -5.1 3.4 1278 21.3 

5 Patient request 199 220 17.7 6.7 11.0 7.5 14.4 488 8.1 

6 Dizziness 175 58 15.6 1.8 13.8 10.7 16.9 241 4.0 

7 Weight gain 175 281 15.6 8.6 7.0 3.7 10.3 523 8.7 

8 Intolerance 165 64 14.7 2.0 12.7 9.7 15.7 238 4.0 

9 Non compliance 152 120 13.5 3.7 9.9 6.9 12.8 302 5.0 

10 Depression 145 257 12.9 7.8 5.0 2.0 8.1 493 8.2 

11 Nausea, vomiting 134 64 11.9 2.0 10.0 7.2 12.7 215 3.6 

12 Anxiety 131 100 11.6 3.1 8.6 5.9 11.3 280 4.7 

13 Headache, migraine 119 79 10.6 2.4 8.2 5.6 10.8 227 3.8 

14 Respiratory tract infection 113 240 10.0 7.3 2.7 0.0 5.4 440 7.3 

15 Unspecified side effects 110 53 9.8 1.6 8.2 5.7 10.6 176 2.9 

16 Insomnia 80 84 7.1 2.6 4.5 2.4 6.7 194 3.2 

17 Non-surgical admissions 80 136 7.1 4.2 3.0 0.7 5.2 267 4.4 

18 Appetite increased 77 45 6.8 1.4 5.5 3.4 7.6 125 2.1 

19 Oedema 75 93 6.7 2.8 3.8 1.7 6.0 196 3.3 

20 Hospital referrals no admission 73 163 6.5 5.0 1.5 -0.7 3.7 311 5.2 

21 Dose reduced 68 lSI 6.0 4.6 1.4 -0.7 3.6 288 4.8 

22 Agitation 60 5 I 5.3 1.6 3.8 1.9 5.6 126 2.1 

23 Dreams abnormal 56 32 5.0 1.0 4.0 2.2 5.8 91 1.5 

24 Aggression 51 31 4.5 0.9 3.6 1.9 5.3 88 1.5 

25 Diarrhoea 43 75 3.8 2.3 1.5 -0.1 3.2 134 2.2 

26 Confusion 41 26 3.6 0.8 2.9 1.3 4.4 75 1.2 
27 Suicide attempt, drug overdose 38 80 3.4 2.4 0.9 -0.6 2.5 142 2.4 

28 Pain abdomen 36 65 3.2 2.0 1.2 -0.3 2.7 116 1.9 

29 Irritability 33 26 2.9 0.8 2.1 0.8 3.5 61 1.0 

30 Tremor 33 22 2.9 0.7 2.3 0.9 3.6 63 1.0 

31 Dyspepsia 32 60 2.8 1.8 1.0 -0.4 2.4 114 1.9 

32 Constipation 31 47 2.8 1.4 1.3 -0.1 2.7 85 1.4 

33 Dry mouth 31 11 2.8 OJ 2.4 1.1 3.7 45 0.7 

34 Pain joint 30 78 2.7 2.4 0.3 -1.2 1.7 139 2.3 

35 Rash 29 39 2.6 1.2 1.4 0.1 2.7 84 1.3 

36Impotence, ejaculation failure 10 13 2.3 1.0 1.3 -0.7 3.3 29 1.2 

37 Sensation abnormal 22 35 2.0 1.1 0.9 -0.3 2.1 66 1.1 
38 Hypertension 21 27 1.9 0.8 1.0 -0.1 2.2 56 0.9 

39 Myalgia 21 30 1.9 0.9 1.0 -0.2 2.1 62 1.0 

40 Unsteadiness 21 6 1.9 0.2 1.7 0.6 2.8 28 0.5 

41 Mood change 20 19 1.8 0.6 1.2 0.1 2.3 42 0.7 

42 Panic attack 20 42 1.8 1.3 0.5 -0.7 1.6 73 1.2 
43 Pregnancy 12 26 1.8 1.4 0.4 -1.1 1.9 57 1.6 

44 Fall 19 34 1.7 1.0 0.7 -0.4 1.8 66 1.1 
45 Pain back 19 75 1.7 2J -0.6 -1.8 0.6 113 1.9 
46 Pain chest, tight chest 19 45 1.7 1.4 0.3 -0.8 1.4 76 1.3 
47 Pruritus 19 28 1.7 0.9 0.8 -0.2 1.9 60 1.0 
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Table 3.10. Incidence densities (ID) ranked for mirtazapine in order ofID! per 1000 patient-months 
( continued) 

A B C D E F G H I J K 
EVENT N! N2 ID! ID2 IDJ-ID2 99% CI* NA IDA 

min max 
48 Urinary tract infection 19 46 1.7 1.4 0.3 -0.8 1.4 80 1.3 
49 Haematological tests 18 42 1.6 1.3 0.3 -0.8 1.4 74 1.2 
50 Alcoholism 17 28 1.5 0.9 0.7 -0.4 1.7 55 0.9 
51 Malignancies 17 20 1.5 0.6 0.9 -0.1 1.9 46 0.8 
52 Sweating 17 15 1.5 0.5 1.1 0.1 2.0 40 0.7 
53 Asthma, wheezing 16 36 1.4 I.l 0.3 -0.7 1.4 65 1.1 
54 Cough 15 21 1.3 0.6 0.7 -0.3 1.7 49 0.8 
55 Hallucination 15 7 1.3 0.2 1.1 0.2 2.0 30 0.5 
56 Micturition disorder 15 37 1.3 1.1 0.2 -0.8 1.2 65 1.1 
57 Restless legs 15 14 1.3 0.4 0.9 0.0 1.8 29 0.5 
58 Syncope 15 16 1.3 0.5 0.8 -0.1 1.8 44 0.7 
59 Vertigo 15 8 1.3 0.2 1.1 0.2 2.0 26 0.4 
60 Visual defect 15 14 1.3 0.4 0.9 0.0 1.8 35 0.6 
61 Palpitation 14 10 1.2 OJ 0.9 0.0 1.8 32 0.5 
62 Injury 13 37 1.2 1.1 0.0 -0.9 1.0 66 1.1 
63 Pain limb 13 24 1.2 0.7 0.4 -0.5 1.3 42 0.7 
64 Dyspnoea 12 31 1.1 0.9 0.1 -0.8 1.0 53 0.9 
65 Infection skin, unspecified 12 25 1.1 0.8 0.3 -0.6 1.2 54 0.9 
66 Psychiatric unspecified 12 33 1.1 1.0 0.1 -0.9 1.0 60 1.0 
67 Menstrual disorder 7 19 1.0 1.0 0.0 -1.1 1.2 37 1.1 
68 Vaginitis, vulvitis 7 27 1.0 1.4 -0.4 -1.6 0.8 39 1.1 
69 Cardiovascular tests II 18 1.0 0.5 0.4 -0.4 1.3 40 0.7 
70 Distension abdominal 11 24 1.0 0.7 0.2 -0.6 1.1 39 0.6 
71 Faintness 11 1 1.0 0.0 0.9 0.2 1.7 12 0.2 

Drowsiness/sedation was the adverse event with the highest incidence density in month one 

(58.1 per 1000 patient-months of exposure). The difference between the rate of events in 

month one and months 2-6 was examined. Where the 99% confidence limits around the point 

estimate of the difference did not include the null value, this suggested that the rate of events in 

month one was significantly greater than the rate of events in months 2-6. This result can be 

considered to be a signal of a possible adverse event associated with starting the drug. 

The following clinical adverse events occurred significantly more commonly in month 1 

compared to months 2-6, when the 99% confidence limits of the differences were calculated: 

drowsiness/sedation, malaise/lassitude, dizziness, weight gain, intolerance, depression, 
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nausea/vomiting, anxiety, headache/migraine, respiratory tract infection, unspecified side 

effects, insomnia, increased appetite, oedema, agitation, dreams abnormal, aggression, 

confusion, irritability, tremor, and dry mouth. These results can be considered to be a signal of 

a possible adverse event associated with starting the drug. However, anxiety and depression is 

more likely to be associated with the indication for treatment with mirtazapine than with 

adverse events to the drug itself. 

Events after stopping mirtazapine 

There were 833 events recorded in the first 30 days after stopping mirtazapine. Table 3.11 

displays the 25 most frequent events reported within this period. Only first occurrences of 

events for each particular patient are included in Table 3.1l. Events that have already occurred 

during treatment were therefore not included in the analysis. 

Table 3. 11. Ranked rates for events during first 30 days after stopping treatment with 
mirtazapine 

Total number of patient-months for first 30 days after stopping the drug 

EVENT 

Depression 
Anxiety 
Condition improved 
Hospital admission, non-surgical 
Diarrhoea 
Insomnia 
Nausea 

Number in first 
month after stopping 

50 
27 
24 
19 
16 
14 
14 

8138 

Rate per 1000 
patient months 

6.1 
3.3 
2.9 
2.3 
2.0 
1.7 
1.7 
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Table 3.11 (continued). Ranked rates for events during first 30 days after stopping 
treatment with mirtazapine 

EVENT Number in first Rate per 1000 
month after stopping patient months 

Pain abdomen 14 1.7 
Headache 13 1.6 
Hospital referral unspecified 13 1.6 
Pain back 13 1.6 
Panic attack 12 1.5 
Vomiting 12 1.5 
Infection chest 11 1.4 
Pain joint 11 1.4 
Upper respiratory tract infection 11 1.4 
Dizziness 10 1.2 
Lassitude 10 1.2 
Agitation 9 1.1 
Pain neck 9 1.1 
Pharyngitis A 1 1 :; <'1 

Constipation 8 1.0 
Cardiovascular tests 8 1.0 
Pain chest 8 1.0 
Weight gain 8 1.0 

Selected Events 

The data in Appendix 3a were examined to detect uncommon events of medical interest and 

serious events. Serious events were defined as those that were fatal, life threatening, disabling, 

incapacitating or which resulted in prolonged hospitalisation. The green forms for the events 

were reviewed. Those events thought to require further investigations were followed up with 

the reporting GP. Follow up was deemed unnecessary for cases where: 

1. Events occurred many weeks/months after the treatment and therefore were considered 

unlikely to be associated with the use of mirtazapine, or 

2. An alternative cause was reported, or 

3. The reporting doctor had already provided all the information available. 
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The events of specific interest which were specifically followed up by examination of the 

green forms and/or writing to the GP are listed below. 

SKIN 

There were 84 reports of rash during treatment with mirtazapine, of which 29 were reported in 

the first month. In 34 cases it was the reason for stopping treatment, 11 of which were within 

the first month of use. 

PSYCHIATRIC 

Aggression 

There were 88 reports of aggression during treatment with mirtazapine, of which 51 (62.5%) 

were reported in the first month. All of the reports of aggression were reviewed: in 73 cases it 

was considered that the event was possibly due to mirtazapine, in 13 cases it was unlikely to be 

due to miliazapine, while in the remaining 11 cases it was difficult to assess the causality due 

to limited information. Overall, in 55 cases it was the reason for stopping treatment, 32 of 

which were within the first month of use. Eleven cases were coded as suspected ADRs, of 

which only two cases were reported to the CSM. 

Agitation 

There were 126 repOlis of agitation during treatment with mirtazapine, of which 60 were 

reported in the first month. All of the 126 reports of agitation were reviewed: in 70 cases it was 

considered that the event was possibly due to mirtazapine, in 40 cases it was considered 
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unlikely to be due to mirtazapine, while in the remaining 16 cases it was difficult to assess the 

causality due to limited information. Overall, in 73 cases it was the reason for stopping 

treatment, 38 of which were within the first month of use. Fourteen cases were coded as 

suspected ADRs, of which only two were reported to the CSM. 

Abnormal behaviour 

There were 16 reports of abnormal behaviour during treatment with miltazapine, of which five 

were reported in the first month. In five cases it was the reason for stopping treatment, one of 

which was within the first month of use. Two of these five cases were coded as suspected 

ADRs. In the first case, the patient was prescribed miltazapine for depression, previously 

treated with paroxetine. A month after statting the medication the patient complained of 

disturbed behaviour and mirtazapine was stopped. Once mirtazapine was stopped the event 

resolved completely. In the second case, the patient was prescribed mirtazapine for depression. 

Two weeks after statting the medication, the patient was reported to have abnormal bizzare 

behaviour, and the drug was withdrawn. On stopping the medication the event gradually 

resolved. 

Dreams abnormal 

There were 91 reports of abnormal dreams during treatment with mirtazapine, of which 56 

were reported in the first month. All of the 91 reports were reviewed: 31 cases were 

considered to be possibly due to mirtazapine, 42 cases were considered unlikely to be due to 

mirtazapine and in the remaining 18 cases it was difficult to assess the causality due to limited 
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information. In 56 cases it was the reason for stopping treatment, 36 of which were in the first 

month of use. Fifteen cases were coded as suspected ADRs. 

Hallucinations 

There were 30 reports of hallucinations during treatment with mirtazapine, of which 15 were 

reported in the first month of use. All of these 30 cases were reviewed: 13 were considered to 

be possibly due to mirtazapine, while in the remaining 17 cases it was unlikely to be due to 

mirtazapine. In nine cases it was the reason for stopping the drug, and two cases were repOlied 

as possible suspected ADRs, of which one was reported to the CSM. 

In the first case, the patient was prescribed 30mg of miliazapine. Two days after starting the 

medication the patient complained of hallucinations and the drug was stopped. The event 

resolved on stopping mirtazapine. In the second case, the patient was prescribed 15mg of 

miliazapine for depression. A week after starting the medication the patient complained of 

sleep disturbance and hallucinations, and the medication was stopped. The event resolved on 

stopping the miliazapine. The GP has also sent a yellow card to the CSM, describing the event 

as possibly related to mirtazapine. 

Libido decreased 

There were 26 reports of libido decreased during treatment with mirtazapine; eight were 

repOlied in the first month of use. In 13 cases it was the reason for stopping treatment, two of 

which were in the first month of use. Only one of these 13 cases was coded as suspected 

ADRs. In this case the patient was prescribed mirtazapine for depression. Three weeks after 
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starting the medication the patient complained of decreased libido and the drug was withdrawn. 

The event gradually resolved on stopping mirtazapine. 

CENTRAL AND PERIPHERAL NERVOUS SYSTEM 

Dizziness 

There were 241 reports of dizziness during treatment with mirtazapine, of which 175 were 

reported in the first month of use. Of these 175 reports, 122 cases were considered to be 

possibly due to mirtazapine, 45 cases were considered unlikely to be due to mirtazapine, while 

in the remaining eight cases it was difficult to assess the causality due to limited information. 

In nine cases it was the reason for stopping mirtazapine, and 57 cases were reported as possible 

suspected ADRs, only one being reported to the CSM. 

Syncope 

There were 44 reports of syncope during treatment with mirtazapine, of which 15 were 

reported during the first month. All of these 15 reports were reviewed: eight were considered to 

be possibly due to mirtazapine, while the rest were unlikely to be due to mirtazapine. There 

were 10 cases in which it was the reason for stopping the drug and three cases were repOlied as 

possible suspected ADRs. 

Tremor 

There were 63 reports of tremor during treatment with mirtazapine, of which 33 were reported 

in the first month of use. All of these 33 reports were reviewed: in 14 cases it was considered 

to be possibly due to mirtazapine, in II cases it was unlikely to be due to mirtazapine, while in 

81 



the remaining eight cases it was difficult to assess due to limited information. In 28 cases it 

was the reason for stopping the drug and 11 cases were reported as possible suspected ADRs. 

EYE 

Visual disturbance 

There were 111 repOlis of visual disturbance during treatment with mirtazapine, of which 32 

were reported in the first month of treatment. All of these 32 cases were reviewed: in nine 

cases it was the reason for stopping the drug, and three cases were reported as possible ADRs. 

In all of these three cases the event resolved on stopping mirtazapine, and the event was 

therefore considered possibly due to mirtazapine. 

CARDIOV ASCULAR 

Palpitations 

There were 32 reports of palpitations during treatment with mirtazapine, of which 14 were 

reported in the first month of use. All of these 32 cases were reviewed: in 10 cases it was 

considered to be possibly due to mirtazapine, while in the remaining 22 cases it was considered 

unlikely to be due to mirtazapine. There were 12 cases of stopping the drug and four cases 

were reported as possible ADRs. 

Atrial Fibrillation 

There were six reports of atrial fibrillation during treatment with miliazapine, two of which 

were in the first month. All of these six reports were reviewed, none of which were considered 

to be due to mirtazapine. 
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Hypertension 

There were 56 reports of hypertension during treatment with mirtazapine, of which 21 were in 

the first month of use. All of these 21 repOlis were reviewed, none of which were considered to 

be due to mirtazapine use. 

Hypotension 

There were 26 reports of hypotension during treatment with mirtazapine, of which nine were in 

the first month of use. In nine cases it was the reason for stopping the treatment, four of which 

were in the first month of use. Only one of these nine cases was coded as a suspected ADR. In 

this case the patient was prescribed mirtazapine for depression. A day after starting the 

medication the patient complained of hypotension and the drug was withdrawn. The event 

resolved completely once the drug was stopped. The GP considered the event to be due to 

mirtazapine. 

All of the 26 reports of hypotension were reviewed: nine cases were considered to be possibly 

due to mirtazapine, 12 cases were unlikely to be due to mirtazapine while in the remaining five 

cases it was difficult to assess the causality due to limited information. 

Oedema 

There were 116 repOlis of oedema during treatment with mirtazapine, of which 40 were in the 

first month of use. All of the 40 reports of oedema were reviewed: 30 cases were considered to 
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be possibly due to mirtazapine, four cases were unlikely to be due to mirtazapine, while in the 

remaining six cases it was difficult to assess the causality due to limited information. Overall in 

39 cases it was the reason for stopping the treatment, 19 of which were in the first month of 

use. Only seven of these 39 cases were coded as suspected ADRs. 

Fluid retention 

There were 17 reports of fluid retention during treatment with mirtazapine, of which 10 were in 

the first month of use. In six cases it was the reason for stopping the treatment, five of which 

were in the first month of use. All of these 17 cases were reviewed, of which five cases were 

considered possibly related to mirtazapine and in the remaining 12 cases it was considered 

unlikely to be due to mirtazapine. 

Facial oedema 

There were 12 reports of facial oedema during treatment with mirtazapine, of which six were 

in the first month of use. In four cases it was the reason for stopping the treatment. All of 

these 12 reports were reviewed: five cases were considered to be possibly due to mirtazapine, 

four cases were unlikely to be due to mirtazapine, while in the remaining three cases it was 

unassessable, due to limited information. 

Swollen ankles 

There were 42 reports of swollen ankles during treatment with mirtazapine, of which 16 were 

in the first month of use. All of these 42 cases were reviewed: in 20 cases it was considered to 

be possibly due to mirtazapine. The remaining 22 cases were unlikely to be due to mirtazapine. 

In 16 cases it was the reason for stopping the drug. 
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ALIMENTARY 

Hepatic Failure 

There were two reports of hepatic failure during treatment with mirtazapine, of which one was 

in the first month of use. Both the cases were reviewed and neither was considered to be due to 

mirtazapine. In the first case the patient was prescribed 30 mg of mirtazapine. Five months 

after starting the medication the patient was reported to have liver failure. The GP wrote that 

the patient had pre-existing primary biliary cirrhosis, and the patient was on multiple 

medications with azothiaprine, prednisolone and ranitidine. In the second case, the patient was 

prescribed miIiazapine for depression. Six months after starting the medication, the patient was 

reported to have hepatic failure. The patient had a previous history of Hepatitis B. 

Jaundice 

There were two reports of jaundice reported during treatment with mirtazapine. In the first 

case, the patient had two brief episodes of jaundice. Blood tests done during the first episode 

were normal. The second episode of jaundice was not witnessed by a doctor, and it settled 

spontaneously. Both episodes of jaundice resolved before stopping mirtazapine. There were no 

further episodes after stopping mirtazapine. It was difficult to assess the presumed causality, as 

pharmacologically it may be plausible for jaundice to occur with mirtazapine. In the second 

case, the jaundice occurred six months after starting mirtazapine. On fmiher follow up it was 

revealed that the jaundice was probably due to alcohol abuse. 
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Abnormal liver function test (LFT) 

There were 40 reports of abnormal LFTs during treatment with mirtazapine, of which 10 were 

in the first month of use. Overall in12 cases it was the reason for stopping the drug, of which 

four cases were reported as suspected ADRs. All of these 40 cases were reviewed: 12 cases 

were considered to be due to mirtazapine, two cases were un assessable due to limited 

information, while the remaining 26 cases had alternative explanations. 

Pancreatitis 

There were three reports of pancreatitis during treatment with mirtazapine. All three cases were 

reviewed and none were considered to be due to miliazapine. In two of the three cases, the 

patient had history of increased alcohol intake, and in the third case the patient developed acute 

cholecystitis, with a pre-existing history of gallstones. 

MALE REPRODUCTIVE AND GYNAECOMASTIA 

Impotence 

There were 28 reports of impotence during treatment with mirtazapine, of which nine were in 

the first month of use. All of these nine reports were reviewed: two cases were considered 

possibly due to miliazapine, which were also reported as suspected ADRs. The remaining 

seven cases were considered unlikely to be due to mirtazapine. 
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BREAST DISORDER 

Galactorrhea 

There were two reports of galactorrhea during treatment with mirtazapine, both of which 

occurred in the first month of use. Both these cases were reviewed: in one it was also the 

reason for stopping mirtazapine. 

In the first case the patient was prescribed 15mg of mirtazapine for depression. Three weeks 

after starting the medication the patient was reported to have galactorrhoea of the left breast 

and irritability and the drug was stopped. Nothing was found on examination and prolaction 

levels were also normal. The OP thought that the event was related to miliazapine. At the time 

of the event the patient was also on ibuprofen. The event resolved once mirtazapine was 

stopped. 

In the second case, the patient was prescribed 30mg of mirtazapine for depression and anxiety. 

Two weeks after starting the patient developed galactorrhoea and the medication was stopped. 

At the time of the event the patient was also taking diazepam 2mg. On stopping mirtazapine 

the event resolved. The OP considered the event to be due to mirtazapine. 

HAEMOPOEITIC 

Bone marrow abnormal 

There were three reports of 'bone marrow abnormal' during treatment with miliazapine of 

which one repOli was in the first month of use. All of these three cases were reviewed. In the 

first case the patient was prescribed 30mg of mirtazapine for obsessive-compulsive disorder. 

87 



Three months after starting treatment the patient was found to have agranulocytosis and the 

drug was stopped immediately. The GP wrote that the patient was also taking trifluoperazine 

and procyclidine and the consultant thought that the side effect was due to trifluoperazine 

rather than mirtazapine. 

In the second case, the patient was prescribed 60mg of mirtazapine for depression. Five 

months after starting mirtazapine the patient presented with a history of sore throat, and a 

blood test revealed a low neutrophil count, and mirtazapine was stopped. The GP considered 

the event to be drug related as on stopping mirtazapine the neutrophil count improved. In the 

third case the patient was admitted to the hospital with Klebsiella right lower lobe pneumonia 

and discharged on 30mg of mirtazapine. Two months after starting miliazapine the patient was 

reported to have disturbed liver function tests and agranulocytosis, and mirtazapine was 

stopped, after which the patient's blood count was back to normal. The GP considered the 

event to be a possible bone marrow toxicity due to mirtazapine. 

Leucopenia 

There were ] 2 reports of leucopenia during treatment with mirtazapine, of which four were 

reported in the first month of use. All 12 cases were reviewed: in three cases it was the reason 

for stopping treatment. In the first case, the patient was prescribed 30mg of mirtazapine. Two 

weeks after starting medication, the patient was reported to have anaemia and a low white cell 

count, and mirtazapine was stopped. In the second case, the patient was prescribed 30mg of 

mirtazapine for depression. A week after starting the medication the patient was reported to 

have intolerance and on routine blood tests it was found that the patient had eosinopenia, and 

88 



mirtazapine was stopped. In the third case, the patient was prescribed 30mg mirtazapine for 

anxiety and depression. A month after starting mirtazapine the patient was reported to have a 

low white cell count and the drug was discontinued. The OP wrote that the patient was also 

having salazopyrine at the time of the event, and considered it to be due to salazopyrine. 

Neutropenia 

There were seven reports of neutropenia during treatment with mirtazapine, of which only one 

was reported during the first month of use. All seven cases were reviewed: only one was 

considered to be possibly due to mirtazapine. In this case, the patient was prescribed 30mg of 

mirtazapine. Five months after starting the medication the patient complained of myalgia and 

stomatitis. A blood test done at that time showed neutrophil shift to the left, and mirtazapine 

was stopped. Four weeks after stopping mirtazapine the neutrophil count came back to normal. 

The OP considered it to be possibly due to mirtazapine. 

Myelodysplastic syndrome 

There were three repOlis of myelodysplastic syndrome during treatment with mirtazapine: in 

one case it was the reason for stopping the drug. In this case, the patient was prescribed 30mg 

of mirtazapine for depression. Five months after starting the medication the patient developed 

myelodysplasia, and mirtazapine was stopped. On stopping mirtazapine the event resolved. 

The remaining two cases were unlikely to be due to mirtazapine, as in both the cases the 

patients were on chemotherapy. 
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Pancytopenia 

There was one case of pancytopenia during treatment with mirtazapine, in a patient prescribed 

45mg of mirtazapine. A month after starting the medication the patient was rep0l1ed to have 

developed pancytopenia, and the medication was stopped. The GP wrote that the patient was 

also taking methotrexate and prednisolone at the time of the event. 

IMMUNOLOGICAL 

Allergy 

There were SIX reports of allergy during treatment with mirtazapine of which four were 

reported to be in the first month of use. All of these six cases were reviewed: in three it was the 

reason for stopping treatment and also considered to be possibly due to mi11azapine. In the first 

case, the patient was prescribed mirtazapine for hypomania. Soon after starting the medication 

the patient developed an allergic reaction (details not mentioned) and mirtazapine was stopped. 

The event resolved on stopping mirtazapine. 

In the second case, the patient was prescribed 15mg mirtazapine for 'flat affect and retarded 

behaviour'. Two weeks after stm1ing the medication the patient developed rash and 

vulvodynia, and the drug was discontinued. The GP considered it to be an allergic reaction, 

which resolved on stopping mirtazapine.In the third case, the patient was prescribed 30mg of 

mirtazapine for depression. Three weeks after starting medication the patient developed itchy 

rash all over, which resolved on stopping mirtazapine. The remaining three cases were 

considered unlikely to be due to mi11azapine. 
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Angioneurotic oedema 

There were three cases of angioneurotic oedema during treatment with mirtazapine. All three 

cases were reviewed, and none of the cases were considered to be due to mirtazapine. In the 

first case the GP considered the angioneurotic oedema to be due bendrofluazide, in a second 

case the oedema occurred six months after stopping mirtazapine. In the remaining case the 

patient developed angioneurotic oedema seven months after starting mirtazapine: considering 

the time of occurrence of the event it is unlikely to be due to mirtazapine. 

ADVERSE REACTION TO SPECIFIC DRUGS 

Withdrawal symptoms 

There were eight reports of withdrawal symptoms during treatment with mirtazapine, of which 

four were repOlied in the first month of use. All eight cases were reviewed: five were 

considered to be possibly due to mirtazapine, while the remaining three were due to other 

drugs. All five cases were also reported as possible suspected ADRs, of which one was also 

reported to the CSM. The remaining three cases of withdrawal symptoms were due to 

diazepam, flunitrazepam and sudden withdrawal ofvenlafaxine. 

In the first case, the patient was prescribed mirtazapine for depression, and remained on 

treatment for seven months, after which the drug was stopped as it was ineffective. Soon after 

stopping the patient complained of severe anxiety, sleep disturbance, agitation and nausea. The 

GP considered it to be withdrawal symptoms due to stopping medication. In the second case, 
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the patient was prescribed 15mg of mirtazapine for depression and continued on the treatment 

for seven months, after which it was stopped by the OP as the patient was planning to get 

pregnant. After stopping mirtazapine, the patient complained of a severe withdrawal reaction, 

feeling very unwell and nausea. The OP reported this to the CSM. 

In the third case the patient was prescribed 15mg mirtazapine and remained on treatment for 5 

months, after which it was stopped as it was ineffective. After stopping the patient was 

reported to have very unpleasant symptoms which the OP attributed as withdrawal symptoms 

due to mirtazapine. In the fom1h case the patient was prescribed 30mg mirtazapine, and 

continued treatment for four months. On stopping mi11azapine the patient complained of severe 

headaches, unable to sleep, and aching legs. The OP considered it to be withdrawal symptoms 

attributed to stopping mirtazapine. 

In the fifth case, the patient was prescribed 30mg mi11azapine for depression, and remained on 

treatment for four months. Mirtazapine was stopped as it was ineffective. Soon after stopping 

mirtazapine the patient complained of panic attacks and extreme anxiety, which the OP 

attributed it to be withdrawal symptoms due to mirtazapine. 

Pregnancies 

There were 68 pregnancies reported as an event during this study (Table 3.12), of which eight 

were classified as 'void' (five patients were actually not pregnant, one patient stopped taking 

drug four months before last menstrual period, and one patient became pregnant five months 
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after last treatment). Forty one (41) patients took mirtazapine during the first trimester of 

pregnancy. The outcomes of these 41 pregnancies were as follows: eight spontaneous abortions 

(one patient had a miscarriage at seven weeks in a previous pregnancy and endometriosis was 

diagnosed at laparoscopy); eight therapeutic terminations of pregnancy (one patient had history 

of two premature stillbirths, and a third baby had died of meningococal disease at about 4 

months); 24 live births; and one outcome not known. Of the 24 live births, there were four 

premature births (two premature live births at 36 weeks gestation, and the other two at 26 

weeks and 29 weeks gestation). The baby born at 29 weeks had a patent ductus arteriosus. 

Fifteen patients had stopped taking mirtazapine before becoming pregnant. The outcomes were 

as follows: six live births, two spontaneous abOliions, six therapeutic termination of pregnancy, 

and one unknown outcome. 
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Table 3.12. Outcomes of pregnancies 

[ Exposure to Total Live Birth Spontaneous TOP Outcome 
Mirtazapine abortion unknown 

Drug stopped before 
getting pregnant 15 6 2 6 

Drug taken in 1 st trimester 41 24 8 8 

Exposure uncertain 4 0 2 

TOTAL 60 30 11 15 4 
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Deaths 

There were 258 deaths reported during the total period of observation for mirtazapine. (Table 

3.13). At follow up there were 257 confirmed deaths, as one patient was found to be still alive. 

Three patients could not be traced. There were 13 suicides; eight fatal overdoses; and in eight 

the cause of death could not be ascertained. Of the 13 deaths due to suicide, eight patients were 

still taking mirtazapine at the time of death. 

Table 3.13. Causes of death 

Months from first prescription 
Cause of death Total 1 2 3 4 5 6 >6 Not 

known 

Alcoholism 1 0 0 0 0 1 0 0 0 
Alpha antitrypsin deficiency 1 0 1 0 0 0 0 0 0 
Alzheimer's disease 1 0 0 1 0 0 0 0 0 
Anaemia 1 0 1 0 0 0 0 0 0 
Aneurysm aortic 3 0 1 0 0 1 1 0 0 
Anorexia I 0 0 1 0 0 0 0 0 
Anorexia nervosa 1 0 0 0 0 0 0 I 0 
Asphyxia 2 0 0 0 I 0 0 1 0 
Astrocytoma I 0 0 0 0 0 0 1 0 
Bronchiectasis 1 0 0 0 1 0 0 0 0 
Bronchitis acute 1 0 0 I 0 0 0 0 0 
Bronchopneumonia 19 3 3 0 0 6 2 5 0 
Cancer 3 1 0 0 I 0 0 1 0 
Carcinoma bladder 1 1 0 0 0 0 0 0 0 
Carcinoma brain 2 0 0 1 0 1 0 0 0 
Carcinoma breast 

,., 
0 0 1 1 0 1 0 0 .) 

Carcinoma bronchus 1 0 0 1 0 0 0 0 0 
Carcinoma colon 7 0 

,., 
0 2 0 1 1 0 .) 

Carcinoma kidney 2 0 1 0 0 0 1 0 0 
Carcinoma liver 1 0 0 1 0 0 0 0 0 
Carcinoma lung 7 1 2 2 0 1 0 1 0 
Carcinoma oesophagus 1 0 0 1 0 0 0 0 0 
Carcinoma ovary 4 0 2 1 1 0 0 0 0 
Carcinoma pancreas 2 0 1 1 0 0 0 0 0 
Carcinoma prostate 3 0 1 1 0 1 0 0 0 
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Table 3.13 Causes of death (continued) 

Months from first prescription 
Cause of death Total 1 2 3 4 5 6 >6 Not 

known 
Carcinoma stomach 4 0 0 2 0 0 0 2 0 
Carcinoma thyroid 1 0 0 1 0 0 0 0 0 
Carcinomatosis 10 0 4 1 2 ] 1 1 0 
Cardiac arrest 1 0 0 0 0 0 0 1 0 
Cardiac failure 3 1 1 0 0 0 0 1 0 
Cardiomyopathy 1 1 0 0 0 0 0 0 0 
Cardiovascular unspecified 1 0 0 1 0 0 0 0 0 
Cerebrovascular accident 24 2 2 6 " 2 2 7 0 .) 

Choking 1 0 0 0 0 1 0 0 0 
Cirrhosis " 0 0 0 ] 1 0 ] 0 .) 

COAD* 8 2 2 1 0 1 2 0 0 
Colitis pseudomembranous ] 0 0 1 0 0 0 0 0 
Congestive cardiac failure " ] 0 I 1 0 0 0 0 .) 

Death cause not ascertained 8 1 1 2 2 0 I 1 0 
Deep vein thrombosis 4 1 1 0 ] 0 0 ] 0 
Dementia 1 0 ] 0 0 0 0 0 0 
Dementia senile 1 0 ] 0 0 0 0 0 0 
Depression ] 0 0 0 0 0 0 1 0 
Diabetes mellitus ] 0 ] 0 0 0 0 0 0 
Embolus pulmonary 2 ] 1 0 0 0 0 0 0 
Fall ] 0 0 0 0 0 0 1 0 
Glioma 1 0 0 0 0 1 0 0 0 
Haematemesis 1 0 0 0 0 1 0 0 0 
Haemorrhage gastrointestinal 2 0 ] ] 0 0 0 0 0 
Haemorrhage subarachnoid 1 0 1 0 0 0 0 0 0 
Hepatic failure 1 0 0 0 0 0 0 ] 0 
Hepatitis ] 0 0 0 0 0 1 0 0 
Hypertension 2 ] 0 0 0 1 0 0 0 
Hypo glaecaemia 1 0 0 0 1 0 0 0 0 
Infection chest 5 ] 0 0 1 " 0 0 0 .) 

Injury 2 1 1 0 0 0 0 0 0 
Ischaemic heati disease 14 1 3 1 1 1 2 5 0 
Left ventricular failure 1 0 0 0 0 1 0 0 0 
Leukaemia 1 0 0 1 0 0 0 0 0 
Leukaemia lymphocytic chronic 1 0 1 0 0 0 0 0 0 
Leukaemia myeloid acute ] 0 0 0 0 1 0 0 0 
Lymphoma malignant 1 0 0 0 0 ] 0 0 0 
Mesothelioma 1 0 0 1 0 0 0 0 0 
Multiple sclerosis 1 0 0 0 0 0 0 ] 0 
Myeloma ] 0 0 0 0 ] 0 0 0 
Myocardial infarction 2] 2 2 6 5 ] 2 3 0 
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Months from first prescription 

Cause of death Total 1 2 3 4 5 6 >6 Not 
known 

Oesophageal haemorrhage 1 0 0 0 0 1 0 0 0 
Orthopaedic surgery 1 0 0 1 0 0 0 0 0 
Overdose other drug 7 0 0 0 " 0 1 3 0 .) 

Overdose unknown drug 1 0 1 0 0 0 0 0 0 
Pancreatitis 1 1 0 0 0 0 0 0 0 
Parkinson's disease 2 0 0 1 0 1 0 0 0 
Patient not traced " 0 0 0 0 0 0 0 " .) .) 

Pneumonia 4 0 0 0 0 1 1 2 0 
Renal failure 2 1 0 0 0 0 0 1 0 
Renal failure chronic 1 0 0 0 1 0 0 0 0 
Senility 7 0 1 1 1 0 1 " 0 .) 

Septicaemia 2 0 1 0 1 0 0 0 0 
Suicide 13 0 2 1 3 0 2 5 0 
Thrombosis mesenteric 1 0 1 0 0 0 0 0 0 
Total hip replacement 1 1 0 0 0 0 0 0 0 

Total 257 25 46 43 34 32 22 52 3 

·COAD - Chronic obstructive airways disease 
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CHAPTER 4: RESULTS OF THE P AROXETINE 

PRESCRIPTION EVENT MONITORING STUDY 
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METHOD 

The methods used in the analysis of data obtained during PEM in the paroxetine study are 

similar to those used for the mirtazapine study. The original PEM study for paroxetine was 

undertaken between March 1991 to March 199225
. The methodology used for determining 

possible signals in the original investigation was to use Rate Ratios eRR) for the events during 

the first month of treatment and the subsequent 6 months. Having undertaken the evaluation of 

mirtazapine, I calculated Incidence Densities in place of Rate Ratios in a further analysis of the 

paroxetine database, to determining possible signals, and to allow a comparison with the 

findings from the mirtazapine study. 

Study sample 

Approximately 50,000 prescriptions were collected which were used to identify 26,194 patients 

who had commenced treatment in general practice between March 1991 and March 1992. 

Green forms were posted to 9026 doctors regarding 26194 patients, and 15 907 (61.0%) were 

returned. 72% of the doctors returned at least one green form, while 2557 doctors failed to 

return any. As can be seen in Table 4,1, the response varied according to the number of forms 

posted to individual doctors. The range extended from nearly 67% for those who were posted 

only a single form, to less than 50% in those sent more than 30 forms. 
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Table 4.1. Green forms returned according to the number originally posted to individual 

doctors. 

Number of Number of Number of Number of Percentage of 
Patients doctors patients forms forms 
per doctor (forms sent) returned returned 

4425 4425 2963 67.0 
2 1753 3506 2340 67.0 
3 910 2730 1756 64.0 
4 541 2164 l3l3 61.0 
5 322 1610 1034 64.0 
6 211 1266 722 61.0 
7 204 1428 847 59.0 
8 118 944 602 64.0 
9 106 954 457 58.0 
10 79 790 314 58.0 
11-20 273 3886 2116 55.0 
21-30 60 1468 738 50.0 
31-40 12 419 15 36.0 
41-50 8 362 176 49.0 
50+ 4 242 93 38.0 

Total 9026 26194 15907 61.0 

*NOTE: 3518 of these GPs who had treated 8043 patients did not return any forms. 

A total of 2166 of the returned forms were void for the following reasons: in 1046 the patient 

was no longer registered with the doctor; in 642 the forms were blank; in 244 paroxetine was 

prescribed but not taken; in 199 there was no record of treatment in the notes; and in 35 the 

doctor had moved or retired. 

Useful information was thus available for 13 741 patients (52% of the patients identified). 

Most patients were studied for seven to nine months after the first prescription regardless of 

when treatment was stopped. 
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Age and sex 

The age distribution and sex of the cohort is shown in Table 4.2. The age had not been 

recorded for 1150 patients (%). Of the 13,741 patients, 5,015 (36.4%) were male and 8576 

(62.4%) female. The mean age for males was 48.6 years (range 14-93 years), the mean age for 

females was 48.8 years (range 13-99 years). 

Table 4. 2. Age and sex distribution in the paroxetine cohort 

Age Male Female Not Specified All Patients 

010-019 68 145 0 213 
020-029 464 1193 12 1669 
030-039 755 1692 15 2462 
040-049 950 1808 11 2769 
050-059 729 1210 6 1945 
060-069 539 1078 8 1625 
070-079 367 1004 5 1376 
080-089 144 425 2 571 

090+ 10 23 1 34 
Negative 0 12 0 12 

NS 347 690 28 1065 
TOTAL 4373 9280 88 13741 

NS, not specified. 

Indications 

The major indication for patients treated with paroxetine was depression (82%). The indication 

was not specified for 1519 (11%) of the patients. (Table 4.3). There was no difference in the 

distribution of indications between men and women: a small proportion of the indications were 

conditions such as bereavement, obesity or "post viral syndrome" which may have been the 

cause of depression rather than the primary indication. 
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Table 4.3. Indications for paroxetine analysed by sex 

Indications for paroxetine 
Sex not 

Indication Male 0/0 Female 0/0 specified % Total % 

Depression 3610 83 7662 83 59 67 11331 82 

Not specified 513 12 982 11 24 27 1519 11 

Anxiety 163 4 289 3 1 1 453 3 

Depression Postnatal 0 0 143 2 144 I 

Depression Manic 17 0 46 0 I 1 64 0 

Insomnia 5 0 18 0 0 0 23 0 

Post Viral Syndrome 8 0 13 0 0 0 21 0 

Panic Attack 4 0 IS 0 0 0 19 0 

Obsession/compulsive 8 0 10 0 0 0 18 0 

Bereavement 2 0 14 0 1 17 0 

Neurosis 7 0 9 0 0 0 16 0 

Pain 3 0 7 0 0 0 10 0 

Schizophrenia 0 4 0 0 0 9 0 

Grief Reaction 2 0 6 0 0 0 0 

Lassitude 3 0 4 0 1 1 0 

Mood Swings 4 0 4 0 0 0 0 

Premenstrual Tension 0 0 8 0 0 0 0 

Agitation 2 0 5 0 a 0 7 0 

Bulimia 0 0 6 0 0 0 6 0 

Phobia 2 0 4 a 0 0 6 0 

Psychosis 3 a 3 0 0 0 6 0 

Suicidal Thoughts 2 a 4 0 0 0 6 0 

Headache 2 0 3 0 0 0 5 0 

Agoraphobia 0 a 4 0 0 0 4 0 

Neuralgia 2 0 2 0 0 0 4 0 

Dementia 0 0 3 0 0 0 3 0 

Malaise 0 0 3 0 0 0 3 a 
Neuralgia Postherpetic 2 0 0 a 0 3 0 

Depression Menopausal 0 0 2 0 0 0 2 0 

Pain Back 0 0 2 0 0 0 2 0 

Alzheimer's Disease 1 0 0 0 0 0 1 0 

Dementia senile 0 0 0 0 0 1 0 

Hypochondriasis 0 0 0 0 0 0 

Marital 0 0 0 0 0 0 

Narcolepsy 0 0 0 0 0 0 

Pain Abdomen 1 0 0 0 0 0 0 

Paranoia 0 0 0 0 0 0 

Suicide Attempt 0 0 0 0 0 0 

Total 4373 100 9280 100 88 100 13741 100 
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Duration and dosage of paroxetine 

After six months, 4547 (33.0%) of the original cohort of 13741 patients were still being 

prescribed paroxetine. Table 4.4 shows the pattern of dose prescribed in paroxetine to patients. 

The dose distribution shown in Table 4 was based on a sample of the first prescriptions for 

4394 patients. 93% were using 20 mg. Where an opinion about effectiveness was given, 62% 

of GPs reported that the drug had been effective. 

Table 4.4. Dose of paroxetine 

Initial daily dose (m~) Percenta~e 

10 1 

20 93 

30 3 

>30 3 

Total 100 

Adverse reactions 

An event was coded as an adverse drug reaction if the general practitioner specified on the 

green form that the event was attributable to a drug. 119 events were reported by the general 

practitioners as ADRs to paroxetine (Table 4.5). Ninety six of these 119 events were 

documented on the green form as having been reported to the Committee on Safety of 

Medicines. The most frequently reported adverse reactions to paroxetine were withdrawal 

symptoms in 15 patients, followed by tremor in 13 patients and nausea/vomiting in 11 patients 

(nausea 7 patients, vomiting 4 patients). 
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Table 4.5: Adverse reactions (ADRs) to paroxetine 

ADRs to paroxetine 

Event ADR Total Reported to Reported to 
CSM manufacturer 

Withdrawal symptoms Withdrawal Symptoms 15 0 

Tremor Tremor 13 12 0 

Sweating Sweating 8 8 0 

Nausea, vomiting Nausea 7 6 0 

Insomnia Insomnia 5 5 0 

Rash Rash 5 4 0 

Dizziness Dizziness 4 2 0 

Drowsiness, sedation Drowsiness 4 4 0 

Nausea, vomiting Vomiting 4 4 0 

Agitation Agitation 3 3 0 

Diarrhoea Diarrhoea 3 3 0 

Dry mouth Dry Mouth 3 2 0 

Headache, migraine Headache 3 3 0 

Dreams abnormal Dreams Abnormal 2 2 0 

Impotence, ejaculation failure Ejaculation Failure 2 2 0 

Convulsion, epilepsy Epilepsy Grand Mal 2 2 0 

Irritability Irritability 2 2 0 

Sensation abnormal Paraesthesia 2 2 0 

Spasm muscular Spasm Muscular 2 2 0 

Vertigo Vertigo 2 2 0 

Aggression Aggression 1 0 

Alcoholism Alcoholism 0 

Anorexia Anorexia 0 

Anxiety Anxiety 0 0 

Ataxia Ataxia 0 

Confusion Confusion 0 

Cough Cough 1 0 

Dependence Dependence 0 0 

Drug interaction Drug Interaction 0 

Dyspepsia Dyspepsia 0 

Epistaxis Epistaxis 0 

Faintness Faintness 0 

Flushing Flushing 0 

Glossitis Glossitis 0 

Dyspepsia Heartburn 0 

Sensation abnormal Hypoaesthesia 0 
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Hypomania Hypomania 

Labyrinthitis Labyrinthitis 

Malaise, lassitude Lassitude 

Headache, migraine Migraine 

Pain abdomen Pain Abdomen 

Palpitation Palpitation 

Panic attack Panic Attack 

Pruritus Pruritus 

Pyrexia of unknown origin Pyrexia Of Unknown Origin 

Drowsiness, sedation Sedation 

Unspecified side effects Unspecified Side Effects 

Visual defect Visual Disturbance 

Total 

Treatment after stopping paroxetine 

119 

o 
1 

1 

96 

The majority of drugs used after stopping paroxetine were other antidepressants (tricyclic and 

related antidepressants 67%; other SSRIs 14%; MAOIs and combined preparations 4%). The 

ndividual drugs that were most frequently used after paroxetine were dothiepin (470 reports), 

lofepramine (240), amitryptiline (227) and fluoxetine (174). Other drugs included 

antipsychotics (11 %), and anxiolytics and hypnotics (5%). 

Reasons for stopping paroxetine 

The GPs recorded 4434 reasons for stopping paroxetine m patients (Table 4.6). The most 

frequently reported event given as the reason for stopping paroxetine was not effective 1391 

cases (10.1 % of the total cohort). The most frequently reported clinical adverse events given as 

the reason for stopping paroxetine were nausea/vomiting 459 cases (3.3% of the total coh011) 

followed by drowsiness/sedation 171 cases (1.2% of the cohort). 
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Table 4.6: Reasons for stopping paroxetine 

Reason 
Not effective 
Effective 
Nausea 
Drowsiness 
Malaise 
Dizziness 
Tremor 
Insomnia 
Headache 
Vomiting 
Hospital Admissions 
Diarrhoea 
Lassitude 
Sweating 
Sedation 
Agitation 
Unspecified Side Effects 
Anxiety 
Dyspepsia 
Pregnancy 
Changed indication 
Dry Mouth 
Pain Abdomen 
Rash 
Ataxia 
Dreams Abnormal 
Constipation 
Palpitation 
Weight Gain 
Impotence 
Libido Decreased 
Hospital Referrals: Psychiatry 
Confusion 
Depression 
Flushing 
Visual Disturbance 
Anorexia 
Panic Attack 
Paraesthesia 
Ejaculation Failure 
Hypomania 
Pruritus 
Irritability 
Aggression 
Euphoria 

Number 
1391 
944 
376 
137 
120 
107 
104 
102 

91 
83 
63 
53 
51 
51 
46 
44 
31 
28 
25 
25 
24 
22 
20 
19 
15 
15 
14 
14 
14 
13 
13 
12 
11 
11 
11 
11 
10 
10 
10 
9 

9 
9 
8 
7 
7 
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Table 4.6: Reasons for stopping Paroxetine 

Faintness 
Hyperactive 
Migraine 
Myalgia 
Burning Sensation 
Flatulence 
Spasm Muscular 
Suicidal Thoughts 
Syncope 
Tinnitus 
Distension Abdominal 
Epilepsy 
Frequency 
Paranoia 
Parkinson's Disease 
Vertigo 
Amenorrhoea 
Central nervous System Unspecified 
Cerebrovascular accident 
Cramp 
Dyspnoea 
Epilepsy Grand Mal 
Feeling Cold 
Feeling Hot 
Heartburn 
Mania 
Movement Involuntary 
Oedema Face 
Pain Chest 
Pyrexia Of Unknown Origin 
Behaviour Abnormal 
Bulimia 
Catarrh 
Convulsion 
Dementia 
Diplopia 
Disorientation 
Dysphagia 
Dysuria 
Electroconvulsive Therapy 
Excessive Thirst 
Fluid Retention 
Galactorrhoea 
Hallucination 
Hypothyroidism 
Irritable Bowel Syndrome 
Mood Swings 
Neuralgia 
Obsession/compulsive 

6 

6 
6 
6 
5 
5 
5 
5 
5 
5 
4 
4 
4 
4 
4 
4 
3 
3 
3 
3 
3 
3 
3 
3 
3 
3 
3 
3 
3 
3 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
2 
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Pain Joint 
Premenstrual Tension 
Restless Legs 
Retention 
Sore Mouth 
Suicide Attempt 
Suicide Threat 
Taste Abnormal 
Vaginal Soreness 
Abscess Breast 
Aneurysm AOliic 
Angina 
Cardiogenic Shock 
COAD (Chronic Obstructive Airways Disease) 
Deep vein thrombosis 
Delusion 
Depression Manic 
Dermatitis 
Diabetes mellitus 
Disc Prolapsed 
Dysphasia 
Earache 
Embolus pulmonary 
Epistaxis 
Erythema 
Fall 
Fibrillation Atrial 
Fixed Eruption 
Gastritis 
Gynaecological Surgery 
Hepatic Failure 
Hepatitis Infectious A 
Hoarseness 
Hypertension 
Hyperthyroidism 
Hyperventilation 
Hypoaesthesia 
Hyponatraemia 
Hypotension 
Infection Chest 
Irregular Periods 
Labyrinthitis 
Laryngitis 
Left Ventricular Failure 
Lymphadenitis 
Marital 
Menopausal Symptoms 
Mood Change 
Muscle Weakness 
Myocardial Infarction 
Nystagmus 
Oesophageal Reflux 
Overdose Other Drug 

2 
2 
2 
2 
2 
2 
2 
2 
2 
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Overdose Unknown Drug 
Pain 
Pain Limb 
Prostatism 
Psychiatric Unspecified 
Psychosis 
Rhinitis 
Schizophrenia 
Self Injury 
Somnambulism 
Sore Eye 
Sore Skin 
Swollen Tongue 
Tachycardia 
Throm bocytosis 
Toothache 
Transient Ischaemic Attack 
Ulcer Mouth 
Ulcer Peptic 
Vascular Surgery 
Vision Deteriorated 
Vision Field Defect 
Weight Loss 
Wheezing 

Total 

Recorded events 

4434 

A list of all events recorded during this PEM study is shown in Appendix 3a. As described in 

the previous chapter, the DSRU dictionary groups related events (lower level terms) under a 

broader term (higher level term), e.g. the lower level terms 'glands swollen', 'lymphadenitis' 

and 'lymphadenopathy' are grouped under the higher level term 'lymphadenopathy'. In 

Appendices 3a, 3b, 3c, column A contains higher and lower level coding terms, the lower level 

terms being indented. 

The total for all the events reported at any time after the first prescription is listed in column B, 

irrespective of whether or not the patient was still taking the drug. This total in column B 

includes events which occurred within six months of the first prescription for paroxetine, more 
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than six months after the first prescription and those events for which the date of occurrence 

has not been reported. The events in each of the first six months are listed separately (columns 

C to H) and the total number of events during the first six months is shown in column 1. If the 

date of the event is not known or it is only an approximate date then the event is included in the 

total number of events but not in columns C to 1. Although these events are not included in the 

statistical analyses they are examined during the follow-up procedure. The number of events 

in which the date of occurrence is not known is given in column J. 

In Appendix 3a the total number of patient-months of observation is given in column B. The 

monthly denominators represent the number of patient-months of observation in each month. 

The figures diminish slightly throughout the period due to date errors or patients lost to 

surveillance. In Appendix 3a, separate denominators are shown for males and females. 

Appendix 3b gives a list of events reported for all patients during treatment with paroxetine. 

Each term reported in Appendix 3a is also given in this appendix even if there were no 

occurrences of this event during treatment with paroxetine. Events for those patients for whom 

the date of stopping therapy with the drug under surveillance is not known are not included in 

Appendix 3b unless reported by the OP on the green form as occurring during treatment and 

recorded as during treatment by the coding clerk. Also if the date of the event is not known or 

it is coded as an approximate date then the event is not included in Appendix 3b unless it is 

clear that the event occurred during treatment with the drug. For this latter case the event was 

included in the total for that event but was not included in the numbers for the first six months. 
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The total number of patient-months of treatment is given 111 column B. The monthly 

denominators (columns C-H) are the number of patient-months of treatment for each month. 

These are calculated from the total number of days of treatment in each month for those 

patients who continued to take the drug throughout the month, who will each contribute 30 

treatment days and for those patients who stopped treatment during that month who will each 

contribute the number of days of treatment they received during the month. The total number 

of days of treatment is divided by 30 to determine the number of patient months of treatment. 

Incidence densities 

Table 4.7 gives the denominators in patient-months for each time period. The time period, D 1, 

relates to the first month of treatment for individual patients and not merely the first month of 

the entire study. Patients who stop treatment before the end of their first month of therapy will 

contribute to the denominator, D 1, only the number of days for which they were treated. 

Similarly, the sum of the number of months of treatment for individual patients was used to 

calculate the denominators D2, D3 and D A. 

Table 4.7. Denominators (patient-months of treatment) used to calculate incidence 
densities (IDs) for paroxetine 

Denominators (patient-months of treatment) 
Dl D2 D3 DA 

Male 3605.80 10207.60 8522.90 22336.30 

Female 7390.70 20111.30 15337.00 42839.00 

Sex not specified 62.20 127.10 84.40 273.80 

Total 11058.70 30446.00 23944.30 65449.10 
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DJ Total number of patient-months of exposure during the first month of treatment 

Dz Total number of patient-months of exposure during treatment months 2-6 inclusive 

DJ Total number of patient-months of exposure during treatment after month 6 

D~ Total number of patient-months exposure during the whole treatment period 

Table 4.8 gives the number of events reported during treatment and the 10 for the first month 

of treatment, the second to sixth months inclusive and the overall time period. Only the first 

report of an event in an individual patient is used in the calculation. The events given in this 

table are the higher level terms. 

Column A shows the rank of each event. Column B lists the higher term event. Columns C to 

K provide the following:-

N] 

N2 

10] 

102 

10]-102 

99% CI 

NA 

lOA 

Total number of reports of each event during the first month of treatment 

Total number of reports of each event during treatment in months 2-6 

Incidence density for each event during the first month of treatment 

Incidence density for each event during treatment months 2-6 

Arithmetic difference between 10] and 102 

99% confidence intervals for 10]-102 

Total number of repOlis of each event during the total treatment period 

Incidence density for each event for the total treatment period. 

The ranking order given in column A is that of 10]. Thus, the values for ID2 and IDA are not 

ranked. The difference between 10] and 102 (column G) and the 99% confidence intervals for 
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this difference (columns H and I) are given to examine the null hypothesis that the rate for the 

event is not increasing or decreasing between the two time periods. 

Table 4. 8. Incidence densities (ID) ranked for paroxetine in order ofID1 per 1000 
patient-months 

I Incidence densities for 

I 

I 
! I 

i 
! 

I • 

I I I p ",,,,too , 
I 

I i ! 
HigherTermDescription I NI N21 IDI ID2 IDI Id CI MIl CI MI Nai 

I 
- - I - I 

2 NI AX! I 
1 Nausea, vomiting 592 155 53.50 5.10 , 48.40 42.701 54.201 8501 

2: Substitute 546 573 49.40 18.80 i 30.601 24.701 36.401 1448 

31Not effective 528+- 645 47.80 21.20 26.601 20.80 32.30 13911 

4rDrowsiness, sedation 232 66 21.00 1 2.20: 18. 80 1 15.20 22.40 327 1 
I , 1 

5lMalaise, lassitude I 200, 88 18.101 2.90 15.20 1 11.80 18.60 3421 1 
6 !!~adacl~s mi~~~I1~ ____ . __ .: ...... 1~7f_ 1~~+ 13.30 1 3.40 9.90 7.00 12.90 312! 

13.10
1 '----- 13A'O'I- 2691'-' 7 Insomnia 145 2.60. 10.50 7.60 

8 ,Effective 138 560, 12.50 18.40 -5.90 -9.30 -2.50 944 1 

9 I Tremor 137 37 12.40 1.20, 11.20 8.40 13.90 1941 

IDa I 

13.001 
22.10J 
21.30! 

5.00 

5.20 
4.801 

4.1'01 
14.40 i 

3.00 

I=~= 
._J.Q!DizZil1~~ _________ 131 73 11.90 2.40; 9.50 6.70 12.20 259 4.00' 1-,---1 '23'-' ijOT II 'Impotence, ejaculation failure 32 8.90 6.60 2.40 10.80 71 3.20 

1 12 Non-surgical admissions 89! 114, 8. 10 1 3.70! 4.30. 1.90 6.70 289 4.40 

~ 13 Diarrhoea I 861 851 7.801 2.80 5.001 2.70 7.30 218 3.30: 
14 Respiratory tract infection higher 80, 1981 7.20 1 6.50 0.701 -1.701 3. 101 435; 6.601 

1 15 Sweating 
, 

721 441 6.501 1.50 5.10
1 

3.001 7.101 1461 2.201 1 

l 16 !Agitation 
I 

57 28 5.201 0.90 4.20 2.40: 6.001 107 1.601 
i 17 Dyspepsia 53 74i 4.80 2.40 2.401 0.50 4.201 165.~ 

18 Pain abdomen 51 56
' 

4.60 1.80 2.801 1.00 ~ 4.501 146i 2.201 
19 Respiratory tract infection lower 50 1 139 4.501 4.60 -0.] 0 i -2.00 1.90 1 298 1 4.60J 

20 Anxiety 481 46 4.301 1.50 1 2.80i 1.101 4.50 116 ] .801 

21 Dry mouth 1 471 12[ 4.30 1 0.40! 3.90! 2.20 5.50
' 631 ] .00] 

I 22 Suicide attempt, drug overdose 1 35: 481 3.20 1.60 ! 1.601 0.101 3.101 119 1 1.801 
, 

231Constipation 341 44 3.10 1.501 1.601 0.201 3.101 1031 1.60 

24 Hospital referrals no admission I "" 61 i 3.001 2.00· 1.00 1 -0.501 2.50 175 ! 2.70J jj 

25 Unspecified side effects 29 81 2.60 0.30 2.40 1.10 ' 3.601 44: 0.701 

26 Pain back 27 58 2.40 1.90 0.50 -0.80 1.90
' 

135, 2.101 

27 Panic attack 27 14 2.40 0.50, 2.00 0.70 3.201 52i 0.80! 

28 Palpitation 241 17 2.201 0.601 1.60 0.40 2.801 53 0.801 
29 Injury 1 231 51 2.101 1.70 , 0.40 -0.90 1.70 111 1.7oi 
30 Anorexia 22 6 2.00 0.20 ' 1.801 0.70 2.90 ' 36 0.601 

1 31 Micturition disorder 22 28 2.00
' 

0.90 1.10 -0.10 2.30 85 1 1.30 1 

I 321Rash 22 41 2.00 1.40 0.60 -0.601 1.90 841 1.301 
I 

33 IUrinary tract infection 22 46 2.00 1.50 0.50 -0.801 1.70 110i 1.70 1 
I I 
1 34 !pain joint I 211 62 1.90 2.00 -0. 10 1 -1.401 1.10 1241 1.90 

L 35 Vaginitis, vulvitis 13 1 43 1.80 , 2.10 -0.40 -1.90 I 1.10 78 1.80 
1 

! 36 V isual defect I 201 15 1.801 0.50 , 1.301 0.20 1 2.40 45 0.70 

37 Fall 16 591 1.501 1.90 -0.501 -1.601 0.60 115 1.80 
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381Flushing 17 101 1.50 0.30 1.20 0.20

1 
2.20 31 0.50i 

I 39 iPain chest, tight chest 17 281 1.501 0.90 0.601 -0.401 1.70 64 1.001 

I 401Pregnancy 10 271 1.40! 1.30 0.001 -1.30 I 1.30 60 1.401 
411Dreams abnormal 13 1 25i 1.201 0.80: 0.40 -0.60 1.30 50 0.80 

i 421Menstrual disorder 9 27 1.20r 1.30 -0.10 -1.40 1.10 66 1 1.50 
43 Sensation abnormal 131 221 1.20 0.701 0.50 -0.50 1.40 48 0.70 

I 44/Syncope 13 13 1.20. 0.40, 0.801 -0.10 1.60 1 39 0.60 

: 45 Changed indication 12 71 1.10 0.201 0.90 1 0.00 1.701 24 0.401 
: 46 Fatal outcome 12 20 1.10: 0.70 0.40 1 -0.50 1.301 49 0.701 

47 Premenstrual tension 8 91 1.10 0.50 0.601 -0.40 1.70: 251 0.601 
48 Confusion 11 13 1.00 0.40 0.601 -0.30 1.40 32' 0.50 

I 49 Depression 11 13 1.00 0.40 0. 60 1 -0.30 1.40 1 33 0.501 
I 50 Dyspnoea 11 11 1.00 0.40 0.60 -0.20i 1.50 34 0.50' 

I 51 Menopausal symptoms 7 18 1.00 0.90, 0.10 -1.00 1.1 0 1 30 0.70 
52 Metrorrhagia 7, 7 1.00 0.40, 0.601 -0.401 1.601 22, 0.50 

! 531Pain neck I 11 ' 24 1.00 0.80' 0.201 -0.70 1.101 52 1 0.80 

1 
54iPruritus III 20 1.00 0.70 0.30: -0.501 1.20 46 1 0.70 

1 55iAtaxia 101 9, 0.90; 0.30 0.60i -0.201 1.40 23 0.40 

~~i~aint~~ss_ ,-- 161 }1_o.901 0.101 0.801 
6+6+ 

1.60 1;1 0.2°1 
- .. 1- .. -··1- .. _ .. -

311 I 57 !Hypertension 10 131 0.90 1 0.401 0.50' -0.30 1.30 0.601 

1 581 Infecti on skin, unspecifi ed/local 101 33i 0.90 1 1.1 0' -0.20 -1.10: 0.70, 701 1.1 01 
'bacterial 1 I I 

I : 1 I 1 
: 59 Asthma, wheezing 91 36i 0.80L 1.20 -0.40 -1.20 0.501 741 1.1 0 1 : 

60 Cough 9i 501 0.80 1 1.601 -0.80 -1.70 0.10 104: 1.60' 
I 61 Eczema I 91 251 0.80 0.80 ' 0.00 -0.80 0.80 501 0.801 
, 62 Oedema I 91 1 25i 0.80 0.80! 0.00 -0.80 0.80 55! 0.80 
: 63 Pain limb 91 171 0.80, 0.601 0.30 -0.50 1.00 391 0.601 1 
1 

64 Prostatism 31 "I 0.80 1 0.301 0.50 -0.80 1.90 101 0.401 .:JI 

i 65 Extrapyramidal disease 1 8 9 0.70 1 0.301 0.40 -0.30 1.101 29 0.401 
I 66 Fracture 1 8 24 0. 70 1 0.80 1 -0.101 -0.80 0.70, 59 0.90j 

67 Libido decreased 1 8 18 0.701 0.60 1 0.10 -0.60 0.90, 40 0.60J 
68 Suicidal thoughts I 8 12. 0.701 0.40 0.30 1 -0.40 1.101 291 0.40 
69 Flatulence 7 61 0.601 0.20 0.401 -0.20 1.10 15 0.20

1 

0.601 
1 

70 :Malignancies 7 121 0.40, 0.20 -0.40 0.90 351 0.50 , 

71JMyaigia I 71 261 0.601 0.90 -0.20 -1.00] 0.50 47 0.70: 

i 72 i Orchitis I 2 21 0.601 0.20 0.40 -0.701 1.40 4 0.20 
i 7310titis extern a 1 71 14 0.60 0.50 0.20 -0.50 0.90 321 0.50 

I 74iSciatica 1 7: 171 0.60 0.60 0.10 -0.60 0.801 37 0.60 
I 75 Smell, taste abnormal 7: 0 0.60 0.00 0.601 0.001 0.00: 9 0.101 
I 76 Vertigo 71 17 0.60 0.60 0.10 -0.60 1 0.801 33 0.50 1 

1 77 Cardiac failure 6i 12 0.50 0.40 0.20 1 -0.50
' 

0.80' 241 0.401 
78 Convulsion, epilepsy 61 8 0.50 0.30 0.30 -0.30 0.90 24! 0.40 
79 Earache 61 7 0.50 0.20 0.30 1 -0.30 0.90 181 0.301 
80 Electroconvulsive therapy , 

5! 10 0.50, 0.30 0.101 -0.501 0.70 30 0.50: I 

81 Epistaxis I 5i 8 0.501 0.30 0.20' -0.40 I 0.801 151 0.201 
82 Euphoria ! 61 5 0.501 0.20 0.40 -0.201 1.00: 141 0.201 
83 Feeling cold 5 1, 0.501 0.00: 0.40 -0.10 0.901 71 0.101 
84 Feeling hot 6 If 0.50 0.001 0.50 -0.10 1.1 0' 7 0.10 
85 Gastroenteritis 6 ~- 0.501 O}~I_ 0.30 -0.30 0.90 21 0.30 

-------~----~ -~ ~------------- .----'6 --- ._'- . __ .-
-- -0.20 

•.. 
16 ..... '·"().20 

86 Hallucination 0.50 0.10 0.40 1.00 
, 

871Herpes 5 41 0.50 0.101 0.30 -0.20 0.90 13 0.20J , 
I 881Hyperactive I 5 I 0.50 0.001 0.401 -0.10 0.90 , 7 0.10 1 , 
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89 Hypotension 6 6 0.5 0 1 0.20 0.30 -0.30: 0.90 131 0.201 
90 Irritability 6 9 0. 501 0.30. 0. 20 1 -O.4°i 0.90 17 0.301 
91 Ischaemic heart disease 6 23 0.50 1 0.80 -0.20' -0.90' 0.50 40 0.601 

, 92 Non-malignant tumours 5 12 0. 501 0.40 0. 10 1 -0. 50 1 0.70 311 0. 50 1 
, 

93 Spasm muscular 5 3 0.50, 0.10 OAO: -0.20! 0.90 III 0.201 
1 

94 Transient ischaemic attack 5 7 0. 501 0.20 0.201 -0.30! 0.801 16' 0.201 , 
95 Burning sensation 4 3 0.401 0.10 0.301 -0.20 0.70; 10 0.201 
96 Candidiasis 4 6 0.40 0.20 0.20; -0.30 0.70 18 0.30 1 

97 Colic renal 4 2 0.401 0.10 0.30, -0.20 0.80i 6: 0.101 
98 Conjunctivitis 4 24 0.401 0.80, -oAol -1.1 0 1 0.20 40 0.60 
99 Cramp 4 " 0.40 0.10! 0.30 -0.20 ! 0.701 11 0.201 .J 

100 Dermatitis 41 9 0.40 0.30 1 0.10 -0.50 0.601 20 1 0.301 
101 Diabetes mellitus, hyperglycaemia 41 9 0.40 0.301 0.10 -0.50 0.60 1 251 0.401 

I 
, 

102/Disorders of heart rate 41 41 0.40 0.10 0.20 -0.30 0.70 101 0.201 
1 03 1 Frozen shoulder 1 41 '" .J' , 0.40 0.10 0.30 -0.20 0.70 12 0.20 , 

1041Labyrinthitis I 41 , 10: 0.40 0.30 0.00 -0.50 0.601 16: 0.20 

1051Lymphadenopathy 1 41 31 0.40 0.10 0.30 -0.20 0.70 1 14/ 0.20 1 

106 Mastalgia 1 4 81 0.40 0.30 0.10 -0.40 0.60 1 171 0.301 
! 

111 
---J 

1071Neuralgia ---~-~ 4' 
. -~- 0.40 0.20 0.20 -0.30' 0.701 0.201 

--_. ---------~- ----- ~--
0.30 ---~-+- --_ .. _----! . -7r .-..... j 

108 Psoriasis 41 0.40 0.10 -0.20 , 0.80 0.101 

109 Sore mouth , 41 21 0.40, 0.10 0.30 -0.20 0.80 91 , 0.101 

110 Tinnitus 41 131 O.4oj 0.40 -0.101 -0.60 1 0.50 27 0.401 

I 111,Ulcer mouth 1 41 16 0.40] 0.50 -0.20 1 -0.701 0.401 -~ .. I- .. Q.~QI ~+~ .. ~. .,- ---- ----i---I " " ' " 1121Advelse reactIOn to othel drug 
1131Alcoholism 0.301 0.20 0.10' -0.40 0.50: 16 1 0.201 

, 1 I I 
, 

0.001 -0.50! 
, 

0.30 1 116 Bereavement i 31 9 0.30: 0.30, 0.401 17 
117 Central nervous system 31 1 0.30

1 
0.00 6.20i -0.20 0.70j 61 0.101 

unspecified 
, , 

I I i I 1 
I 118 Deep vein thrombosis ,,' 1 . 0.30 0.00 0.20 -0.20 1 0.70. 9 0.10 ' .J, 

1 119 Disorientation 3 01 0.30 0.00 0.30 0.00 0.00 1 3 0.00 
I 120 Distension abdominal 3 10: 0.30 0.30: -0.10 -0.501 0.40 20 0.30 
, 

121 Dysphagia 1 3 21 0.30, 0.10 0.20 -0.201 0.60 7 0. 101 1 
, 122 Earwax 1 3, 10 1 0.301 0.30, -0.10 -0.50 0.40 28 0.40 

1 123 Genitourinary Surgery i 31 31 0.301 0.101 0.20 -0.30 0.601 10 1 0.201 
124 Glossitis 3i 11 0.301 0.00: 0.20 -0.20, 0.701 51 0.10 

1 125 Haematoma 1 3 6 0.30! 0.20! 0.10 -0.40 I 0.50 121 0.20 

I 126 Haemorrhage postmenopausal i 2 0, 0.30 0.00: 0.30 0.00 0.001 41 0.10 
, 127 Haemorrhoids I 3 131 0.30 1 0.40 1 -0.20 -0.70 0.30 29 0.40! 

128 Hyperventilation 1 3 21 0.30 0.101 0.20 -0.20 0.601 6/ 0. 10 1 

I 129 Hypothyroidism I 3 4~ 0.30 0. 10 1 0.10 -0.30 0.60 1 10 0.201 

130 Infection viral 1 31 171 0.30 1 0.601 -0.30 -0.80 0.20: 22/ 0.301 
131 Mania i 3 1, 0.30 0.001 0.20 -0.201 0.701 4! 0.10! 
132 Mood change , 

3 ,,' 0.301 0.101 0.20, -0.301 0.60
1 

13 1 0.20 1 
, .J' 

, 133 Pain I 3 31 0.3O i 0.10 0.201 -0.30 ' 0.601 81 0.10! 
1 134 Paranoia 3 6' 0.301 0.20 0.101 -0.40 0.501 14L 0.20 
I 135 Phlebitis I 3 I' 0.301 0.00, O.20j -0.20 0.70 7 0.10 1 

1 136 Psychosis 3 -~ 0.30 0.10 0.10, -0.30 0.60 81 O.lQj 
I 

... =-'---~---~' ..... ~. 1-' ,.-- . ---- ,~ ~~~I ~ .. _-- - _ .. 'sl 1 137.Retention J .J 4 0.30 0.10 0.101 -0.30, 0.60, 0.10, 

I 138 RJlinitis allergic 1 31 13 0.30 0.40 1 -0.20 -0.70 0.301 28i 0.40 

I 1391 Self injury 1 3 3 0.30 0.10 0.201 -0.30 0.601 10 0.20 
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140 Sore skin 
141 iSurgery 
1421Tennis elbow 
1431Weight gain 
144 Abdominal surgery 
145 !Abscess dental 
146 Anaemia iron deficiency 
147!Arthritis 
14S IBehaviour abnormal 

149iCapsulitis 
150 Cerebrovascular accident 
151/COAD (Chronic Obstructive 

Airways Disease) 
152 Cold extremities 
153 Death cause uncertain 
154 Dementia 
155 Dermatitis contact 
156 Disc prolapsed 
157 Electrolyte abnormal 
15S,Excesslve thmt 

I 

1591 Galactorrhoea 
160lHaemoptysis 
1611Haemorrhage gastrointestinal 
1621Haemorrhage gastrointestinal 

lupper 
163 Hepatitis, jaundice 
1641Hoarseness 
1651Hyperthyroidism 
166 Hypomania 
1671Infiammatory disease colon 
16S, Irritable bowel syndrome 

169 iMarital 
170 Muscle weakness 
171 Obsession/compulsive 
172 Osteoalihritis 

.. 173lTain.9'e .~-- - -

174 ,Phobia 
1751Pyrexia of unknown origin 
1761Redundancy 
InlRoad traffic accident 
lis I Spondylosisce;:vicai 

. ~. 

179 i Swollen tongue 
IS0lTinea 
lSI JUicer peptic 
IS2iAbscess anorectal 
IS31Acne 
IS4 iAggression 
IS51 Alopecia 
IS6 1 Arthritis rheumatoid 
IS 71 Assault 
ISSIBell's palsy 
IS91 Blepharitis 

31 5 
3 2 

I 3 10 
I 

J 3 25 

I 2 7 

i 2 6 

I 2 3 

I 2 9 
2 4, 
2 2 
2 12, 

i 
2 91 

I 
I 2 01 

I 

2 3i 
2' I 1 
2 1 
2 3 
21 2 

I , , I 

11 

I 2 0 
2 11 

I 
2 11 

I 
2 3 ' 

I 2 2 

I 2. 1 

1 2' S 
2, 5 

I 21 III 

I 2' 51 , , 
i 2, 11 

I 
I "I 2 .) 

2 16 
2 2 

f- ~ ···2 2 
2 2 

I 2 1 
2 12 

. _ ..... ....... ~~ .. . _ . 

2 7 
2 0 
21 12 
21 1 

11 1 
1 121 
1 11 
1 01 
l' 0 ' 
1 51 
1 , 0 

! 1 2 

0.30 0.20 0.101 -0.30 0.60 11' 0.20J 
0.30 0.10 0.20 -0.20 0.60 10 0.20 
0.30 0.301 -0.10 -0.50 0.40 22 0.301 
0.30 O.SO: -0.60 -1.1 0 0.00, 61, , 0.901 
0.20 0.20! -0.10 -0.40 I 0.301 17 0.30; 
0.20 0.20, 0.00 -0.40 0.40. S 0.10: 
0.20 0.10 0.10 -0.301 0.401 12 0.201 
0.20 0.30, -0.10 -0.50 1 0.30 191 0.301 
0.20 0.10 0.10 -0.30i 0.40 sl 0.101 
0.20 0.l0 0.]0 -0.20 0.501 7, 0.101 

0.20 0.40 -0.20 -0.70 0.201 25 1 0.40: 
0.20 0.30 -0.10

1 
-0.50 0.301 IS 0.30 1 

I , 

0.20 0.00 0.20 0.00 0.00 2 0.0Q1 

0.20 0.101 0.10 -0.30 0.401 10 0.20 

0.20 0.00; 0.20 -0.20 0.50 1 6 0.10 
0.20 , 0.001 0.20 -0.201 0.50 6 0.10, 

0.201 0.10 ! 0.10 -0.30 1 0.40 10 0.20 ' 
0.201 O~ 0.10 -0.201 0.501 4 0.10 

II - I 
, 

0.201 0.20 0.40 
0201 000 0501 
0.201 0.00 0.20 1 0.00, 0.001 21 0.001 

0.201 0.00 0.201 -0.201 0.501 41 0.101 

0.201 0.00, 0.20/ -0.201 0.50 1 S 0.10 1 
I 

: 
I I I i 1 

0.20 0.10 0.10! -0.30: 0.40 7 0.101 

0.20 1 0. 10 1 0.10 -0.201 0.501 51 0.l0 I 
0.201 0.001 0.201 -0.201 0.50 1 51 0.1 01 
0.20 0.301 -0. 10 1 -0.50 0.301 17 0.30j 

0.20 0.20 ' 0.00 1 -0.40 0.40 141 0.201 

0.20 0.40 -0.20 -0.601 0.30 17 1 0.30 1 
0.201 0.20 0.00 -0.401 0.40, 101 0.201 

-0.201 0.501 4 ' 0.10/ 0.201 0.00 0.20 
0.201 0.401 51 0.101 0.10 0.10 -0.30 
0.201 0.50: -0.40 -O.SO O.lO' 32 0. 50 1 
0.20 0.10 0.10 -0.20 O'~I 6, 0. 10 1 

1--... :. 
~020f- ·s) ·-1 

0.20 0.10 , 0.10 0.50 0.10 

0.20 0.10: 0.10 -0.20 0.50 ' SI O. IO i 
0.20 0.00 0.20' -0.20 0.50 4 ' 0. 10 / 
0.20 0.40 -0.20 -0.70 0.20 . 2~~. 0.30! 
.-..... 

-0.10 '···-0.40 _.+. 
0.20: 0.20 0.20 0.30 13/ 

0.20 0.00 0.20
1 

0.00 0.00, 21 0.00 1 

0.20 0.40 -0.201 -0.70 0.20 171 0.301 
0.20 0.00 0.20 1 -0.20 0.501 5 0.101 

0. 101 0.00 0. 10 / -0.20 0.30 2 0.001 

0.101 0.40 -0.301 -0.70 , 0.10 21 0.301 
O.lOr 0.40 -0.301 -0.60: 0.10 22 0.30j 

0.101 0.00 0.101 0.00 0.00 4 0.101 

0.10' 0.00 0.10 , 0.00; 0.00 41 0. 10 1 

0.l0 0.20 -0.10; -0.40\ 0.20 1 131 0.20: 

0.10 0.00 0.10! 0.00 0.00 11 0.001 

0.10 0.10 0.001 -0.201 0.301 41 0. 10 1 
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L 191iBreast disorder l' 2' 0. 101' 0..10. 0.00.: -0..20.,1' 0..30., S! 0..10.,' 
I '~--~19~2~IB~I~'~'~----------'-------+---~li-----~4~I--D~'~10~'--~D-I~D~---0~0~D~'--~D=1~D'~~D~2~D+I---6~~--~D~1~DI u Imla I , I - .-' , I 
~ 193 iBurn 11 2 0..10. 0..10. 0.00.1 -0..20.: 0..30, SI 0..10.1 , I I 

: 194 Bursitis , 11 S 0..10.1 0..20.: -0.10.: -0..40. . 0..201 9 1 0..10.1 
[ 19SICalculus renal I I: 1 0..101 0..0.0. [ 0.10.1 -0.20 0..30. 1: 

-', 0·0.0.1 
, 

196 Calculus salivary , 11 1 0..10.1 0.·0.0.1 0.10. -0.20 0..30.1 2 0..0.0.1 : 
197 Candidiasis oral I 1 SI 0..10.: 0..20.) -0.10. -0..40. 0..20.1 13 0..20. 

! 198 Cardiac arrest 1 0.1 D.1D! 0..0.0. 1 0.10. 0.·0.0.1 0..00 1 0..0.0.1 
199 Cervical erosion , 1 01 0..10.1 D.DD~ 0.10. 0..0.0.1 0..00 11 0.·0.0.1 , 

20.0 Choking sensation 1 0.1 0..10.; 0..0.0. 0.10. D.DD! 0..0.0 1 0..0.0.1 
: 20.1 Cholelithiasis, cholecystitis 1 21 0..10. 0..10. 0.00 -D.2D! 0..30.1 4:,~ 

20.2 Chondromalacia 1 11 0..10.: 0..0.0. 0.10. -0..20.1 0..30. 3: D.~ 
20.3 Cyst Bartholin's 1 0.1 0..10. 0..0.0. 0.10. D.DDi 0..0.0.' 3' 0..10.1 
20.4 Deafness 11 4 0.10.1 0..10. 0.00. -0..30.1 0..20. 6 0..10. 1 

I 2DS Dental surgery 1 I: 0..10 0..0.0.: 0.10. -0..20. 0..30 3 0..0.0. 
20.6 Domestic I 3 0..10 0..10: 0.00. -0..30. 0..30.1 91 0..10. 
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1
Effusion pleural 1 1 0. 0..10. 0..0.0. 1 0.10. 0..0.0. 0..0.0. 11 0..00. I 

0.0.0.1 0..0.0. 1 : 
0..10. ~~~1 -H I _2~~lEmlJl1 I us EuJ11~()nary , II 0. 0.10. 0..0.0.: 

I I I'r--
._-, ... - ~ .. ,---,-

~oo) ·---1 
I 2D91Enuresis 0. 0..10.: 0..0.0. 0.10. 0..0.0. 1 0..00.1 
, 

210. iErythema I 2 0..10.: 0..10. 1 0.00. -0..20. 0..30.1 41 0..10.1 I 
: 2111 Fissure anorectal 

, 
I II 0..10: 0..0.0. 0.10.1 -0..20.1 0..30.1 31 0..0.0: I 

f 

o.Qol 212!Floaters l I 0. 0..10.1 0..0.0. . 0.1~1, _o.o~.I 31 2·0.01 
---------~-~------ -- '- .... , 

D~ol I 213,Ganglion I 0. 0..0.0. O.lD! 0..0.0.1 0..0.0.
1 

21 0..0.0. 1 , 
214! Gardnerella infection , I II 0..10. 0..0.0. 0.10. 1 -0..20.1 0..30., 21 D.OD[ 

, 21S1 Gastroscopy 11 I 0.10 0..0.0. 0.10. -0..20.. 0..30. 2[ 0.·0.0.1 
I 216 Globus hystericus 1 0. 0..10 , 0..0.0.1 0.10.1 0..0.0. 0..0.0 I 0..0.0. 
I 2171Goitre , 1 0. 0..10. 0..0.0.1 0.10 0..0.0. 0.0.0: 21 0..00. 
: 

2181Gout I l' 3 0..10.1 0..10.: 0.00. 1 -0..30. 0..30. SI 0..10. : 
, 

2191Granuloma pyogenic I 0. 0..1 0.1 0..0.0.' 0.10. 0..0.0., 0..0.0. 1 0..0.0. 

220. IGynaecological surgery 1 7 0..10. 0..20. -0.10. -0..50 0..20. 1 21 : 0..30.' 
221 Gynaecology unspecified I 0 0..10. 1 0..0.0. 0.10. 0..0.0.1 0..0.0.1 II 0.·0.0.1 
2221 Haematuria , 1 3 0..10. 0..10. O.OD[ -0..30. 0..30.1 61 0..10 

I 2231Haemorrhage rectal , I 4, 0..10. 0..10. O.OD! -0..30. 0..20. lsi 0..20., , , 

I 2241Hair chai1ge 1 1: 0.10. 0..0.0. 0.10.1 -0..20. 0..30.1 2! 0..00. 
~ 

~ 
22SiHair loss I II II 0.10 0..0.0. 0.10.1 -0..20. 0..30.1 2 0..0.0.1 
226iHen1iparesis II 0.1 0.10 0..0.0. 0.10.1 0..0.0. 0..0.0. I 0..0.0.1 
2271Hernia II 3 0..10 0..10. 0·0.0.1 -0..30.1 0..30. 5, 0..10. 
228 Hernia hiatus 11 S 0..10. 0..20. -0.10.1 -0..40. 0..201 11 0.201 
229 Herpes simplex, skin 11 8 0..10.1 0..30.' -0.20.1 -D.SD~ 0..20. 121 0..20. 
230. Herpes zoster 11 8 0..10.1 0..30. -0.20.1 -D.SD 0..20. 141 0..20. 
231 Hyperkeratosis 11 0. 0..10.1 0..0.0. 0.10: 0..0.0., 0..00. 4 0..10: 
232 Infection II 2 0..10., 0..10. 0.00.: -0..201 0..30. SI 0..10.1 
211 Infection postoperative II 21 0..1 0.1 0..10. 0.00.1 -0..20: 0..30. 61 0..1 0.: -'-' I 
234 Irritation eye I 

Ii II 0..10.1 71 0..10.1 I 0..0.0. 0.10. -0..20. 0..30. 
23S Ischaemia peripheral I II 61 0..10. 0..20. -0.10.1 -0..40. I 0..20.' II I 0..20.1 
236 Laboratory test abnormal I 1 0.1 0..101 0..0.0. 0.10.1 0..0.0.1 0.0.0.1 SI 0..10.1 I 
237 Leucocytosis I 0.1 0..10 0..0.0.: 0.10. 0..0.0. 0.·0.0.1 11 : 0..0.0 
238 Liver function test abnormal I 0. 1 0..10 0..0.0.1 0.10 0.·0.0.1 0..0.0.1 41 0.10. 
239 Lost consciousness 

1 
1 71 0..10 0..20.1 -0.10 -D.SDI 0..20.1 14 0..20.: 

240. ,Mastectomy I 0.: 0.10. 0.·0.0.1 0.10 0..0.0., 0..0.0. 2 0..0.0. 
241 Mastitis I 11 0. 0..10: 0..0.0. 1 0.10.1 0.·0.0.1 0..0.0. 2 0.0.0. 
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242 Meniere's disease 1 0 0.10 0.00, 0. 10 1 0.00, 0.00' 1 0.001 
243 Meningitis 1 0 0.10. 0.00 0.101 0.001 0.00 1 0.00 
244 Neurosis 1 0 0.10, 0.00 0.101 0.00' 0.001 11 0.00: 

I 245 Nystagmus 1 0 0.101 0.00 0.101 0.001 0.00; 21 0.00 

I 246 Obesity 1 1 0.10! 0.00 0.101 -0.201 0.30 31 0.00 

! 247 Oesophageal spasm 1 0 0.10 0.00 0.10 1 0.001 0.001 11 0.001 
248 Onychomycosis 1 21 0.10 1 0.10 0.001 -0.20/ 0.301 31 o.oof 

------t-

0.101 , 249 Ophthalmic surgery 1 3' 0.10 0.10 0.001 -0.30; O.3oi 8, 

I 250 Orthopaedic surgery 1 7i 0.10 0.20 -0.10! -0.50 1 0.20, 18 ' 0.30 1 

1 251 Osteochondritis 1. 11 0.10 0.00 0.101 -0.20 0.30' 51 0.101 
252 Otitis media 1 17 0.10 0.60 -0.501 -0.90 -0.l0 23 0040 
253 Pain groin 1 3 0.10 0.10: 0.00 -0.30 0.30 4 0.10 

I 254 Pelvic inflammatory disease 1 1 3 0.10 0.201 O.OOi -0040 0040, 41 0.10' 

1 255 IPharynx irritation I 11 0 0.l0, 0.00' 0.10 0.001 0.00 11 0.00 

256 Photophobia 1 1 1 0.101 0.00 0.10 -0.20 0.30 2 0.00 

2571Photosensitivity I 1 1 0. 10 1 0.00 0.101 -0.20 1 0.30 
~, 

0.001 1 -" 
2581Polyuria ! 1 2 0. 101 0.10 0.00 -0.20, 0.30, 

~, 

O.OOf -'I 

259 Pressure sore I 1 2 0.l0 0.10 0.001 -0.20i 0.30! "l! 0.00\ -'I 

3 1 
, 

_ 260 IProlapse rectaL_ 1 2 0.101 0.10 0.001 -0.201 0.30: _Q:OO_I 
- ~"" -- ---- -- ---_ .. -2 0.(0:- ,- ----I . "--C' -------1 ' --I· 

261 Prolapse uterine 1 0.10 0.001 -0040 0040 51 0. 10 1 

262 Psychiatric unspecified 1 1 0.10 0.00 0. 10 1 -0.20 0.30 2[ 0.001 

263 Raynaud's phenomenon 1 11 0.10 0.00 0.101 -0.20 0.30 21 0.001 

264 Renal failure 1 01 O:~OJ .. 0.00 0.10 0.00 0.001 2 0.00 
, .. _--c-- - '-- -r 

0.101 0.661
- -030 -o~20I" '6 o.To 265 Restless legs 1 41 0.10 

266 Retinal thrombosis vein 11 11 0.101 0.00 0.10 -0.20 1 0.301 ~I 0.00, -'I 

267 Sore eye I I, 4! 0.10 0.10, 0.00 -0.30! 0.20: 6, 0. 10
1 

268 Stomatitis I Ii 11 0.101 0.00 0.101 -0.20 1 0.30 1 21 I 0.00, 

I 269 Sunburn I 1 1 0.101 0.00, 0.101 -0.20 0.30! ~I 0.001 -'I 

270 iSwelling joint 1 li 5 0.10 0.20 -0.10, -0040 I 0.20: 10 1 0.20: , 
O.lO i , 

271 iTenos novitis 11 3, 0.10 0.10 0.001 -0.30 1 0.301 51 1 y 
I I 

, 
61 C 

272IThoracic surgery 11 21 0.10 0.10 0.001 -0.201 0.30! 0.101 

273jThreadworms 1 11 O.l 01 0.00 0.10 -0.20: 0.30 41 0.l01 
, 

274 I Toothache 1 01 O.l 0 0.00 0.10 0.00 0.00 21 0.00 

275 Torticollis 1 1 0.101 0.00 0.10 -0.20 0.301 21 0.001 

276!Ulcer skin 1 7[ 0.l0 0.20 -0.10 -0.50 0.20 1 121 0.201 

277 Ulcer varicose 1 01 0.10 0.00 0.10 0.00 0.00 1J 0.001 

278 Urticaria 1 61 0.10 0.20 -0.10 -0040 I 0.20 101 0.20' 

279 Vaginal soreness I 1 41 0.10 0.201 -0.10 -0.50: 0040 51 0.101 
280 Valvular disease I 11 01 0.101 0.00' 0.10 0.001 0.00 I: 0.001 , 

1------
281 Varicella 0. 10 1 -0040 : 0.2Oi 8, 0.10 I 1 5 0.20 -0.10 
282 Veins varicose I Ii 0 0.l01 0.00 0.10 0.00' 0.00' 2! 0.00 , 
283 Weight loss I 11 15' 0.101 0.50 -0.40 -0.80; 0.001 211 0.30, 

284 Abortion spontaneous I 01 1 O.OO! 0.10 -0.10 0.001 0.00 21 0.001 
285 Abscess breast 1 01 3 0.001 0.10 -0.10 0.00 0.001 5l O. lO i 
286 Acupuncture 01 0 0.00 0.00 0.00 0.00 0.001 1 , 0.00 
287 Allergy 01 2 0.001 0.10 -0.10 0.00 0.001 31 0.001 
288 Amaurosis 01 01 0.001 0.00 0.00 0.00; 0.00 21 0.001 

289 Amnesia 01 41 0.00 0.10 -0.10 0.00 0.001 41 
1 0. 10 1 

290 Anaemia macrocytic 0 1 0.00 0.00 0.00 0.00 0.001 2: O.OO~ c-----
291 Anaphylaxis 01 0 0.00 0.00 0.00 0.00 0.00 11 0.00 

I 

292 Aneurysm 01 0 0.00 0.00 O.OO! 0.00 0.001 21 0.00 

293 Animal bite 01 1 0.00 0.00 0.00 0.00 0.00 21 O.OQj 
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I 

I 

I 

i 
I 

I 
I 

294 Aphasia, dysphasia o 0.00 3 0.00 1 

295 Arteriosclerosis 0.00 0.00, 0.00 1 

296 Arteriosclerosis cerebral 01 0.00 0.00 1 0.00 
297 Arteritis O. 0: , 0.00 O.OO! 0.00 

298 Birth normal 0 0 0.00 0.001 
299 Bladder irritability 0 0 0.00 0.00 0.00 
300 Bowel obstruction 0 2 0.10 -0.10 0.00 1 

301 Burgled 0 0 0.00 0.00 0.00 
302 Campylobacter 0 0 o.ooi 0.00 0.00, 
303 Cardiogenic shock 0 0.00: 0.00 1 0.00 
304 Cataract 3 O.OQ, 0.10; 0.00 0.10 

305 Chemotherapy 1 0.001 0.00
1 

0.001 0.00 0.00 1 0.00 

306 Choking 0 0.00 0.00: 0.001 0.00 0.00 0.00 

307 Cyst Baker's 2 0.001 0.10: 0.001 0.00 0.00, 

3081Cyst Meibomian 01 0.00, 0.00: 0.001 0.00, 

3091Cyst ovarian 01 0, 0.00 0.00 0.00 
310lCyst sebaceous 01 3 0.00 0.10 0.00 0.00 

~.~~:~;;~~;~~:1tis ~OoO~,1 2~'I' ~:~~~ ~:~~_ 
313,Delusion .... '1- . 0.001- 0.10: -0.10 0.001 4 

0.00 0.00 
0.00 

3141Dependence . oi 0' 0.00' 0.00: 0.00 0.001 Ii 
315 1Depersonalization 0 1 i 0001 000 I 0 00 000 1 i 

~~~_f{~1;~:~~;:~~~~t~- .... ~I !I_~:~~I{~~!H ~~1-~j~~~~i ~:~~[ 1~1 ~:~~I 
318 Dry eye 0 1 0.00 0.001 0.00 0.00 0.001 4: 0. 10 1 

319 Dry skin 0 2 0.00 0.10: -0.10 0.00 0.00 3 0.00 
320 Dupuytren's contracture 0 11 0.00 0.00 0.00 0.00 1 0.001 21 O.OO! 
321jDyspareunia 01 11 0.00 0.10 -0.10 O.OO~ 0.001 11 0.001 
3221Earnose and throat surgery OJ I! 0.00 0.00 0.001 0.001 0.00 1 0.00 

----.~~----4----+----~----4-----~----~----~----+_--~--~4 
323 1 Eardrum perforation 0, 21 0.00 0.10 -0.10! 0.001 0.00 31 0.001 
3241Eating disorder 01 11 0.001 0.00 0.00 0.001 0.00, 1 0.00; 
3251Eczema varicose 0\ 3; 0.00 0.10 -0.10 1 0.001 0.00

1 
41 0.10[ 

326iEffi~~njoi~ ----------~---~0~1----2~~0~.0~0~~0~.1~0~i---~0~.1~0~1--0~.~00~i--~0~.0~0~1--~5~:--0~.~10 

327 Ejaculation premature ,0
' 

1 0.00 0.10: -0.101 0.001 0.00 1 0.001 
328 Endometriosis I 0 2 0.00 0.10 -0.10 0.00 0.001 3 0.10, 
329!Endoscopy I 0 0 0.00 0.00 0.00 0.00 0.00: 31 0.00 
330lEpididymitis I 0 2 0.00 0.20 -0.20 0.00 0.00 2 0.10 

! 333 Erythrocyte sedimentation rate 0 11 0.00 0.00 0.00 0.001 0.001 111 0.001 

IL-____ -::-c:-±ra=is::.::e~d--:--:--______________ __+----+--------j:........--__+--------.--__+----__+I----_+, --~l______:c_c:-c-i 
I 334 Exophthalmos 0 11 0.00 0.00 0.00 0.00 0.001 11 0.001 
I 335 Faecal impaction 0 1 i 0.00 0.00' 0.00 0.00 0.001 1 i 0.00 
I 336 Faecal incontinence 0 11 0.00 0.00 0.001 0.00 0.00 41 0.101 
I 337 Fistula colo-vaginal 01 1 i 0.00, 0.00 0.001 0.00 0.00 11 0.001 

I 
I 
I 
I 

338 Fixed eruption oi 1 0.001 0.00 0.001 0.00: 0.00, 1 0.00 
339 Folliculitis 01 01 0.001 0.00 0.001 0.00; 0.001 2 0.00, 
340 Foot drop 0 11 O.OO! 0.00: 0.001 0.001 0.00 1 0.00 

343 Glandular fever 01 0 0.00 0.00 0.001 0.001 0.001 1 i 0.00: 
344JGlaucoma 0 4 0.00 0.10 -0.10 0.001 0.00 41 0.101 
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i 

I 

345 Haematomaspontaneous 0 0.10 -0.10: 0.00 0.001 
346 Haemorrhage postcoital 0 0.10. __ -0_._1_0+1 __ 0 ___ .0_01_ o.oo1 __ -:--_----1 

347 Haemorrhage subconjunctival 0 0.00' 0.10 -0.10, 0.00. O.OOi 
348 Haemorrhage vaginal 0 2 0.00 0.10 -0.10 O.OO! 0.001 
349 Haemorrhage vitreous 0 0 0.00 0.00 0.001 0.00 0.00 
350 Haemorrhagic diarrhoea 01 1 0.00 0.00, 0.00 0.00 0.00 3 
351 Haemospennia 0, 0 0.00 0.00 0.00 0.00 
352 Heart block 01 0 0.00 0.00 0.00 0.00 
353 Hepatic failure 0' 01 0.00 0.00 0.00 0.00 
354 Herpes ophthalmic 0 0 0.00 0.00 0.00 0.00 
355 Herpes zoster oticus 0 0, 0.00 0.00 0.001 0.00 
356 Hydrocele 0 11 0.001 0.10 -0.10 
357 Hydrocephalus 0 1 0.001 0.00 0.00' 
358 Hyperlipidaemia 0 4 0.00 0.10 -0.101 
359 1Hyperuricaemia 0 0 0.00 0.00 0.00 I 
360 Hypoglycaemia 0 2 0.001 0.10 -0.10 
361 Hysteria 0 0, 0.00 0.00' 

369
f
Lichen planus I OJ 0: 0.00: 0.00 0.001 0.00 0.00 1: O.OO! 

L- 370 Lun1bago 1 0i 21 O.OOr 0.10 -0.10 0.00 0.00 41 0.10i 
i -3-7-11 -M-a-c-ul--'a"-r d-,-e-g-e-ne-r-at-io-n------+'--O-+! --~lif---O-.O-O-+I--O-.O-O--O-.O-O--l----O-.O-O-+I--O-.O-O+---l 1-1 -Oc-.O---lO I 

372 Male reproductive system 0 1 0.00 0.10, -0.10 0.001 o.oo.,i Iii 0.001" 
unspecified ,I I 

373 Metabolic unspecified I 0 1 0.00 o.ooi 0.00 0.00 0.00 11 0.00 
374 Minor surgery I 0 5 0.00, 0.20f -0.20 0.00 O.OOi 71 0.101 
375 Motor neurone disease 0 1 0.00 0.00 0.001 0.00 0.001 11 O.OO! 
3761Multiple sclerosis ! 01 3 0.001 0.10 -0.101 0.00 0.001 31 0.00 

378:Nail change 01 Ii 0.00 0.00 0.001 0.001 O.OOf 1. 0.00 1 

I 379:Nerve entrapment 01 21 0.00 0.10 -0.10! O.OO! 0.00

1

' 8[ 0. 10 1 

~I·L.. _-_-_--_-_-_-::-3 _8=-=0:i_N:-: _-eu=I_'---Ca-",lC-g=ia=p:o=s_t-:-h=e=rp=e=ti=c========:===~Oj-,f--_-_-_-_"-O~===O=.O=O~===O=.O=O-~O ~. 0~0-1,' -"-o"-,o~o+i -"-O---.O-O+-I --2-=-'1---:0c-.0::-:-!0 I 
I 3811Neuritis optic 0 1 0.00 0.00 0.001 0.00, 0.001 I, 0.00, 
I~' --~38~2-+'--:Nc-eu-l-'o~lo-g7ic-a~ls-u-rg-e-r-y-----+li--0t----o--l----O-.O-O-+i--o-.o-o--o-.o-o~I--o-.o-o-+:--o-.o-o+---iI-I' --~ 

I 383 Neuropathy I 0 2 0.001 0.10 -0.10 0.00: 0.00 31 O.OOf 
384 Oesophageal stricture I 0 11 0.00 0.00 0.00 0.00 0.001 31 0.00 
385 Optic atrophy 0 11 0.00 0.00. 0.001 0.00 0.00 21 0.00 
386!Osteoporosis I Or 01 0.00 0.00 0.001 0.00 0.00 1: 0.00: 
387 10thertumours 0 1 0.00 0.001 0.00: 0.00 0.00 51 0.10 
388 ,Otorrhoea 0' 2 0.00 0.10 -0.10) 0.00' o.ooi 3i 0.00' 
389 Pain bone 0 0 0.00 0.00 0.001 0.00 0.001 2: 0.00 1 

390iParapiegia 0 0 0.001 0.00 0.00, 0.00 0.001 1 i 0.00 
391 Paresis 0 1 0.001 0.00 0.001 0.00 0.001 11 0.001 
392 Parotitis , ___ , 0 1 0.00

1
", 0.00 0.00 0.00\ o.ool~.Jli! 0.00: 

393Plantarfasciitis"'r Of---3 0.00, 0.10~ -0:10-'0:001" 0.00' 310.001 
394 Pleurisy 0 31 O.OOi 0.10' -0.10 0.00 0.00 5! 0.10 
395 Poisoning l1ol1medicinal 01 1: 0.00 0.001 0.00 0.00 0.00 21 0.00 
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396 Polymyalgia rheumatica 0 01 0.00 0.00 0.00 0.00 0.001 2 0.00' 
397iPost viral syndrome 0 1 0.001 0.00 , 0.00 0.00 0.001 1 0.00 
398 Proctalgia 0 2 0.00 0.1 0 ~ -0.101 0.001 0.00 21 0.00 
3991proctitis 0 1 0.00 0.00 0.001 0.001 0.001 I' O.OO! 
400iRaped I 0 11 0.00, 0.001 0.00 0.00 0.001 1 0.00' 

40 1 Rectal discharge 0 0 0.001 0.00: 0.001 0.001 0.00: 1 0.00 
402 Rectocele 

, 0, 11 0.00 0.10 -0.101 0.00 0.001 1 0.00 
403:Red cell abnormal , 0

' 
11 0.001 0.00 0.001 0.00 0.00 2 0.00 I 

404 'Respiratory failure I 0' 01 0.001 0.001 0.001 i 0.00 0.001 
~I 

0.00 1 r---
0.001 405 Retinal detachment 01 1 0.001 0.00 0.00: 0.00, 0.00 

406 Rotator cuff 01 I' 0.00 0.00 0.001 0.00 0.001 2 0.00 
407 Saliva increased 0 1 0.001 0.00: 0.00 0.001 0.001 1 0.00 

I 408 Scabies 0 2 0.00 0.l0 -0.10 0.001 0.001 5 0.10 
409 Schizophrenia 0 , 0, 0.00 0.00 0.00, 0.00 0.001 2 0.00 

410 i Scoliosis , 01 1 0.00 0.00, 0.001 0.00 0.00' 1 0.001 , , 
I 411 ! Seborrhoea I 0 2 0.00 0.10 -0.10 0.00 0.00 5 0.101 

412 Senility 0 1 0.001 0.00 0.00 0.001 0.00 1 0.001 

413
' 
Septicaemia 0 0 0.00 0.00 0.001 0.001 0.001 1 0.00 

~14lShop lif!in~ ~t 0 0.001 0.00 1 0.00 ~ .... Jl.QQI .. _Q.:.O~ l' 0.00 
~ ~.~~.~"~- ------ - •... 

---.~. 
~_:.L ... . ... -~ ~. ----- --

415 TSialadenitis I 0.001 0.001 0.00 0.001 0.00: 1 0.00 

416 Sinus pilonidal , 01 0, 0.00' 0.00 0.00. 0.00 O.OOi 1 0.00 
, 4171Somnambulism 01 11 0.001 0.001 O.OO! 0.00' 0.00 1 0.001 

I 

, 
4181 Spondylitis cervical 0 ~ ~~21 O.OQL 0.10

' -o~~+ 0.00 0.00 
2 _~~~~I -II' ~ ... ------ ...... ---- _. 

O.O()- ().OO· 1: 0.00 419 Spondylosis 0 11 0.00: 0.00 0.00, 
I 420 Stye I 01 0 0.00 0.00 0.001 0.001 0.00' Ii 0.00' 
, 4211 Superficial venous thrombosis I 01 oi 0.001 0.00, 0.00 1 0.001 0.00 1 0.00; , , 

4221Tendinitis 0 6 0.001 0.20 -0.20 0.001 0.00 7[ 0. 10
1 

0.001 
, 

423 Tenesmus 0 1 0.001 0.00, 0.001 O.OO[ I; 0.00' 
424,Thrombocytosis 0 2· 0.00 0.10 -0.10 ! 0.00 O.OOi 2! 0.001 

, 425 1Thrombophlebitis 0 4 0.00 0.l0 -0.101 0.00 0.00 4 0.10 , 

I 426 I Thyroid surgery 0 0 0.001 0.00 0.00 0.00, 0.001 1 0.00 
I 427, Thyroiditis 0, 1 0.00' 0.00' 0.00 0.001 0.001 1 0.00 

i 4281 Tietze's syndrome 01 I 0.00 0.00, 0.001 0.001 0.00 1 0.00 

i 429 Trigger finger I 0 1 0.001 O.OO[ 0.00 0.00' 0.00 2 0.00: 

I 430 Ulcer corneal 0 I 0.00' o.ooi 0.00 0.00 0.00 2, 0.001 

1 431 Ulcer pharynx I 01 1 0.00 O.OOi 0.00 0.00 O.OO! I! 0.001 

432 Vaccination reaction I 0 11 0.00 0.00, 0.00 0.00 0.001 I, 0.00' 

433 Vascular surgery 0 3 0.001 0. 10 1 -0.10 0.00 O.OOi 5i 0.10 

434 Volvulus colon 0 I 0.001 0.00 0.001 0.00 0.001 II 0.00 

i 435,Wart , 0, 31 0.001 0.10 -0.101 0.00 0.00 6, 0.10 

L 4361Wart genital I 01 Ii 0.00 0.00 0.00 0.00, 0.00 11 0.00 
I 437 Xanthelasma I 0 0 0.001 0.00 0.00 0.001 0.00, Ii 0.00 

Nausea/Vomiting was the adverse event with the highest incidence density in month one (53.5 

per 1000 patient-months of exposure). The difference between the rate of events in month one 

and months 2-6 was examined. As in the mirtazapine analysis, where the 99% confidence 
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limits around the point estimate of the difference did not include the null value, this suggests 

that the rate of events in month one was significantly greater than the rate of events in months 

2-6. This result can be considered to be a signal of a possible adverse event associated with 

starting the drug. 

The following clinical adverse events occurred significantly more commonly in month 1 

compared to months 2-6, when the 99% confidence limits of the differences were calculated: 

drowsiness/sedation, malaise/lassitude, headache/migraine, insomnia, tremor, dizziness, 

impotence/ejaculation failure, diarrhoea, sweating, dyspepsia, pain abdomen, anxiety and 

suicide attempt/overdose. These results can be considered to be a signal of a possible adverse 

event associated with starting the drug. However, anxiety and depression is more likely to be 

associated with the indication for treatment with paroxetine than with adverse events to the 

drug itself. 
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Pregnancies 

l37 pregnancies were recorded at any time during the study (Table 4.9). Sixty three (63) babies 

may have been exposed to paroxetine during the first trimester. There were 36 single deliveries 

and three sets of twins in this group. One twin was stillborn. There were no congenital 

abnormalities in any of the live births. 

Table 4.9. Outcomes of pregnancies 

Exposure to Total Live Birth Spontaneous TOP Outcome 
paroxetine abortion unknown 

Drug stopped before 
getting pregnant 66 12 9 5 40 

Drug taken in 1 st trimester 63 39* 8 11 5 

Exposure uncertain 8 2 4 

TOTAL 137 53 18 17 49 

* Three sets of twins (one twin stillborn) 

Deaths 

The causes of death in this study were established for 350 of the 416 patients who died. There 

were a wide variety of causes (Table 4.10). Two hundred twenty four (224) occurred during the 

sixth month study period. The majority of deaths were due to natural causes including 

cardiovascular, cancer and respiratory. 
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Twenty five patients were reported to have committed suicide during the six-month period, 

eight of whom were known to have taken overdoses. Paroxetine had not been taken by any of 

these patients. Twelve patients had committed suicide by violent means (nine hanging, one 

jumped from a tall building, one from carbon mono-oxide poisoning and one by suffocation 

with a plastic bag). In the other five cases the manner of death was not established. No deaths 

were attributed to paroxetine. 

Table 4.10: Causes of death 

Causes of death for pal'Oxetine 

Total Mth 1 Mth 2 Mth 3 Mth 4 Mth 5 Mth 6 >6 Not 
Known 

Anaemia 0 0 0 0 0 0 1 0 

Aneurysm Aortic 0 0 0 0 1 0 0 0 

Atherosclerosis Cerebral 0 0 0 0 0 0 0 

Bronchopneumonia 5 0 0 2 0 0 0 3 0 

Cancer 0 0 0 0 0 0 0 

Carcinoma Breast 0 0 0 0 0 0 0 

Carcinoma Colon 0 0 0 0 0 0 1 0 

Carcinoma Lung 0 0 0 0 0 0 0 

Carcinoma Parotid 0 0 0 0 0 0 0 

Cerebrovascular accident 5 1 0 2 0 0 0 

Cirrhosis 1 0 0 0 0 0 0 0 

COAD (Chronic Obstructive Airways Disease) 3 0 1 0 0 1 0 0 

Congestive cardiac failure 1 0 0 0 0 0 0 0 

Death Cause Uncertain 147 6 4 7 5 6 3 21 95 

Diabetes mellitus 1 0 1 0 0 0 0 0 0 

Eosinophilia 0 0 0 0 0 0 1 0 

Fibrillation Atrial 0 0 0 0 0 0 0 

Fracture 0 0 0 0 0 0 0 

Gall Bladder Perforated 0 0 0 0 1 0 0 0 

Infection Chest 0 0 0 0 0 0 0 

Ischaemic Heart Disease 7 0 2 3 0 0 1 1 0 

Murdered 0 0 0 0 0 0 0 

Myocardial Infarction 11 2 0 2 1 2 2 2 0 

Overdose 1 0 0 1 0 0 0 0 0 

Overdose Other Drug 5 3 0 0 1 0 0 0 

Parkinson's Disease 0 0 0 0 0 0 1 0 

Senility 3 2 0 0 1 0 0 0 0 

Stenosis Aortic 0 0 0 0 1 0 0 0 

Suicide Attempt 0 0 0 0 0 0 0 

Suicide 25 9 4 5 5 1 0 0 

Valve Incompetence 0 0 0 0 0 0 0 

Total 233 18 11 17 10 14 6 37 95 
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CHAPTER 5: DISCUSSION 
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PRINCIPAL FINDINGS OF THE MIRTAZAPINE AND PAROXETINE 
PEMSTVDY 

Summary of Mirtazapine study results 

The safety of miliazapine was studied by using the technique of Prescription Event Monitoring 

in England between September 1997 and February 1999. Drowsiness/sedation and malaise 

lassitude were the most frequent reported events and had the highest incidence density (per 

1000 patient-months) in the first month of treatment. Agitation, aggression, rash, 

hallucinations and abnormal dreams were unlabelled adverse events (AEs), while abnormal 

liver function test, syncope, abnormal behaviour and visual disturbances were labelled AEs 

possibly due to mirtazapine use. Serious suspected adverse drug reactions (ADRs) reported 

were facial oedema, allergy, bone marrow toxicity and myelodysplasia. 

Summary of Paroxetine study results 

The safety of paroxetine, the third of six SSRIs launched in the UK was studied by using the 

technique of Prescription Event Monitoring in England between March 1991 and March 1992. 

Withdrawal symptoms and tremor were the most frequently reported ADRs, while 

nausea/vomiting was the event with highest incidence density (per 1000 patient-months) in the 

first month of treatment. Withdrawal symptoms, tremor, blurring of vision and hyponatraemia 

were the unabelled adverse events. Male sexual dysfunction was the only adverse event which 

appeared to be almost specific to paroxetine. The incidence rate during the first month was 7.1 

per 1000 patient-months exposure, compared with 0.3 and 0.5 for tluvoxamine and tluoxetine 

respectively. 
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Table 5.1. Summary of Mirtazapine and Paroxetine Study Findings 

Mirtazapine Paroxetine 

Total Cohort 13554 13741 
Response Rate 56% 61% 
Voids 13.6% 14% 
Age Male: 46.9 years Male: 48.6 years 

Female: 47.7 years Female: 48.8 years 
Sex: Male: 38.4% Male: 36.4% 

Female: 6l.1% Female: 62.4% 
Indications Depression: 57.6% Depression: 82% 

Not specified: 30.7% Not specified: 11 
Duration of End of 6 months on mirtazapine: End of 6 months on paroxetine: 33% 
treatment 40% 
ADRs 807 events (5.9% of total cohort) 119 events (0.8% of total COhOli) 

(0.2% repOlied to CSM) (0.7% reported to CSM) 
Most frequently Unspecified side effects: 177 Withdrawal symptoms: 15 
reported ADRs 

Drowsiness/sedation: 116 Tremor: 13 

Malaise/Lasitude: 71 Sweating: 8 

Reasons for 8634 (63.7% of total COhOli) 4434 (32.2% oftotal cohort) 
stopping treatment 
Most frequent Not effective: 2432 (17.9%) Not effective: 1391 (10.1 %) 
reasons for 
stopping treatment Drowsiness/sedation: 800 (5.9%) Nausea/vomiting: 459 (3.3%) 

Weight gain: 362 (2.6%) Drowsiness/sedation: 183 (1.2%) 
Incidence Densities Drowsiness/sedation: 58.1 Nausea/Vomiting: 53.5 
in 1st month of 
treatment Malaise/Lassitude: 27.8 Drowsiness/sedation: 20.5 

Dizziness: 15.6 Maliase/Lassitude: 18.1 
Pregnancies Total: 60 Total: 137 

Live births: 41 (one Patent Live births: 57 (3 sets of twins) 
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Ductus aretiosus at 29 weeks) 

Deaths Total: 257 Total: 416 

Suicides: 13 (all violent; 8 Suicides: 25 (8 overdoses, 12 
patients on mirtazapine at time sucides by violent means, 5 manner 
of death, 5 patients stopped of death unknown) 
mirtazapine one month before 
death) 

Strengths of the Mirtazapine and Paroxetine studies 

The investigations of mirtazapine and paroxetine were both observational cohort studies in 

which there was no interference with the decision of the general practitioners regarding which 

drug to prescribe for their individual patients. These studies was, therefore, free of the kind of 

selection biases which are unavoidable if there was interference with the prescribing decision 

or if there is a formal process by which patients are either included or excluded from the study. 

In addition, both these studies provided information on the 'real-world' use of mirtazapine and 

paroxetine. The patients included in this investigation were those who would, in everyday 

clinical practice, be prescribed these drugs. They were likely to cover a greater range of ages, 

to include patients exposed to mirtazapine and paroxetine during pregnancy, children, and to 

have included more patients in need of polypharmacy than the highly selected patients 

normally included in the clinical studies undeliaken for the marketing authorisation 

application. 

For mirtazapine, the study included over 13000 patients (60 022 patient-months of exposure to 

mirtazapine) and for paroxetine the study included over 15000 patients (65 449 patient-months 
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of exposure to paroxetine) and was likely, therefore to have substantially increased previous 

experience compared with the clinical data available at the licensing stage. Both these studies 

were of national propOliions and were systematic, in the sense that the entire COhOli for whom 

prescriptions were available represented the first group of patients prescribed miliazapine or 

paroxetine following their introduction into clinical practice in England. 

The studies were based upon 'event' monitoring and was therefore also capable of identifying 

signals which none of the patiicipating general practitioners might have suspected to have been 

due to an adverse drug reaction. 

Limitations of the Mirtazapine and Paroxetine study 

In the mirtazapine study, only 15,684 (56%) of the 28,016 green forms that were posted were 

returned, whereas only 15, 907 (61 %) of the green forms that were posted were returned in the 

paroxetine study. One similarity is that, even though these two studies were undertaken in 

different time frames (the paroxetine study was conducted between March 1991 to March 

1992, the mirtazapine study between September 1997 and February 1999), the response rate in 

both the studies was similar. This is a rather low response rate which could conceal non

response biases. The degree to which non-response bias has affected these results was not 

assessed, because the population of patients whose doctors did return the green forms was not 

compared with the popUlation of patients whose doctors did not return these questionnaires. 

The response rate is, nevertheless, substantial compared with the proportion describing 

suspected adverse drug reactions in spontaneous ADR reporting schemes3s
,36. It is also a good 

response rate compared with general practitioner postal surveys in generae7
. 
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The response rate was lowest amongst those doctors who had prescribed mirtazapine and 

paroxetine to the greatest number of patients. However, the response rate for mirtazapine is 

slightly lower than those for five other antidepressants studied in the immediate post-marketing 

periods by means of PEM studies conducted at the DSRU (fluvoxamine 59.9%, fluoxetine 

58.4%, sertraline 60.2%, paroxetine 60.7% and moclobemide 58.8%)38. In only two of the 

other antidepressants studied by PEM were the response rates lower than with mirtazapine 

(venlafaxine 54.6% and nefazodone 54.9%). 

In both the studies, a high proportion of green forms that were returned were classified as voids 

(mirtazapine study - 2130 of the 15,684 green forms, 14 %; paroxetine study - 2166 of the 15, 

907 green forms, 14 %). However, the number of patients no longer egistered with the GPs 

(included within the void green forms) was greater in the mirtazapine cohort (1269, 59.5%) 

when compared with the paroxetine cohort (l046, 48.2%). Migration of the patient population 

in these studies may produce its own bias, as patients with mental health problems may be 

treated more often as temporary residents than other members of the general population. They 

may have difficulty in maintaining regular jobs and steady relationships and in securing 

accommodation39
. 

The data are limited to experience in general practice and therefore do not include information 

on patients initially prescribed mirtazapine and paroxetine in secondary care settings, unless 

treatment was continued by their general practitioner. In addition, as this was an observational 

study of patients identified from dispensed prescriptions of mirtazapine and paroxetine, it was 

not possible to estimate the degree of compliance with the prescribed medication. 
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Finally, the methods used in the analysis of data obtained during PEM in the paroxetine study 

are similar to those used for the mirtazapine study. However, PEM for paroxetine was 

undertaken between March 1991 to March 199240 and data for paroxetine had been transferred 

between computer systems, which may have resulted in some loss of data. The methodology 

used for determining possible signals in the original evaluation was by use of Rate Ratios eRR) 

for the events during the first month of treatment and the subsequent 6 months. For the 

paroxetine data analysis, described within chapter 4 of this thesis, I used Incidence Densities 

(ID) in place of Rate Ratios, for determining possible signals, and to better compare the 

findings with those for mirtazapine. During this analysis, there have been instances when few 

green forms were lost from the archived data set and this may have caused some bias of missed 

data in the analysis. 

Implications of the study findings 

Discontinuing treatment 

Recommendations for the drug treatment of depression include four to six months of therapy 

after the initial treatment phase to prevent relapse41
. For the mirtazapine study only 48.6% of 

patients were being prescribed mirtazapine at the end of four months, and only 40.0% at the 

end of six months, whereas in the paroxetine study, only 33.0% of patients were still being 

prescribed paroxetine at the end of six months. There is therefore a clear need for further 

educational and training efforts stressing the impoliance of continuing treatment beyond 

symptomatic recovery, to reduce the chance of early relapse of depression. 
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The most frequently reported reasons for the discontinuation of therapy in the mirtazapine 

study were: not effective (2432 cases; 17.9% of total cohort), condition improved (1117 cases; 

8.2% of total cohort) and patient request (483 cases; 3.5% of total cohort), while in the 

paroxetine study the most frequently reported reasons for the discontinuation of therapy were: 

not effective (1391 cases; 10.1 % of total cohort) and effective (944 cases; 6.8% of total 

COh011). There are multiple reasons for discontinuing antidepressant treatment42
, but the most 

important factor is the development of side effects and intolerance of drug therapy. The most 

frequently reported symptoms resulting in withdrawal ofmirtazapine included drowsiness (424 

cases) /sedation (376 cases) (800 cases; 5.9% of total cohort), weight gain (362 cases; 2.6% of 

total cohort), and intolerance (228 cases; 1.6% of total COh011); while in the paroxetine study 

they included nausea (376 cases) / vomiting (83 cases) - 459 cases; 3.3% of total cohort, 

drowsiness (137 cases) / sedation (46 cases) - 183 cases; l.3% oftotal cohort and malaise (120 

cases) / lassitude ( 51 cases) - 171 cases; l.2% of total COh011. These side effects reduce the 

possibility of offering long term mirtazapine and paroxetine treatment, in some patients. 

Drowsiness/sedation 

There were 985 (7.2% of total cohort) cases of drowsiness/sedation reported in the mirtazapine 

study of which 654 cases (66.3%) were reported in the first month. A substantial proportion 

(81.2%) of the 985 cases of drowsiness/sedation discontinued treatment because of the event. 

Drowsiness/sedation was also amongst the most frequently reported suspected ADRs to the 

MeA for mirtazapine. When compared to paroxetine, there were 327 cases (2.3% of total 

cohort) of drowsiness/sedation rep011ed in the study, which is considerably less than that of 

mirtazapine, but 232 cases (70.9%) were reported in the first month of treatment which is 
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proportionally high when compared with miliazapine cohort (66.3%). Also, when compared to 

mirtazapine (81.2% discontinued treatment due to the event), the propOliion of cases which had 

discontinued treatment due to the event was significantly lower in the paroxetine cohort 

(55.9% of the 327 cases of drowsiness/sedation). 

It is well known that sleep disturbances are considered characteristic of mood disorders 

including unipolar depression. At least 80% of depressed people either experience insomnia --

difficulty falling asleep or, most often, staying asleep, while another 15% of the depressed 

I . I 43 seep excessive y . Although the precise pathogenesis of sleep disturbances in major 

depression is unknown, researchers note that the same neurotransmitter systems that regulate 

mood, motivation, energy, and other functions may be abnormal in depression and contribute 

to sleep disturbance. Serotonergic neurons playa vital part in the modulation of the onset and 

maintenance of sleep, and sleep disturbances in depression have been linked to disturbances of 

serotonergic pathways. 

Clinical trials have repOlied significantly higher incidences of sedation with mirtazapine when 

compared with placebo. The adverse effects of sedation may be attributed to the antagonistic 

action of mirtazapine at histamine HI receptors. Sedation often seems to be present to a greater 

extent at lower doses, as the alertness of patients taking 15 and 30mg/day doses has found to be 

comparable even in the early days of treatment44
,45. One of the most common side effects seen 

in clinical trials of mirtazapine is dose-dependent drowsiness (54%t5
, which occurred in the 

first four weeks of treatment, while in this study drowsiness/sedation for mirtazapine was 

reported in 654 cases (66.3%) in the first month of treatment. 

133 



The side effect profile of paroxetine is similar to that of the other S SRls, except that paroxetine 

tends to be more sedating and constipating, probably because of its anticholinergic activit/6
. A 

PEM study comparing the safety profile of four SSRls showed that drowsiness/sedation was 

reported more often with fluvoxamine and paroxetine (IDs 22.6 and 20.5 per 1000 patient

months) in the first month of treatment than with fluoxetine and sertraline (IDs 8.2 and 7.3 per 

1000 patient-months). However, when compared to mirtazapine the IDs for 

drowsiness/sedation was significantly less in the paroxetine cohort (IDs for mirtazapine 58.1 

and for paroxetine 20.5 per 1000 patient-months). 

There are a number of clinical implications regarding the development of drowsiness/sedation 

with antidepressant treatment. In the clinical setting, patients may experience morning 

sedation and daytime drowsiness or fatigue. Drowsiness/sedation as an adverse effect of 

mirtazapine and paroxetine may impair judgement, thinking, and particularly, motor skills. The 

drowsiness associated with the use of these drugs may impair a patient's ability to drive, use 

machines or perform tasks that require alertness. Thus, patients should be cautioned about 

engaging in hazardous activities until they are reasonably certain that these therapies do not 

adversely affect their ability to perform these activities satisfactorily. Secondly, sedation is 

also one of the most common causes of drug-induced falls and fractures, especially in older 

people due to confusion and slowing of reaction time. Thirdly, the patients experiencing 

drowsiness/sedation need to be prescribed other drugs carefully, as combination treatments 

may further worsen drowsiness. Also, patients must be cautioned about the intake of alcohol, 

as antidpressants can potentiate the effect of alcohol, with an increase in drowsiness and 

sedation. 
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Weight gain 

Weight gain during antidepressant treatment can be a sign of improvement in patients who 

have weight loss as a symptom of depression, or a residual symptom in patients who overeat 

when depressed. However, significant weight gain during the acute phase of treatment or 

weight gain that continues despite achieving full remission of depressive symptoms is likely to 

be a side effect of antidepressant treatment. Weight gain is a relatively common problem 

during both acute and long-term treatment with antidepressants, and it is an impOliant 

contributing factor to non-compliance47
. It appears that tricyclic antidepressants (TCAs) and 

perhaps monoamine oxidase inhibitors (MAOIs) may be more likely to cause weight gain than 

the selective serotonin reuptake inhibitors (SSRIs) or other newer antidepressants, with the 

exception of mirtazapine, which may be placed between the SSRIs and the TCAs in terms of 

relative risk for weight gain. Paroxetine may be more likely to cause weight gain than the other 

SSRls during long-term treatment48
, although more studies are necessary to confirm these 

. . 
llTIpreSSlOns. 

In the mirtazapine cohort there were 523 (3.8% of total cohort) cases of weight gain reported of 

which 175 cases (33.4%) were reported in the first month. 362 (69.2%) of the 523 cases of 

weight gain discontinued treatment because of the event; while in the paroxetine cohort there 

were 84 (0.6% of total cohort) cases of weight gain, of which 14 (16.6%) cases of weight gain 

discontinued treatment because of the event. 

Apart from the high rates of treatment discontinuation and non-compliance as a result of 

weight gain during antidepressant therapy, there are other clinical implications as well. In this 

study nearly 70% of patients discontinued mirtazapine as a result of weight gain. Firstly, 
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weight gain associated with antidepressant medication affects general health and quality of life 

and can be difficult to manage. Secondly, weight gain associated with some psychotropic 

drugs (e.g. mirtazapine, olanzapine) has emerged as a major clinical problem during the 

treatment of some patients, as weight gain may lead to medical problems such as type 2 

diabetes mellitus, coronary artery disease including hypertension, sleep apnea, certain cancers, 

low back pain and arthritis49
. Some studies have suggested that mirtazapine treatment may lead 

to increases in blood lipids5o
,51. Weight gain has particular implications for women in terms of 

hormonal changes associated with menstrual irregularity, early menopause, sexual dysfunction 

and infertility. There are also negative impacts on self-esteem, stigma, quality of life, 

treatment adherence, and health care use. The above clinical implications should be taken into 

account when prescribing antidepressants to patients with depression. 

Sexual dysfunction 

Sexual dysfunction is common among individuals with major depressive disorder. For 

instance, a study by Kennedy and colleagues52
, revealed that of 134 patients with major 

depression surveyed, 40% of men and 50% of women reported decreased sexual interest; 40% 

to 50% of the sample also reported reduced levels of arousal. Sexual dysfunction is also a 

common side effect of antidepressant treatment, particularly with SSRls, and it has been 

estimated that treatment-emergent SSRI-induced sexual dysfunction ranges from 

approximately 30% to 70% of patients treated for depression53
,54,55. 

Antidepressant-induced sexual dysfunction becomes an important issue in the context of 

treatment effectiveness, as antidepressant medications are helpful only insofar as patients take 

them. Intolerable side effects may be one reason that patients are non-compliant with 
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antidepressant treatment. Given the important clinical implications of premature 

discontinuation -- for example, higher rates of relapse and recurrence -- increasing attention is 

currently being devoted to the management of antidepressant-induced sexual dysfunction and 

other unwanted side effects of pharmacotherapy for depression. 

The SSRls have the highest incidence of sexual dysfunction, close to 40% to 50%54. The 

incidence of sexual dysfunction associated with bupropion, mirtazapine and nefazodone is 

fairly low, usually less than 10%. In this study, the were a total of 71 (0.5% of total cohort) 

cases of sexual dysfunction (lD of 8.9 per 1000 patient-months), of which 32 (45%) cases 

were reported in the first month of treatment, and 22 (30.9%) cases discontinued treatment due 

to the adverse event in the paroxetine cohort. In the mirtazapine cohort there were a total of 29 

(0.2% of total cohort) cases of sexual dysfunction of which 10 (34.4%) cases were reported in 

the first month of treatment and 13 (44.8%) cases were reported to have discontinued 

treatment. 

Need for Continuous Postmarketing Surveillance 

The side effect profile of a licensed medication is not fully identified during the clinical trial 

programme conducted prior to its launch 19
. With mirtazapine, the adverse events, not 

confounded by indication, that were reported significantly more frequently in the first month of 

treatment compared to the second to sixth months were drowsiness/sedation, malaise/lassitude, 

dizziness, weight gain, intolerance, nausea/vomiting, anxiety, headache/migraine, respiratory 

tract infection, unspecified side effects, insomnia, appetite increased, oedema, agitation, 

dreams abnormal, aggression, tremor and confusion. Of these only drowsiness/sedation, weight 

gain, malaise/lassitude, nausea/vomiting were described in the SPC for mirtazapine 17
, at the 
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time of its launch. However, other events (anxiety, insomnia, oedema, agitation, aggression, 

abnormal dreams, aggression and tremor) are unlabelled adverse events, not included in the 

SPC. Similarly with paroxetine the adverse events not confounded by indication and that were 

reported significantly more frequently in the first month of treatment were nausea/vomiting, 

drowsiness/sedation, malaise/lassitude, headache/migraine, insomnia, tremor, dizziness, 

impotence/ejaculation failure, diarrhoea, sweating, dyspepsia, pain abdomen, anxiety and 

suicide attempt/overdose. These events in both the mirtazapine and paroxetine studies can be 

considered to be signals of a possible adverse event associated with starting the drug. However, 

anxiety and depression is more likely to be associated with the indication for treatment with 

paroxetine and mirtazapine than with adverse events to the drug itself. This demonstrates the 

need for systematic post-marketing surveillance, at least in the period that follows the launch of 

a new medication. 

Adequate systems {or spontaneous monitoring of adverse drug reactions 

Headache, abnormal dreams, agitation, intolerance, irritability, aggression, tremor, withdrawal 

symptom and oedema were also the events most commonly reported as suspected ADRs, 

excluding unspecified side effects, and the reason for stopping treatment with miliazapine. 

These events are also amongst those reported most frequently as suspected ADRs to the 

Medicines Control Agency (MCA _ (ADROIT DAP- listing 6/12/99; lower leg oedema 44, 

oedema NOS 43, abnormal dreams eight, insomnia 22, irritability 22, aggression 15, agitation 

17, withdrawal reactions nine, hallucinations 17 and rash 25). Only a proportion of adverse 

events described on green forms were reported to the regulatory authorities, suggesting that 
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comprehensive assessment of the profile of medications is not possible through current systems 

for spontaneous monitoring of adverse drug reactions. 

Consideration of specific adverse events in Mirtazapine & Paroxetine cohort 

A substantial proportion (40.4%) of the 84 cases of rash discontinued treatment because of the 

event. Rash was also amongst the most frequently reported suspected ADRs to the MCA but 

rash was not included in the SPC. Of the reports of cardiovascular events, the possibility that 

mirtazapine was associated with the event could not be excluded for four cases of palpitations 

,which resolved on discontinuing mirtazapine treatment. 

There were nine possible cases of hypotension of which only one was reported as possible 

suspected ADR. There were 116 reports of oedema, of which 33.6% discontinued the drug due 

to the event. Oedema has been listed as one of the rare undesirable side effects in the SPC. The 

other cardiovascular events possibly related to miliazapine in this study were dizziness, 

described in 122 reports (57 reported as possible suspected ADRs), and oedema, described in 

30 reports (7 reported as possible suspected ADRs). Dizziness in particular has important 

clinical implications, especially in the elderly as it is known to cause increased falls and 

fractures in that population. 

In the observational study for mirtazapine there were a total of 126 (1 % of total cohort; ID 5.3 

per 1000 patient-months) reported cases of agitation, of which nearly 60 (48%) cases were 

139 



reported in the first month of treatment and in 73 (58%) cases it was the reason for stopping 

treatment. Also, of the 73 possible cases of agitation 11 reported as possible suspected ADR. 

Aggression was reported in a total of 88 (0.6% of total cohort) cases, of which 51 (63.7%) 

cases were reported in the first month and 55 (62.5%) stopped mirtazapine. Also of the 70 

possible cases of aggression 14 reported as possible suspected ADR. There were 31 possible 

repOlis of abnormal dreams (15 reported as possible suspected ADR); 13 reports of 

hallucinations (two reported as suspected ADR); 14 possible cases of tremor (11 reported as 

suspected ADR); and five possible cases of withdrawal symptoms which were also reported as 

possible suspected ADRs. It is often difficult to distinguish adverse drug reactions manifest 

through changes in mental state or behaviour, from the underlying disorder being treated with 

psychotropic drugs, and particular vigilance may therefore be required in patients with mental 

health problems and with adverse events that appear similar to psychological symptoms. In this 

patient group, problems such as apathy, cognitive impairment and lack of insight may also lead 

to difficulties in the reporting of adverse effects. 

There were two cases of hepatic failure in this study, but these were not attributed to 

mirtazapine. There were 12 cases of abnormal liver function tests considered possibly related 

to mirtazapine use, four of which were also reported as possible suspected ADRs by the GPs. 

There were few serious events reported in this study. There were five reports of facial oedema, 

three cases of allergy, two cases of bone marrow toxicity and one case of myelodysplasia 

possibly associated with mirtazapine use. 
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One of the current concerns regarding paroxetine treatment is the potential for development of 

dependence .. In the paroxetine cohort there were a total of 15 reports of adverse reactions due 

to withdrawal reactions, while in the mirtazapine cohort there were 5 cases reported. 

In recent years, the CSM has drawn attention to a possible increase in the frequency of 

'withdrawal' symptoms with SSRls. During this study there was a greater tendency over time 

among GPs to use the word "withdrawal" when recording events occurring after 

discontinuation of antidepressant drugs, hypnotics and tranquillisers. The reports with events as 

"withdrawal symptoms" were analysed in detail, but they did not appear to provide any clear 

evidence of dependence. Many events were spontaneous, others merely represented a 

recurrence of symptoms present before the drug was stopped. There were certainly no reports 

such as tolerance, craving, drug-seeking behaviour or self-neglect which would support the 

diagnosis of physical or psychological dependence upon SSRls. 

The assessments of reports of epilepsy reported for paroxetine were inconclusive. There were 

some suggestions, that in five known epileptic patients, the fits might have been rather more 

frequent while using paroxetine, but no objective data - such as diaries recording the frequency 

of fits - were available. The reports of extra-pyramidal symptoms were also examined, and it 

was concluded that if they were drug-induced, this was more a class effect of SSRls and not 

one which is specific to paroxetine, having been seen in previous PEM studies with other 

SSRls. Tremor also appeared to be a class effect of all other SSRls studied by PEM. 
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There were two published literature reports of hyponatraemia with SSRI treatment, and 

therefore the reports of the seven patients in this study were reviewed. All but one were elderly 

and it was concluded that one of the seven probably developed hyponatraemia after paroxetine 

had caused vomiting. 

The only noteworthy difference between paroxetine and other two SSRls studied by PEM was 

the higher incidence of male sexual dysfunction. The incidence rate during the first month was 

7.1 per 1000 patient-months exposure, compared with 0.3 and 0.5 for fluvoxamine and 

fluoxetine respectively31 . 

Pregnancies 

It is well known that a substantial number of women of child-bearing age suffer from 

depression. A recent prevalence study was published in which 3472 pregnant women were 

screened for depressive symptoms, in which the authors found that 20% of the women 

surveyed scored above the cut-off score for depressive symptoms56
. This statistic coupled with 

the fact that at least 50% of pregnancies are unplanned means that a relatively large number of 

women may use an antidepressant in pregnancy, especially in the early stages. 

The safety of medication during pregnancy is always a concern particularly for newly marketed 

drugs, because of the limited experience of a drug during human pregnancy before marketing. 

However, severe depression and psychiatric problems may complicate pregnancy and it is 

recommended that minimal therapy should be used to treat psychiatric problems and 

depression because of the potential risks to mother and foetus. Few studies exist in the 
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literature on pregnancy outcomes following exposure to antidepressants. Those that have been 

published are comprised of sample sizes of 150 or less, which allow the detection of only a 

fourfold increase in risk for major malformations above the baseline of 1-3%. 

A meta analysis of the prospective cohort studies that compared outcomes from exposed 

women with those from non-exposed women for the currently available SSRls (citalopram, 

escitalopram, fluoxetine, fluvoxamine, paroxetine and sertraline) SNRI (venlafaxine), dual 

action drugs (nefazodone, trazodone and miliazapine) and bupropion57
, showed that 

malformations detected from the individuals studies did not consistently present anyone 

malformation or cluster of malformations, and that the observed anomalies (e.g. ventricular 

septal defect, hypospadius and cleft palate) were amongst the mostly commonly reported 

problems. In the PEM studies for mirtazapine and paroxetine, 41 women were known to have 

taken mirtazapine during the first trimester of pregnancy, of which there were four premature 

births and the baby born at 29 weeks had patent ductus arteriousus; while in the paroxetine 

study 63 women were known to have taken the drug in the first trimester of pregnancy, and 

there were no reports of congenital abnormalities. However, it may be helpful for physicians 

to question women of reproductive age whether they are intending to become pregnant, prior to 

starting treatment with newly licensed drugs of uncertain safety in pregnancy. 

Deaths 

There has been concern over a possible relationship between the use of antidepressants and 

deaths due to suicides and debate persists on whether the selective serotonin reuptake inhibitors 

might cause the emergence or worsening of suicidal ideas in vulnerable patients. All seriously 
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depressed patients are at potential risk of suicide and up to 15% of patients with unipolar 

depression eventually commit suicide and many patients will make suicide attempts58
. 

Fergusson et a1 59
, conducted a systematic review of published randomised controlled trials 

comparing SSRIs with either placebo or other active treatments in patients with depression and 

other clinical conditions and found an almost twofold increase in the odds of fatal and non-fatal 

suicidal attempts in users of SSRls compared with users of placebo or other therapeutic 

interventions (excluding tricyclics). No increase in risk was seen, however, when only fatal 

suicidal attempts were compared between SSRls and placebo, and also no differences were 

observed when overall suicide attempts were compared between users of SSRls and tricyclic 

andidepressants. The systematic review reported by Gunnell et al6o
, included published and 

unpublished randomised controlled trials submitted by pharmaceutical companies to the safety 

review of the Medicine and Healthcare products Regulatory Agency (MHRA). These trials 

compared SSRIs with placebo in adults with depression and other clinical conditions. The 

researchers found no evidence for an increased risk of completed suicide, only weak evidence 

of an increased risk of non-fatal self-harm, and inconclusive evidence of an increased risk of 

suicidal thoughts. A nested case-control study reported by Martinez et a161
, based on 

information extracted from the General Practice Research Database, analysed the risk of non

fatal self harm and suicide in patients with a new diagnosis of depression who were prescribed 

SSRls or tricyclics. The cohort included 146 095 patients. In comparison with users of 

tricyclics, users of SSRls were not at increased risk of suicide or non-fatal self harm. However, 

in patients aged 18 years or less, weak evidence indicated a higher risk of non-fatal self harm in 

those prescribed SSRIs. 

144 



In the mirtazapine study there were 13 deaths due to suicides (of which eight patients were still 

taking mirtazapine at the time of death), and eight deaths were as a result of overdose. After 

follow up none of the deaths due to suicide or overdose were considered related to mirtazapine. 

There were eight deaths for which the cause of death could not be ascertained. However, in the 

paroxetine study, 25 patients were rep011ed to have committed suicide during the six month 

period, eight of whom were known to have taken overdoses. Paroxetine had not been taken by 

any of these patients; 12 patients committed suicide by violent means (9 hanging, one from tall 

building, one carbon monoxide poisoning, one plastic bag). In the remaining five cases the 

manner of death was not established. No deaths were attributed to paroxetine. 
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CHAPTER 6: CONCLUSION 
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Mirtazapine is the first of a new class of antidepressants, the noradrenaline and serotonin 

specific antidepressants (NaSSA). It is indicated for the treatment of all types of depressive 

illness and was first marketed in the UK in 1997. The main study described within this thesis 

was a large, non-interventional observational cohort study started immediately after 

mirtazapine was introduced into the UK market. The study was undertaken as an exercise in 

pharmacovigilance and adds to the data provided by the UK spontaneous adverse drug reaction 

reporting scheme. The study included l3 554 patients (60 022 patient-months of exposure to 

mirtazapine). Thus, the data are likely to have substantially increased the recorded safety 

database of the drug used in the kinds of patients who receive the medication in "real world" 

clinical practice. 

The study was of national proportions and systematic 111 that the entire cohort for whom 

prescriptions were available represented the first group of patients given mirtazapine after its 

introduction into clinical practice in England. The analysis was based upon Prescription Event 

Monitoring (PEM) and was capable of identifying signals that none of the participating doctors 

suspected to be caused by the drug. The PEM methodology used in this study also readily 

permits contact between the medical and scientific staff at the DSRU and the prescribing GPs, 

allowing for extensive follow-up and collection of additional data for patients of special 

interest, or in those who died. 

A possible weakness of this study was the response rate. Only 15 684 (56%) of the 28,016 

green forms that were posted were returned, which could conceal biases. If the patients whose 

GPs failed to return the green forms were different from the patients whose GPs responded, 
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then this difference may have remained undetected. Neveliheless, the response rate was 

substantial compared to the rate of reporting in spontaneous adverse-reaction repOliing 

schemes. It is also satisfactory compared to the response rate in GP postal surveys in general28
. 

In the mirtazapine PEM study the response rate was slightly lower than in the paroxetine PEM 

study (60.7%). 

Drowsiness/sedation was the most frequent reason for stopping mirtazapine and the event with 

the highest ID in the first month of treatment (58.1 reports per 1000 patient-months of therapy). 

The incidence rate for drowsiness/sedation was significantly higher with mirtazapine when 

compared to paroxetine (ID1 20.5) and also to the other three SSRIs studied by PEM 

(fluvoxamine: drowsiness/sedation ID1 22.6; fluoxetine 8.2; sertraline 7.3)29. There were 985 

(7.3% of total cohort) cases of drowsiness/sedation in this study, of which 654 cases (66.3%) 

were reported in the first month. A substantial proportion (81.2%) of the 985 cases of 

drowsiness/sedation discontinued treatment because of the event. It has been reported that 

there is a lower incidence of drowsiness/sedation after the first week of starting mirtazapine 

(SmPC Organon Laboratories, 1997) 17. 

The incidence of some events in this study is lower than that reported in published trials, but, 

for others the event rate was within the proportion given in the SmPC for mirtazapine. There 

are several factors that might explain this difference. Clinical trial subjects are followed up 

regularly and frequently, whereas in clinical practice patients may not repmi minor complaints 

to their GPs. When patients are monitored by psychiatrists or community psychiatric nurses, 

events may not be recorded in the GP records. Finally, GPs may fail to report events on the 
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green forms. However, PEM reflects the "real world" of general medical practice in England, 

and therefore is more likely to be "generalisable" or representative of the use of mirtazapine in 

the population of patients who will receive this drug for depression than those receiving drugs 

in clinical trials represent a carefully selected group. 

Weight gam was another common adverse event in this study. Weight gam during 

antidepressant treatment can either be a sign of improvement in patients who have lost weight 

due to the illness, or a side-effect of the treatment. In the miliazapine PEM study, weight gain 

was reported as an adverse event with an IDI of 15.6 per 1000 patient-months of exposure. 

There were 523 cases of weight gain reported in this study, of which 175 cases (33.4%) were 

reported in the first month itself. Three hundred and sixty two (362) (69.2%) of the 523 cases 

with weight gain discontinued treatment due to the event. It was also one of the most 

frequently repotied reasons for stopping mirtazapine in 362 patients (2.6% of total cohort). By 

contrast, in the paroxetine PEM study, there were only 84 (0.6% of total cohort) cases of 

weight gain, of which only 38 cases were repolied in the first month of treatment. 

Agitation and aggression are side-effects sometimes associated with the use of antidepressants. 

In the mirtazapine study, during the first month of treatment, the ID for agitation (lDJ 5.3) and 

aggression (IDJ 4.7) was similar to paroxetine (agitation IDJ 5.0); and similar to that seen with 

two other SSRls: sertraline, agitation IDJ 4.9; fluoxetine, agitation IDJ 5.9. With another 

SSRI, fluvoxamine, the IDJ 9.3, was notably higher29. 
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Events which are not listed in the SmPC for mirtazapine or paroxetine (unlabelled adverse 

events) could be confounded by indication. However, further studies and lager databases would 

be needed to allow further possible evaluation of these events as potential confounders. Rash, 

an unlabelled adverse event, was also amongst the most frequently reported reasons for 

stopping treatment, but rash was not included in the SmPC 17
. A substantial proportion (40.4%) 

of the 84 cases of rash discontinued treatment because of the event. 

Of the reports of cardiovascular events, the possibility that mirtazapine was associated with the 

event could not be excluded for four cases of palpitations which resolved on discontinuing 

mitiazapine. The other event possibly related to mirtazapine was dizziness in 122 patients (57 

reported as a possible suspected ADR), which again was not included in the SmPC 17
. Oedema 

was another event (196 reports), where more than one third (33.6%) discontinued the drug due 

to the event, though oedema has been listed as a rare undesireable side-effect in the SmPC. 

There were a number of serious suspected ADRs reported in this study. There were five reports 

of facial oedema, three reports of allergy, two cases of bone marrow toxicity and one case of 

myelodysplasia possibly associated with mirtazapine use and this illustrated the use of this 

form of post-marketing surveillance studies in large cohort of patients. 

Possibilities for improved pharmacovigilance 

Within the last decade, there has been a growl11g awareness that the scope of 

pharmacovigilance should be extended beyond the strict confines of detecting new signals of 
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safety concerns. Pharmacovigilance is the science and activities relating to the detection, 

assessment, understanding and prevention of adverse effects or any other possible drug-related 

problems. Recently, its remit has been widened to include herbal, traditional and 

complementary medicines, blood products, biological products, medical devices and vaccines .. 

Many other issues are relevant to pharmacovigilance, namely the production of substandard 

medicines: medication errors: lack of efficacy in reports of the use of medicines for 

unapproved indications; assessment of drug-related mortality; abuse and misuse of medicines; 

and adverse interactions of medicines with chemicals, other medicines, and food. 

The specific aims of pharmacovigilance are to improve patient care and safety in relation to the 

use of medicines and all medical and paramedical interventions; to improve public health and 

safety in relation to the use of medicines: to contribute to the assessment of benefit, harm, 

effectiveness and risk of medicines, encouraging their safe, rational and more effective 

(including cost-effective) use; and to promote understanding, education and clinical training in 

pharmacovigilance and its effective communication to the public. 

For these reasons, it is imperative that pharmacovigilance and post-marketing surveillance 

should be mandatory, so that more complete information on any new medication is available to 

clinicians, to optimise the treatment of patients in routine medical practice. Suggestions to 

improve pharmacovigilance could include mandatory ADR reporting by all health care 

professionals via the Yellow Card Scheme for all new drugs on market; improved quality of 

monitoring through the use of a control group of patients with the same condition, but who 

have not been exposed to the study drug, and perhaps through the use of automatically updated 

pharmacovigilance information, available through the Internet. 
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But the onus on spontaneous reporting the detection of unexpected ADRs will continue to rely 

on the awareness and co-operation of sensitive clinicians. Improvements in this area are only 

likely to be accomplished through the provision of increased resources and more effective 

collaboration between practitioners, national monitoring centres, regulatory authorities, 

university institutions and pharmaceutical manufacturers. 
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Appendix 1: Summary of Product Characteristics 

StJi\L\L\RY OF PROl)l1CT CHARACTERISTICS 

I. Naml' of the medicinal pnJduct 

Zispin 30 mg T 

Qualitalive and quantita/in' compositioll 
Ea.::h tablel ,·,'nt'lins .<0 illt: "I' Illinalapine. 

3. Pharmaceutical fonn 
Tablet 

4. Clinical partieulal's 
4,J Therapeutic Indication.s 
Treatment PI' dcprc',,,,j\'C' illnl''''' 

4" Posolo;!;y and method or :ulministnltion 
The tahh:t> should h,' ukc'1l nrally. if IlCCl'ss;lr~ with nuicl. and swalh>\,vcd withnut chcwing. 

Adllits Trc:allllcni shllltid begin \\ith 15mg daily. The dosage genc:rally need:,> (0 be incrc;lsed to 

Elderly 

Children 

obtain ;111 ,)ptimal c'lil1i,:al rc:spl)nsc.Th.: efreclin:' daily dOse i,; usually between I.'" and 

-15mg 

The recnllllllt:ndcd dOse i~ the same ;)S that fill' adults. In elclerly pati.:nts an increase in 

clusing should bl' dOlll' lIndC'!" dn"c SlipelYisiOl1 to dicit a satisfactory aild safe re:<ponse. 

Since s;lfct: and d'fical:y of Zispin ha~ nnl oet'n e~tablished in i.:hildrel1. it is Ill)! 

n:cummclllkd In Ir,'at children \viTh Zispin. 
The clearance or Illina/apilk' may be decrl'ased in paticnb with renal or h<~patic in>.ufficicllcy. This 
~holiid be takt:n inr" a'::c\)lIIH \\h("l1 prescribing Zispin to thi~ catcgpry or patient:'.. 

,vlinazapine ha" :1 halr-lik "I' :20-40 Iwurs and thl'ref'>fe' Zispin is suitahle for illlCe-a-day 

adminiSlnltinll. It "huuld be t;lKl'l1 preferably as a sint:ll> night-rime Just' herlm: going w hed. Zispin 

may also be given in suh-dose, cquaJiy divided over the day (nnce in thc morning and once al night

limcl, 

Treatlllent "hould prefLrahly b,> cOl1tinllcd until til,: paticnt has heen completely symptom-free for 4-fJ 

months .. ~fter rhis. rr,'atmcllt <:;111 be gradually discontinued. Tn:ailllenl with an adequate til)Se should 

result in ;J positive response wirhili 2-4 week". \Vith an insufficil'il! response, rhe' dost' can be increased 
up to lht' maximum tlnSl'. If there i .. no respons,," within a further 2-4 week .. , then treatmclH slwuld be 

stopped. 

4.3 Contraindica lions 

Hypersensitivity to minalapinc or ~lI1y of the orilcr ingredients of Zispin. 

4.4 Special warnings and special precautions for \lSI' 

Reversible white blllOd cdl di"ortiers including agrallulocytosis.leuknpcnia and gr:.mu!oeytopenia have 
been reported with Zispin. \Virh respeLl to agranulocytosis the physician sbould be alert to symptollls 
such as fever. sore throat. stomatitis 'l.r other signs of infection: when such symptoms occur. treatment 

shuuld be SlOpped and blood COUllts taken. Patients should also be advised of the importance of these 

symptoms. 

Careful dosing as well as regular and dose monitoring i~ nece~sary in patients with: 
epilepsy and organic brain syndrome: from clinical experience it appears that insults occur rarely 
in patients tre3ted with Zi:-;pin 

hepatic or renal insuffi~'iency 
cardiac diseases liKe conduction disturbances, angina pedori;:. and recent myocardial infarct. where 

nonnal precautions should be taken and concomitant medicines ean"fully administered 

11m;' blood prcssure. 

1 



Appendix 1: Summary of Product Characteristics (continued) 

As with other antidepressants care slloulJ be taken in patients with: 

micturition disturbances like prostate hypertrophy (although problems are not to be expected 

because Zispin possesses only very weak anticholinergic activity) 

acute narrow-angle glaucoma ,md increased intra-ocular pressure (also here little chance of 

problems wilh Zispin because of its very weak anticholinergic activity) 
diabetcs mellitus. 

Treatment :'.hDuld be discontinued if jaundice occurs. 

rVlorcover. Cl:'. with other antidepres~ants. the following should be taken inlo account: 
wop;cning of psychotic symptoms can occur \-vhen antidepressants are administered to patients 

with schizophrenia or other psychotic disturbances: paranoid thoughts can he intensified 

when tile depressive phase of manic-depressive psychosis is being treated. it can transform into the 
manic phase 

with regard to the chance of suicide. in particular at the beginning of treatment. only a limited 

Humber nf Zispin tablets should be given to the patient 
although antidepressants are not addictive. the ahrupt termination of tn::atment after long-term 

administration may result in nausea. headache and malaise 

dderly patients are often more sensitive. especially \vith regard to Ihe side-effects of 

antidepressants. During clinical research with Zispin. side-effects have not been reported more 

often in elderly patients than in olher age groups: however experience until now is limited. 

4.5 Interaction with other medicaments and other forms of interaction 
Mirlazapine may potentiate the central nervous dampening action of akohnl: patients should 

therefore be advised to avoid alcohol during treallllent with Zispin. 
Zispin should not be administered concomitantly with MAO inhibitors or within two weeks of 

cessation of therapy , .... ith these agents. 

MiJ1aZapine may potentiate the sedative t:lTects of benzodiazepines; caution should be taken when 

these Jrugs are prescribed together with Zispin. 

No data are available from formal clinical studies on interactions with neuroleptics. 
In vitro data suggest that mirra/apinc is a very weak competitive inhibitor of the cytochrome P450 

enzymes CYPI A2. CYP:2D6 and CYPYA and clinically significant interactions are unlikely with 

mirtazapine. 

4.6 Pregnancy and lactation 
The safety of Zispin in human pregnancy has not been estahlished. 

Reproduction studies in pregnant rats and rabbits at doses lip to 100 mg/kg and -'1-0 mg/kg (approx. 3 
and S times respectively the maximum recommended human dose on the hasi~ of exposure) have 

revealed no evidence of teratogenic effects. There was. however, in rats an increase in post

implantation loss: there was also an increase in pup deaths during the first three days of lactation (cause 

or death unknown) and ~I decrease in pup birth wGights. These findings are common with eNS-active 

drugs al high dose levels in animals. 

As the relevance of these findings t(1 humans is not certain the use of Zispin during pregnancy is not 

recommended. \Vomen of child bearing potential should employ an adequate method of contraception 

jf taking Zispin. 

Although animal experiments show that mirtazapine is excreted only in very small amounts in the milk, 

the use of Zispin in nursing mothers is not recommended since no human da~a in breast milk are 

available. 

4.7 Effect., on ability to drive and use machines 
, Zispin has sedative properties and may impair concentration and alertness. Patients treated with Zispin 

should avoid the perfonnance of potentially dangerous tasks. which require alertness and good 

concentration. such as driving a motor vehicle or operating machinery. .1 
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Appendix 1: Summary of Product Characteristics (continued) 

4.8 Undesirable effects 
Depressed patients display a number of symptoms that are associated \vith the illness itself. It is 
therefore sometimes difficult to ascertain \vhich symptoms are a result of the illness itself and which 
are a result of treatment with Zispin. 
The following adverse effects have been repOJ1ed: 
Common I> IIJOO): Increase in appetite and weight gain. Drowsiness/sedation. generally occurring 
during the first few \veeks of treatment. (N.B. dose reduction generally does not lead to less sedation 
but can jeopardize antidepressant efficacy). 
Less COlllllwn: Increases in liver enzyme levels. 
Rare « I//O{)O): Oedema and accompanying weight gain. Reversible agranulocytosis h,L<; been 
reponed as a rare occurrence with Zispin. (See also section 4.4 'Special warnings and special 
precautions for use'). (Orthostatic) hypotension. Exanthema. Mania. convulsions (inSll ItS). tremor. 
myoclonus. 

4.9 Overdose 
Toxicity studies in animals suggest that clinically relevant cardiotoxic effects will nO[ occur after 
(l\'crdosing with Zispin. Experience in clinical trials and from the market has shown that no serious 
adverse etrects have been associated with Zispin in overdose. Symptoms of acute overdosage are 
confined to prolonged sedation. 
Cases of overdose should be treated by gastric lavage with appropriate symptomatic and supponive 
therapy for vital functions. 

5. Pharmacological properties 
Zispin (minazapine) is an antidepressant. which can be given as treatment for episodes of major 
depression. The presence of symptoms sllch as anhedonia. psychomotor inhibitillil. sleep disturbances 
(early wakening) and weight loss. increase the chance of a positive response. Other symptoms are: loss 
of inlt'rest. suicidal thoughts and changes in mood (better in the evening than in the morning!. Zispin 
hegins 10 exert its effect in general after 1-2 weeks of treatment. 

5.1 Pharmacodynamic pmperties 
ivI irt:.Izapine is a centrally active presynaptic ((,-antagonist. which increases central noradrenergic and 
seroronergic neurotransmission. The enhancenlent of serotonergic neurotransmission is specifically 
mediated via 5-HT I receptors. because 5-HT2 and 5-HT3 receptors are blocked by minuzapine. Both 
enantiomers of mirrazapine are presllmed 10 contlihute to the antidepressant activity; the S(+) 
enantiorner by blocking (X2 and 5-HT 2 receptors and the R(-) cnamiomer by blocking 5-HT 3 recep[()rs. 
The histamine H I-antagonistic activity of minazapine is responsible for it:-; sedative properties. 
ivIirtazapine is generally weiliolerated. It has practically no anticholinergic activity ~ll1d. at therapeutic 
doses. has practically no effeCt on the cardiovascular system. 

5.2 Pharmacokinetic properties 

After oral administTation of Zispin tablets. the active constituent minazapine is rapidly and well 
absorbed fbi()uvailability '" 50lJ0). reaching peak plasma levels after' aboul 2 hours, Binding of 
minazapine to p);L~ma proteins is appro;>;. 85(1('. The mean half-life of elimination is 20-40 hlJlIfS: longer 
half-lives, up to 65 hours, have occasionally been recorded and shorter half-lives have been seen in 
young men. The half-life of elimination is sufficient to justify once-a-day dosing. Steady state is 
reached after 3-4 days, after which there is no further accumulation. Mirtazapine displays linear 
pharmacokinetics withirPthe recommended dose range. Food intake has no influence on the 
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Appendix 1: Summary of Product Characteristics (continued) 

ph~lnllaC\lhindrL'-; 1)( mirlazapine. l'\':lirr~llapjnc is c.\lcnsi\'cl} !1lciabdliz;: .. d ';JnJ eliminated \'i~1 ihl' nr!l1(' 

and Llcre,-.. \\'ilhtn :1 rev\. t!lIYS-. tVlajtlf i1<.lih\\';'lY~ pf h.iolr~U1=,form.;liion arc d~:11Clhybti\)n z.H1d P\id~Hi('!L 

fu/lo\\:eJ b:' (onju~;llion, fn vitro tbta fr~1I11 human liYl'T Inicn)so!1lt.'~ jndil.....~;lte thaI LytnchnHnt P-t50 

C'lllYHlc,", C'r'P2D() ~HH.f CYPi A2 arl" tnvohcd in rht: fOfln~ri~')J1 of lhe X-h)'drnxy ml'iiihdiL.: of 

mirIa:.-:api[}.:. ;\ hLTCI:-. CYP3A-l is cl)nsjLi~f~d to bt", responsihle for !h(' fOr01:ltion \)f tlk" N-dC'H1l~lilyj ~Ind 

N-~)xide nh:I;lh{)li!,-·:~.TI1L' dcm('[hyt lnct;..d:~ohlC' is pharma.:nlogic .. lify a'::ii\"C, ;..md appears ill Ii~:\t> the 

.:-.ank' pharlll~! .... ~\)km('!il' !.1rt'lrik ~lS Ih~ par~n: ~:t)mpl)t1nd, There arc no di!Tcn:nt:::-s in the rh:lrrll~;,:nki!l{"l;\.' 

p~lr~mlt.·h:'.'T~ nf r~h.·\...~rnj .... mirlazupine or its dL'I11L'ihyl I11c!~bntflc in ("~:Lns.i\'e and ppnr H1dah(',ll",'..?T'. 

PIa<;!Il;J Jlll"lahoiik profile" for rhe individual ~nallriom('rs afe quaJi!;tliVt"ly ... imilar in ('.\h:~n ... j\e ~Uid 

pnur nWfahpJi""t.'r ... 

The dearal1l'C of minazapinc may I~' dccrc-ast'd a~ a reSuJr \)f n~n<ll or hepatic in;-"llffi\.:it~n~.::. 

5.3 Pn'Clinicai sat'l'f} dala 
:\1) :-.pceial p;JrlH,.-uiar:-. 

6. Pharm",:eulit-al p,wliculars 

0.1 List of cxdpienls 

Zi~pln 30 m~ [abler-.. conrain: 
Cnn.' Built .'~tan .. :h. hydn)xyprnpyi ceiJnh\<;C". m~:gn('...;iurn .... tt.";.tr;.1h,?'_ \.'nndida~ 

s;Ji\.."\!1 dioxidl". lal'lt ... ~..:' 

Coating byer . hvdro\~propy! muhykd!"I()s,~. p<>lyerhyklle 1'lyc',,1 >;nnn. rilaniwll 

di'.lxidc lEi7' J. Yt.'II'l\\' iron oxjd~ tEI71) ~lilJ l ..... ·d iron d\.idt..' f.EI72}, 

0.2 Illcompa!ihililies 

"'ot "pplir;,bll' 

6.3 Sht'lf life 
The ,hdf Iir~ ii" ij,pin tabler, is 3 },;-ars. if '("fed in the dark and dry:Jl ::"~(( C Zi'pin(;.bkl s ,ilould 

11111 be u,t'd "ftcr tnc expiry Jale Oil lh" IXlcbgt:'. 

6 ... Spedal precautions for storag(' 

Zi,pin should hl' slured in the (brf.: and dr~. 

6.5 Naturc and Clllltenls of containers 
Zis:pin (abkt~ arc oy.:.iI. hll·l)I1Vt".\. SCt)I\~.·d .. Hal rn;u'ked \vith ·()r~anoll· OJ) nne siuc~and a ("(lelL' i.!t1 !ih,: 

other side. 

Zi,pin labkls arc packed in child·sak. pllsh-rhrnugh "trips made ,,( "paque white polyvinyl .:hi"ndc 
IIJIll and aluminium ft.}l containing a 11(,:lI-st'al coaflng on the sidt" in COllla~[ \vith rhe tahkt:-.. 

Pack size: 4 pu.;;,h-rhrtlugh :'Jtrips wirh 7 rc-d-brown lablct~ ~a.:h l'Onrainlilg ,;0 n1g fnin~lz.aplnc h'odt, rz!)). 

6.(, Instructions for usclhandling 

NOI applicahk 

7. .\larkcting authorization holdc,' 

Organon Laboratories Limited. Cambridge SClt:J1ce Park. Ivlilt • .>tJ Rn"d. Cambridge:. CB4 4FL 

8. Mark:-ting authorization numher: 
PL OOfJ5!(!145 

9. Date of firsl authorization/renewal or aUlhorization 
July 1997 

10. DATE Of (PARTIAl.) REVJSIO.'II OFTHE TEXT 

July 1997 

Ref: liSZISPIA 
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Appendix 2: Treatment after stopping mirtazapine 

Forty one drugs were substituted for the monitored drug in 451 of the patients in 

whom mirtazapine was withdrawn. The medication most frequently substituted was 

fluoxetine in 111 (24.6%) patients and paroxetine in 75 patients (16.6%). The total 

number of substituted drugs was 468 indicating that 17 patients received two drugs 

after stopping treatment with mirtazapine. 

Drug 

fluoxetine 
paroxetine 
venlafaxine 
dothiepin 
citalopram 
lofepramine 
antidepressant unspecified 
sertraline 
amitriptyline 
trazodone 
reboxetine 
lithium 
nefazodone 
clomipramine 
flupenthixol 
carbamazepine 
diazepam 
haloperidol 
ImIpramme 
moclobemide 
other substances 
sulpiride 
trimipramine 
zopiclone 
chlorproJllazine 
cisapride 
Dianette 
fluvoxamine 

. . 
mlansenn 
mirtazapine 
Motival 
olanzapine 
Optimax 
oxazepam 
phenelzine 

Number 

111 
75 
45 
44 
33 
22 
21 
18 
16 
15 
10 
7 
7 
5 
4 
2 
2 
2 
2 
2 
2 
2 
2 
2 
1 
1 
1 

$ ,: 1 
1 
1 
1 

J. 1 
], 

1 
1 
1 



Appendix 2: Treatment after stopping mirtazapine (continued) 

Drug Number 

promazme 1 
risperidone 1 
thioridazine 1 
tranylcypromine 1 
trifluoperazine 1 
Triptafen 1 

Total 468 



Appendix 3a. All events reported on green forms for mirtazapine 

2 
3 
4 

A 
EVENT Mthl i 

~~;t~tot;;I----==_--~=~=-____ · (1267f13535 i .!~4342 __ 
Denomillator male .. __ ---1-_ 430~L_~203j __ 5178L~_ ... ~45~ 5!~L_511!5~ __ 
Denominatorfemale ' 69094' 8268; 8230 8206'-8183'-81481 81111 

Skin 
-~~---~~~- -~~--"-----'---~ -~--,----~"-- ---;-

5 
6 Acne 

Acne 7 
8 
9 

10 
11 

Acne rosacea 

~Iopt:c;i~____ 
Cyst sebac:.t:()us 
Dermatitis 

---- --

12 
13 

Dermatitis contact 
skin 

14 Eczema 
15 Eczema 

16 _.Intertri~. 

17 .})O~llpholyx_ .. 
18 Eczema varicose 

t-""'19"'-+E-r-U-E.-ti-on~b-ul-lo.c..u:"'s-._._-_.---

20 Blister 
21 Dermatitis 

22 Ery~lel11.~ _____ _ 
23 
24 
25 
26 
27 
28 

Erythema nodosum 

Eryt12l".oder~ __ 
Dermatitis exfoliative 

Folliculitis 

!1~iringr()\Vn 
Hair loss 

1---'2::.9=--f"H.=.e:.::.rp<:..e:.::s..:::s imp I.e><,. skin 
30 Herpes zoster 
31 Hirsutism 
32 
33 
34 _.f~t)'l:iasi_s_ 
35 Infec:.tioll.S.](~112_Ull~peci!ied/local bacterial 
36 Abscess skin 
37 
38 
39 
40 
41 

-----~-""-,,~ 

Cellulitis 

_ Impet~g~ __ _ 
Infection skin 

Par{)l1l'chia _._ .. _ .. ____ . __ .. 
Lice 

42 Lichen sc1erosus 
43 discoid t-..,....,.-j---''----:-
44]\1 ail chang~_ 

45 N~iLcl1~Ege 
46 Nail 

t--4-:-:7:-1COnycll0~11)'Cosis 
48 Pll0tos~11~i~:"iIL. 
49 !'ignlentation 
50 Pressure sore 

.--"-~-,~-

51 Pruritus 
52 Pruritus 
53 Pruritus ani 
54 Pruritus vulvae 
55 
56 
57 
58 Scabies 
59 Seborrhoea 
60 Dandruff 
61 Seborrhoea 

62 .§i~l11~ pilonici.aL 
63 Sore skin 

8 

5 2, 
9, 
4 

15 
5 
6 

-i---

Ii 

2 
3 

4 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

Ii 

1. 

15 
16 

2 

5 
5 
3 

J 
Not 



Appendix 3a. All events reported on green forms for mirtazapine 

1--...;.1~.=EVENT 
2 Denominato.· total 
3 Denominator male 
4 Denominator female 

1--6:-4--1 TC·i'·n-ea 

1--6-5--1Ulcer skin 

66 Urticaria 
67 
68 

69 
70 Arthritis 

----~-"----

t--:7:-:1--1A .. rthritis psoriatic. 
72 Arthritis rheumatoid 
73 Arthritis rheumatoid* 

1--7;....4'--j.B:::.on e ab norm a I 
75 Bursitis 
76 Bursitis 
77 Bursitis knee 
78 Bursitis olecranon 
79 Bursitis toe 
80 .c::apsuli~ __ _ 
81 
82 
83 
84 
85 
86 
87 
88 
89 

Chondromalacia 
--""~-----~--.-

.c::rame..~_. 

90 Muscle weakness 
91 M}'[ilgia ___. 

A 

92 N~~~r1tr[lpmer21_._ 
93 _Carp.aL tunl1el syndJ'(jme 
94 N er~veentf<1p.n1ellt_ 
95 Osteoarthritis 
96 Osteochondritis 

-~-~-.--~. 

97 Osteo~1~yelitis 

98 
99 

.QsteoJJ.()£.osis 
Pain back 

Total: Mth1 
..1i~(j~~ri 3~I5L-- - -13434 
~_~Q9.§_ .. 5203~ ... 5178 

69094 i 8268 8230' 
18 3 

·T 6 3 2 
3 2 

I' 

100 Pain bone 
1--1"':0"':1-Fp-"a::c:.in· gr·-o=ir·:t..··· .. ·_··.···.·_···.·.. . .. -.. _ .. 

102 R[liEjslint_ 
1 03 Rain joint... 
1 04 Rheumatism 
105 Pain limb 
106 Pain neck 

---~------------------------ -~--

107 Plantar fasciitis 
108 PoIy..n~[ll£ifl.rheun-r.[itica 
109 Rotator cuff 
110 Sciatica --- ----

111 Scoliosis 
112 ~pasm muscular . 
113 Sponcl.Yl()~is ... ~_ 
114~pondylosis cervi.ca.L 
11 5 Swell i!1g,j()i~t_ 
116 
117 
118 
119 
120 
121 
122 

IEigger finger .. ~ .. __ 
TOTAL 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

J 
Not 

""-~----~~~- -" 

13 

6 

. known 

2 
2 

9 

2 



Appendix 3a. All events reported on green forms for mirtazapine 

A 
1 EVENT 
2 Denominator total 
3 Denominator m.--,,-al--,-e __ 

4 Denominator female 

123 £'.sychi~tric 
124 Aggression __ _ 
125 Agitation 

----- -i- -------'-':..:......------=--:cc-

126 Alcoholism 
127 Alcohol withdrawal 
128 Alcoholism * 
129 Alcoholism acute 
130 
131 
132 
133 Behaviour abnormal 

--------~-------------- --------------

~11-33~45~-C-o-nf-u-s-i-Ol-l---- ___ _ 
Delusion 

. _____ . ______ . _____ .. __ ._+ ______ ...c:_C--'--____ c.:c_i_ 

136 Dementia 
137 Alzheimer's disease* 

-. -"--- --f-------'--.---

138 Dementia 
139 Dementia senile* 
140 I).ejJersonalization 
141 
142 
143 
144 
145 
146 
147 Formication 

148 Glob_u._s_.,, ___ ... ______ ._ 
149 Grief reaction --- ------_. 
150 Hallucination 

---------~-

151 Hyp_eI~c:!iv~ __ _ 
152 Hypocl1ond!ias~ __ _ 

6 

9 
772' 
765 

153 !IYP0.Elania___ 7 
154 Insomnia 257! 
155 ------- .----.---------J--=7r~-

156 Libido decreased 
157 Malais.ez lassitude 
158 Lassitude 

------

159 Malaise 
-----

160 Mania 
161 Mood chm~ 
162I\1ood chan~ 
163 Mood swings 
164 Neurosis 
165 ()_b~~sion/compulsive._ 

166 Panic attack 
167 Paranoia 
168 Phobia 
169 ~goraphob~_ 
170 _ Cancer phobia __ 
171 Phobia 
172 PsYchos~ _________ _ 
173 Schizoplll'enia ____ _ 
174 Self injury 
175 Senility_. __ _ 
176 Somnambulism 
177 .§.uic;idal thclUght 
17 8 ~_llici.cI_e l1ttemP.h_drug overdose 
179 Overdose' 
180 .J)-"erdoseo~l1er drLJg~ __ _ 
181 Overdose unknown dru * 

50 
15 

2 

6 
159 
156 

20, 
8' 

1 
- -, 
2 

101 
100 

2 

--~-'-
45 
13 

3 

I 
21 

1 

2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

86 

12 

J 
Not 

known 

2 

I 

13 
13 

40 
40 

3 

3 



Appendix 3a. All events reported on green forms for mirtazapine 

2 
EVENT 
Denominator total 
Denominator male 
Denominator female 

A 

3 
4 

182 
-~~-----~~-~~-~--

Suicide 
183 Suicide threat 
184 Tics 

---~----~~-~--.-.--

1---'-1.:..;85:......j~T, ... O=LA_L_____ ____ __ _. ___ =-3=-21,_=6 ___ --=--=-_-=-.:..; ___ _ 

186 _~e_l1!ral an~l;)_eriph_~-,"clL Nerv0l!~_~}'stem 
187 Amnesia 28 

------
188 b..rhasia, cl)'sJJI2asi<! __ _ 
189 _ D)'sphasia___ _ 
190 Ataxia 
1 91 B uming sel1siltioll 
192 Coma 

194 Convulsion* 
t-:-1 9::-:5:-i-=-

196 
197 
198 
199 
200 
201 
202 
203 

Dizziness 

204 Extrapyrall1J.cI_al~isease 
205 _ Dystonia 
206 _J.:xtrapYl'a111idal disease 
207_~_J)Vement in"oluntar), 
208 Parkinson's disease* 

--~~-~----------~-

209 cold 
210 hot 
211 Flushing 
212 Head..a.clIe, migrai~ __ _ 
213 Headache 
214 
215 
216 

__ M~graine ._ 
Hemi ~~:>is___ 
Lost consciousness 

21 7 M en~IgJtls.._______ _ _ _ _ ____ _ 
218 Meningitis--" ____________ . __ 

219 Multiple sclerosis_______ _____ ----------~-----c------___+__--------.;-... ---

220 
221 
222 ~~uralgia trigeminal_ 
223 Neuropathy 
224 
225 
226 

Neuritis* 
.J'-!..t!.uroJJiltll)'_jJel:ie'l~<!l 
_Neu£opathy _ _ 

22 7 P..ar[!/)'S~()(;l,Il<lr 
228 Paresis 

229 !'~V.il:[!/SYlI.clJ:o!.~ 
230 Ptosis -------------------- --- - ----- -------------+-- ----'-,--
231 Sensation abnormal 
232 
233 Paraesthesia 

-------

234 taste abnormal 
235 Taste abnormal 
236 Syncop~ __ 
237 Tremor 
238 TOTAL 

239 Eye __ 
240 Amaurosis 

H J 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

80 

2 

4 



Appendix 3a. All events reported on green forms for mirtazapine 

1 
2 
3 
4 

241 
242 
243 

EVENT 
Denominator total 
Denominator male 
Denominatol' female 

Amaurosis 

!3Jepharitis 
Cataract 

244 Conjunctivitis ~ ... 
245 (:,orneal dy~tropll}'~. 
246 Meibomian 

247 Drye~ __ ~~~. 
248 Epis~~ritis ~~ __ 
249 Floaters 
250 Glaucoma 

A 

251fI_a.i.!lllorrha.g~StIb..£onju~!ival 

25 2fIi.!IJl.1.!S ~()IJI~lalm i c 
253 Irritatio.:.n:::, :_ .... 
254 Lacrimation 
255 Macular rlpopnp·r~" 

256 N:ystagmus. 

257 Pain ey~.~~ 
258 Retinal detachment 
259 
260 
261 
262 
263 
264 

265 
266 

Sore eye .~ __ ._~.~~.~. __ ~.~ .... 

~~.- ..... --~. 
Ulcer corneal 
Uveitis 
Visua·-cI-:d~efiC:-e~ct~ 

267 . Hemianop~___~ 
268 Vision deteriorated 
269 Vision field defect 
270 Visual disturbance 
271 TOTAL 

272 Ear 
273 
274 
275 
276 
277 

Deafness 
Earache 

278 Otitis extern a 
---~--

279 Otitis media 
280 Otorrhoea 

t---.::2:..:8.;::1_LTcci.nn i tus 

282\1..el.:tigo~ ........ ~~_~.~ 
283 TOTAL 

I----I.---~ .. ~ .. ~-.---
284 Cardiovascular 
285 
286 
287 
288 
289 

aortic* 
Cardiac arrest .. ~.~.---

Cardiac failure 
Cardiac failure* 

290 Congestive cardiac failure* 
291 Left ventricular failure* 

292 Cardiolll~galL 

2 9 3C_ar~ i()IIIY_()IJath Y._~ 
294 Cardiomyopathy*_~ .. 
295 Cerebrovascular accident 
296 Cerebro-vascular accident* 

I-::-::-:::-i~~.-~ 

297Haemorrh~~E~ebral* 

1 
35 

1-:2-:9-:8-1_.-"~1,~,()...."-_r~:"(T" subarachnoid* ~ __ .... _ .. _._.~_ .. _.:._.~ ......... -=+~ .. . 
299 Vertebrobasilar s ndrome 

5: 

5 

---- -- --+----
1 
2 

2 

4 
2 

2 

2 
3 
3. 

2 

- --I 

3 3: 

1 ' 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

9 
-Ii 
5' 
3: 

7 
26 

26 
9 ---.--

30 
20 

1 

J 

3 
3 

5 



Appendix 3a. All events reported on green forms for mirtazapine 

1 EVENT 
2 DenominatOl" total 

1--3'--+D~-enominator male 
------------

1--3-,40-0_+:::D-=e~n~0::: min a to r fema Ie 
Chilblain 

301 Cold extremities 

302 Deep vein thromb_o~is_ 
303 Disorders of heart rate 

A 

-~-~~~~~-----~------ ---------

304 Brady£ard~ __ 
305 _ Tachyc~rdia_~_ 
306 Disorders 

307 _;\IThytI1l11~_ 

1-:3:-:0:-:8_+_E-cx_'t-craccs,,-Yst~oles ___ ~_ 
309 Fibrillation atrial * 
310 Embolus 
311 Faintness 
312 

313 Hypertension! __ ~~ __ ~~_ 
314 Hypotension 

J..-.-:3;..;;1..:.5--+=Is=-::c=haemia mesenteric 
316 Infarction gastroil1testinal * 
317 Ischaemia 
318 Claudication 

1-:3:...1,-,9_+~_I::~s c:~h::a~::e ~=m i <l2~ripheral 
320 Ischaemic heart disease 

321 
322 
323 
324 

~~ Angin~ ______ ~ __ 
Ischaemic heart disease* 

~~----------

~~ocardiaJJl1farction * 
Oedema 

325 Fluid retention 
326 Oedema face 
327 Oedema 

1-:3:-:2:-:8-+~S~oljel;-a;~kles 
329 
330 Pain chest 
331 Pain chest 

t-::-::-:,.-t~~-: 

332 _ Tight chest_ 

333 f<Jlpitati()l1~ 
334 Pericard~_i:t:i_:s __ ~ ~_~ 
335 Phlebitis 

336 ~~Y0~'SjJhenon~E~~1 ~ 
337 Restless l~~ _____ ~ 
338 
339 Transient ischaemic attack 
340 Valvular disease 

----------

341 Stenosis aortic' 
342 Vasculitis 
343 Veins varicose 
344 TOTAL 

~--~-~----- ----

345 ~esJ>iratory _~~~ 
346 ;\~Q1Y0,~~e_zil1g~ 
347 Asthma* 
348 Bronchospa~ 

349 Wheezing 
350 Chronic Obstructive 
351 Bronchiectasis* 
352 Chronic Obstructive 
353 
354 
355 
356 
357 
358 Fibrosis lun 

Total 
- - -------~----- -~-

_~~ ____ ~ 112677 ,_J353§ 
43096· 5203 
69094 

5 
3 
2 

61 6 5 7 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3a. All events reported on green forms for mirtazapine 

A H I J 
EVENT 1 

2 Denominator total 
Mth2 Mth3 Mth4; Mth5i Mth61 Mthsl-6; Not 

.~ 13473~13434iTj39zTT3j38r 13279 j---~own~ 
... ~.~~_~~.~~. ~~~.~ __ ~_~L __ ~_~ __ ~~~ ___ ,~ 

3 
4 

359 
360 
361 

Denominator male 
Denominator female 
~lv~()litis fibr()~ing* . 
Haemoptysis ~_~. 
Hoarseness 

H yl2.erv..el1tilflti()n_~~ ~ 
J'leurisy .~._.~~. 
Pleurodynia . 
Pneumothorax 
~---~--. 

~~_~_~,~,!~IJ2.~L..s~Q3l 5178 5163! 5145 5126 5105 
69094 i 8268 !8230T~8206~~8i83-+ 

I ;"~~~-l~~--'-~---

6
1 

L .. ~ . .JJ-~--~-r-
3 

362 
363 
364 
365 
366 
367 

ResjJirat()l}'Failtlrt:_~~.~ ~. _~ .. ~~~ .. 

368 
369 
370 
371 
372 
373 
374 
375 
376 
377 
378 
379 
380 
381 
382 

POn,""""",, tract infection 

lnfluenza* -------------- ---- --- -~-~--

....1aryngitis . 
Pharyngitis 
Pneumonia* 

----------~---------- ----------

Rhinitis 
Rhinorrhea 
Sinusitis 
Tonsillitis 
Tracheitis 

383 ~ .. UjJP...erres£il~tcJ.r~.!@ctinfecti()n 
384 lZEil!i!i;;Jl!it:rgic 
385 TOTAL 

1--38_6_+A~ .... I~.i~. m~.~ ... e nt~ry 
387 Abscess dental 
388 
389 
390 

Anorexia 

391 Ascites 
392 Bowel obstruction 
393 Bowelobstruction* 
394 
395 
396 
397 
398 
399 
400 
401 
402 
403 
404 
405 
406 
407 
408 
409 
410 

Bulimia 
-~--

CflmpylobJl,;ter _ 
Candidiasis oral 
Cheilitis 
~holelithiasis, cholecystitis~ 

CilThosis 
Cirrhosis* 
Q~sopI'I.~[eal vaIjces 

Coeliac disease 
Constipatioll 
Diarrhoea 
-~~.~ -~.~~-.~. . ... ~~-.~.~.-.~. 

Distension abdominal 
Dry mouth 

411 Duodenitis 
412 _Dyspepsi.<t....~ 
413 Gastritis 
414 
415 
416 
417 

Heartburn 

15 
1063 

----

20! 

33 
45 
11 

34 
~ 14t~ 5 

- --~------------

4 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

.~~ 
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3 

~-
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Appendix 3a. All events reported on green forms for mirtazapine 

1--...:..1 __ FE=-Vc-=E=NC-"T=-- _ .. _ .. __ _ 
2 
3 
4 

418 
419 
420 
421 

Denominator total 
Denominator male 
Denominator female 
Faecal incontinence 
Fissure anorectal 
Flatulence 
Gastroenteritis 

422 Giardiasis 
I--.."...,.-+--c--

423 Gingiviti~_ 

424 Glossitis 

A 

425 Gum hypertt:Ophy __ 

1--4.",2-::-6--+cH::-a_en_101Thage gast!()~ltestinal __ 
427 Haem()rrhage..E~t~ointestinal upper 
428 Haematemesis* 

J-4;..:2:.:9, ..... +_:M,.: elena 
430 _g~.().PJ1.<tg."aL haeI110rrllfjge-"_ 
431 !I~~morrhage oral. 
432 !Iaemorrhage rect.'li. 
433 Haemorrhagic..iiflrrhoea 
434 Haemorrhoids 

.---~-~-

435 Halitosis 
436 failure 

\--4...:..3 ..... 7 +-l!.epatic failure* _ 
438 !I..epatitis, j~\llldice _ 

439 _!:lepatitis." 
440 Jaundice 
441 Jaundice obstructive* 

442 _~patOlllegaly 

443 Hernia 
444 Hernia hiatus 

J-:-:-::--i:~.-~---.--.- --... --_ .. -._-
445Iij~.o.ugh _______ _ 
446 Illfl an1l11fjtory dJs_e<lse co I o!l.. 
447 Colitis 

448 _Colitis pseudomel11~I~aJ~OUS* 
449 Colitis ulcerative J-:-::-: ..... + ... ~.~-.. -. 
450 Colon perf()r~te.9 * 
451 Crohn's disease* .--------
452 Diverticulitis 
453 Diverticulosis* 

1--4754~··~·~--·~~c~~--:---:-····· 

455 
456 
457 
458 
459 
460 
461 
462 
463 
464 
465 
466 
467 

_Vomiting __ 
Pain abdomen 
Pancreatitis 

Pancreatitis* 
-----------

Parotid 
Parotitis 

468 Proctitis 

469 ~rol:l]Jse r~c~~ 

470 ~~ctal.9is~~lll~~ 
1--4 __ 7 ..... 1_+S=--a_Ii_va increased 

472 Sial adenitis 
473 Sore mouth 
474 Stomatitis 
475 Tenesmus 
476 Toothache 
477 Ulcer mouth 

l' 
10 
4 
I' 
4 , 

I 181 ---'-----IZr --
. -2-1 --1-' . 

---1'-

8, 3 
----- ----f-

I 
-1- --<--

32 .... , .............. -. 2' 3 5 9 2 3 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

2 6 
4 
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Not 
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Appendix 3a. All events reported on green forms for mirtazapine 

A 
1 EVENT 
2 Denominator total 
3 Denominator" male 
4 Denominator female 

------ -------

478 Ulcer:oesoFJla~geal 
479 Ulcerpeptic .. 
480 Ulcer duodenal* 
481 Ulcer 

t--:-::-::--i~=c:~ .. ~~~-c-- .. ~~.~ .. -.~ ._._ .. 
482 _Qlcer peptic* __ ~ 
483 TOTAL 

------------~ ~ -----~---

484 Metabolic and Endocrine 
485 
486 
487 
488 
489 
490 
491 
492 
493 
494 
495 
496 
497 
498 
499 
500 
501 
502 
503 
504 
505 
506 
507 
508 
509 
510 
511 
512 
513 
514 

515 
516 
517 
518 
519 
520 
521 
522 
523 

.J::Iy.2ergllc=cae=nc:c:li~a _____ _ 
Ketoacidosis diabetic* 

~tinopathy diajJ..etic ~~~~ 
~J~.!r.Qlyte abnol1uilL 
~I:IXE.erkalaemi[l...~ 

llY.P.()~ilI<l~I11i.a..~ ~~ 
I:I~onatraenl~_ .. 

Excessive thirst -------------- ------

Globulin abnormal 
--------------
Gout 
Hype.rlipidaeluia_~ __ ~_~ ~ ... ~ 
H yp~r(;lt()lesterol~~~~_ 

Hyperprolactinaemia 
H ypelihyroicl~s11.1 
l!tll°_gIY<:iJemia..~~_ . 
H yp_oth yt:.Cli(:Ii.s:I11_~_~_ 
ObesitL ___ ._ .. _~_ .. _~ _ 

Urologi~~~~~~ __ 
Albuminuria 
----.~. 

Bladder 
Calculus renal 
Caruncle urethral 
Colic renal 
Colic renal 
Pain renal 

Enuresis 
524 Haematuria 
525 I::Iydr(~ll~I2l"~~ _~ 
526 Micturition disorder 

J.---=5-=2..:...7-i_=D--,-Y:=.:SU,,-fl=' a_._ 
528_.frequency.~. 
529 Incontinence 
530 Nocturia 
531 
532 
533 
534 Renal failure 
535 Renal failure acute 

1-::5-::-3-:-6-i·-:R·=·e~·n~al failure chronic* 

Totali 
112677 . 13535' 
§IoJ~L~~Q~~~i----=-51CC=7C::-8 r-. 

69094' 8268' 8230 
], 

5' 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Not 
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Appendix 3a. All events reported on green forms for mirtazapine 

A 
f-_1_~cE=-V_E-,-----N--,T______________ ___ _ _____________ _ 

2 
3 
4 

537 
538 
539 

544 
545 
546 
547 

548 
549 

Denominator total 
Denominator male 
Denominator female 
Renal failure* 

Renal function test abnormal 
Retention 
Urea raised 

Balanitis 
c::xs~ epididymis 
Ejaculation prem~ture __ 
Epididl'l11i!is_ 
Gynaecom~.!i<l __ _ 
!Ia~mospermia ___ _ 
!I.11potence, ejl,lculation failure 

Mthl. Mth2 
i353sT 13473 13434 

r-430-%T- 5203' 5178 5163 
~---______ . --~----·c--·-···---- --.:--
: 69094 1 8268 8230 j 8206' 

1 

550 
551 
552 
553 
554 
555 
556 
557 

__ Ejaculation failure ___________________ _ 

558 
559 
560 
561 

Phimosis 
Prostatism 
-----~~-~~~--,,-

Prostatitis 
TOTAL 

1---:5:-.:6;-:3'-j:A,,:bscess Bartholin's gland 
564 Bartholinitis 
565 Cervical smear abnormal 
566 
567 
568 
569 
570 
571 
572 
573 
574 
575 
576 
577 
578 
579 
580 
581 
582 
583 
584 

Menorrhagia ______________ _ 
Polymenorrl19_~ __ 

Me.tr.<Jl:rl1l,lg~ 
Pelvic 
Pelvic inflammatory disease 

585 Premenstrual tension 
586 Prolapse...tIterine __ 
587 soreness 
588 vulvitis 

595 TOTAL 

4 

5145 __ Jil_~~ _____ ,_ 
8183 8148! 8111 

1 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

2 
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Appendix 3a. All events reported on green forms for mirtazapine 

2 
3 
4 

A 
EVEl\T 
Denominator total 
Denominator male 
Denominator female 

596 Breast Disorder 
597 
598 
599 
600 
601 
602 
603 

604 

A bscess breast 
Breast discharge ___ ~~ 
Breast disorder 
Galactorrhoea 
Mastalgia 
Mastitis 
TOTAL 
~~~~-

Obstetric 
605 Abortion threatened 

~-~~~~~- -~~--------

606 TOTAL 

607 !iCl~~I11~()i~1!c:;~ 
608 Anaemia 
609 ~~aemia iron deficiency 
61 O~J\naemia iron deflC:~eJ1CL 
611 J\naemia macrocytic ~ 

612 Anaen~~l11ilc:roc~~ ____ _ 
613 Anaemia vitamin B 12 
614 Bone marrow abnormal 
615 Eosino]Jllilia 

616 _£:o.sjr1gE~ili_a_~ 
617 
618 
619 
620 
621 
622 

b.r"'1lmn,,vtf' sedimentation rate raised 

!:l~111~ltoma sp~lltilI1e()\l~ 

Hyperbilir\llJi!1a_e~l1iil_~ _ ~ 
l:eucocyt~~ __ _ 

623 Leucopenia 

624 Leucopel1~ __ ~~ 
625J\!eutr()peni~~~~~ 
626 ~mphad(!l~ClPathy_ 

1-66,-22_78 __ +.~ .. G~c .. lan(ls s_,,_'o_ll_en_ 
LYll1jJha~llitis 

629 ~..L1'111phadt:11()patl1l: ~ 
630 Myelodts]Jl~stic~yndrome ~ 

631 Pancytopenia __ ~ ____ ~ __ 
632 Anae~l1ia hypo]Jl~stic_~ 
633 _ Pancyto~e.r~_~~ 
634 Red cell abnormal 
635 
636 
637 

638 
639 
640 
641 
642 
643 

Jhrg.rl1bocy!()penia 

Ill£o.r.nlJ.o.cYlClSis..~~ 
TOTAL 

f\J~oplas...I11_~ 
~_alignanci"!3_~ ___ ~ __ 

Cancer* -----.. ----~ 

Carcinoma bladder* 
Carcinoma brain* 
Carcinoma ~-:------~---- --~---~-~~----~----+ 

644 
645 
646 

Carcinoma bronchus* -~--l--·--~_C~-~-~--,~---~-~--.. 

647 
648 
649 

_c:arcin0l!lal~iciney*_ 

~ilrcJr~0I11~lilrl'~'{'i'~ 
Carcinoma liver* 

650 ~~c:arcinon][11ung* _ 
651 .J::arcinom~ ovary* ___ ~ 
652 Carcinoma 

I------I~---~ 

653 Carci~ma p.£.ostate* ____ ~_~ 
654 Carcinoma rectum* 

~~~---

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3a. All events reported on green forms for mirtazapine 

A 
1 EVENT 
2 Denominator total 13535 13473' 
3 Denominator male :. ·430961--5203~5i78r-~5·i63·--5i 45 

1--_4_~;D; .... e: .. n.ominator female --69094r 8268, 8230i ···8206: · S183-C 

655 Carcinoma skin* 
656 Carcinoma stomach* 
657 Carcinoma thyroid*.._ 
658 Carcinomatosis' 
659 Glioma* 
660 Leukaemia 
661 Leukaemia 
662 Leukaemia 
663 Leukaemia* 
664 Melanoma* 

------~--. 

665 . Myelo~1!a* 
666 Sarcoma* 

1-6,",6,",7:-+N_9.tl~malignan~Jumours. . 
668 Adenoma endocrine 
669 Fibroids 
670 
671 
672 
673 
674 
675 
676 

677 

678 
679 
680 
681 

----

.~.<:Jn-malign~llJUJllour bre~st. 
J'l on -maligllfj~1!tumour..s~!1_ 
.. Polyp gast~()il1testinal 
Polyp nasal 

J>olyp uteril1~. 
TOTAL 

Miscellaneous Infection 
Abscess 
Candidiasis 
'<::.Qlamydial infection 
Gardnerella infection 

Herpes __ ......... . 
_fIerJl.es. 

~J:I ~r'pe.s_sir.njJl~x. 
HIY..posJ!iV'efjll~f\IQS_ ... _ 

------i---

... + 

682 
683 
684 
685 
686 
687 
688 
689 

.I:IIY.lfI lillIan i mm llll()d~l(;ien cy vir_u.s ) Jl.0s.iti'. 
Infection 

690 
691 
692 
693 
694 
695 

696 

697 

------ ---- -

Infec0011.Postopt:r:.ative 
Infection viral 

Rig()r 

.~epticaemia .. 
Varicella 
-~~---------

Wart 

~flrt genital. 
TOTAL 

f~ngioneur().!i~gedema __ .. 
t-.ntinllcle.flrfjntibody positive 

7' 

2 
~-I-

31 ! 

1 
6 

3' 

5 

698 
699 
700 
701 

702 

Y.E.s.pecifit:<1.~~. eff(!(;.ts. 178 ... !.!1.L 
TOTAL .J23l . ....!.12L 
Adverse Reaction to Specific Drug 

703 Adverse reaction to 
.=~=.;.::..=-cc:.:cc .. cc·.=~ 

704 Dependence .. 

705 WJ!l2.~r:.a.'V'alsym[ltoms.. 
706 TOTAL 

707 Accident_~n~_lnjLJ.ry'. 
708 
709 
710 
711 
712 
713 

Animal bite 
Assault 
Burn 

Qr:ll£.()ver<los~ acc:i~en~a1. 
Fall 

Fall* 

38 10 

3 

3 
2 2 

13279' 

51~L 5105 
8148 8111 

2 

1 

2i ,--+"" 
-~ "~ 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

5 
3 

2' 
3 
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.)1 

13 
4 

74 
50 

J 
;\'ot 

known 
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Appendix 3a. All events reported on green forms for mirtazapine 

2 
3 
4 

EVENT 
Denominato.· total 
Denominator male 
-.--~~-~----- --- -------

Denominato.· female 
!-:::-:-:-i 

714 .!allmino!.igjury 
715 Jail no injury 
716 Fracture 
717 Haematoma ----------
718 Hyperkerat()sis.sCllar_ 
719 Inj ury _. ___ _ 
720 Insect bite & 

1-:7:-:2-:1-i_--=Bc-e·e sting .. 

722 Insect bite 
723 
724 
725 

----

726 Sunburn 
727 TOTAL 

728 Death 

A 

729 Death cause uncertain 
--,,-----,,"--~ 

730 TOTAL 

7 31 S.lJ.~.9t:!ry 
732 ~bd()lllil1al.surgery 

733 Appen~icect()111y 

734 _Cholecystectomy 
735 . (:Jastrointestinalsurgery 

7 36l:I ~l1ia.sllrgery 

737 A.cu p u!lc.tll!~e._ .. 
738 Blood transfusion 
739 Catheterisation 

--------~--

7 40 ~tIt!InotherafJt 

1--7_4_1_+Dc::..el~tals.Ul·gery 
742 renal 

7 43 ~ar l.1().s.eand thr()i1t.sll1J;..err. . 
7 44 FJectrocon\1111~ive tlleri1fJt 
745 Endos_copy . ___ ._ 
746 

Genitouril~rt~urgt!ry 

.C::XstoSCOPL 

...Qenit()llriJ1ary.surgery 

747 
748 
749 
750 
751 
752 
753 
754 
755 
756 
757 
758 
759 
760 
761 
762 
763 

.. Renal transplaEt~ltL()ll __ . 
Transurethral resecti()l1()f pr()state 

G.YIli1ec.()Iogi~ill. surgery 
A b()l:ti0.l1tl1.e~a ]Jeu ti c 
Caesarean section 
---,~ 

Gynaecol()Ei.c:aI surgt!~r. 
.Hysterectomy 

Lum pect()fJ1L ... 
l\i1ystectolll'y'. 

.l\!Iin()~surgert 

Op I1t~laJlllic_sll!.gert 
Cataract extraction 

__ 0.e surgerL ___ . __ . 
Orthopaedic~lII],e . .rL 

764 _~lllJ>uta~on_ 

765 __ QrthoPiledic surgery _. 
766 TotalJlifJ.repla~e.l11ent*_ 

767 Radi()therapL __ . 
768 

769 Il10racic surgery ... 
770 Cardiac catheter 
771 Ca~iac surgelJ'*. 
772 Heart-Iun trans laJltation* 

Total· 

112677 
-43096: 

69094 

26 
4 
5 

I I; 
6 

3 

8268 

2 

lVlth2 
13473 
5178 
8230' 

6 

9 

4 

2 

13434 
5163 
8206 

2 

2 
2 

3 

3 

Mth5! 
13338' 

5145 5126 
·81831· -8i 48' . _8}_l}L .. 
522 

6 
2 

3 

1 ._ .................. . 

3 

7 
3 

4 
2 

1 
1 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

35 
9 
2] 

84 

17: 
4 

2 
7 
4 

J 
Not 

known 

57 
57 
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Appendix 3a. All events reported on green forms for mirtazapine 

A J 
1 EVENT Total~ ~c:"1th6 Mthsl-~' Not 

""~"~----

2 Denominator total 112677, 13392 13279i known .... ~~43096 ,--~~ "-"-~-.. "" "----------- .. ------~--.----~~--- ---
3 5178 5145 5126 5105 
4 8230' 8206 8183 8148 8111 

773 Thoracic 2 2 
774 VasculaLsurgerz. 
775 Vascular surgery _.~ 1. 
776 TOTAL 36 21'- 13 9 

~. 

777 Referrals , 
778 l:l0spital.refe.r~aJs_no adn~~sion 442 54, 49 13 
779 ~J!os]Jital refer~l.lls: C_ardi(jICl~ ·2' 2 
780 Hosp~itl.llreferral.s: Dermat(jlo.SL 
781 Hospita!referrals: Ear, noseal1.cJ.tI1foat 12 2 3, 7 
782 .. Hospital!<.!f.E:I:rfils.: Gastroente!'o!ogy ~liT 2 4 
783 ~ Ho..seitl.ll referraJ~Ge~nerall!1edi(;ine 2 I 
784 Hospitalr<.!ferrals: GynaecolClgL 22' 3 2 3, 2 3 14 
785 ~ .. J.Iosj:li~l.ll!ef<.!rl~aJs.:J:Iaemato logy. 

-

786 _J.I0spital!E:ferrl.lls:}'Je.ll!'CJ1.ogy 2 
787 H(jsj:lital refe!'rals:O.£htfjalmology 
788 Ho.seitaJ referrllls:Qrtl1o.£aE:dics . 
789 ~siJitlllre!erral~s)'chiatry , 

790 _Ho.s£ital referrals: Respiratory. 3 
791 ~spital referrals: Rheumat(jl()gx 

~ 

792 .. Ho~ital referrals: Urology 2 
--_. ___ ---l-__ 

793 referrals 19, 19 96 4 
87 

.. 43' ---------,--
794 Non-surgical admissi(jI1.S .. 42 269 10 
795 TOTAL 97 91 69 574 23 

796 Social 
797 Bereavement 24 3 4 4 
798 Domestic 79 II 8 16 

.-

799 Loneliness : 
-~~ 

800 Marital 14: 4 2 4 12 
~ 

801 Prison admission 5 2 2 4 
802 Red..tI~fln~ 1 
803 TOTAL 14 23 12 liT 11 -~ 4 

804 Other Events 
805 C ar<.liClv.asc_ullJrsYSt(OlnUIlSpeC i fi ed 
806 S::_e.ntral nerv(jus ~stem_u~nsee.ci!i~E:<.l 
807 J:arul1siJecified_ 
808 Event not coded 
809 :§ye unspe..ci ~E:<.i~~~_~ ..L 

810 Qastrointestinal unspecified 4 2 18 
811 Ql'l1.11ecology unspecifi~ecJ. 2 .L 

7 
812 Haem()rr~age IJ()~t()pera..ti:vE:... 
813 ~l:l.l.~ratory test abnormfll. 2! 
814 Liver unspecified 

------------

815 Ma1e.r<.!productive system unsEe.cified ... 
----------,-. 

816 Metabolic uns~eE:cifie~ 
817 M ll~\:lllcJskelE:t<l1 unsp.e..c:i fi ed II 2 3 
818 Nodule 3 
819 N on -~laliglla~t tll112.0urlll~pecified 2 
820 Pain 12 2 2 4 9 

.- _ .. 

821 fain postoperative 3 
822 .!'.sychia!ric unspec~ifi~e<.l ___ 80: 13 10 12 6 5 9 
823 ~F'.S.y~l ()Son1.llti£.llll.speci fi e~ 3 I 
824 ~eseira~tory un.s.e.e.clfie<.i 
825 ~~ill unspe_cilied 
826 Urinary unspecified 
827 Pregnan.9'..~ __ 
828 Abortion 
829 Abo.t:tion sp(jl1~neou.s... 
830 Birth normal 
831 Pre nanc 44' 9 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 14 



Appendix 3a. All events reported on green forms for mirtazapine 

1 
2 
3 

EVENT 
Denominator total 
Denominator male 

4 DenominatOl" female 

A 

---~-------~------- -

832 TOTAL 

833 New Events 
834 
835 
836 
837 

Abortion missed 
Absence seizure/attack 
~-------

Akathisia 
Anaemia fatal 

838 i\:l1gina imIJfoved __ 
839 Anorexia nervosa fatal 
840 Appetite increased 
841 Asthma noctumal 
842 Asthma worse 

1---'8c..4-,3_+Bc __ ,aldness 
844 Bowel habit chang.ed 
845 Breast disorder male 

-------~---------.--" -

846 Breast tests ._-------
847 Cardiovascular tests 

~---~----~--~---

848 Cardiovascular unsp~(;ifiecllatal 

1---'~c..:,-,,;_+~_::...:~:.:::~:.c~:_~:,I:~_:l:rvou~ tests 

851 
852 
853 
854 
855 
856 
857 
858 
859 
860 
861 
862 
863 
864 

Dyskinesia 
Ear tests 
Ear trivial 

865E~!iI~dis0t:~~l'-._ 
866 Emotional disturbance 

1--:8:-:6-=7c-ic:----te--sts 

868 FIlI..l~e sympt()nls __ _ 

1---'88;..:67,-,,90-+G::..:a::.:::stro-in testin al tests 
Glue ear 

8 71 .QY!1.a.eC()~()gLc~U~ 
872 Gynae(;()logical trivJllL 
873 !Iaemat()l<J.g~c..aIJe~~ 
874 Helicobacter 
875 
876 
877 
878 
879 
880 
881 
882 
883 
884 
885 
886 
887 
888 
889 
890 

Hepati(;~_ 

Herpes gerlit.1l1_ 
!Ios]Ji~lr~ferr1lLpara_nled i cal 
Hypoglycaemia fatal 

Immounological te..s~ ___ _ 
J1.1apEopriat.e.1lc!hsy~d 
Intolerance 
Lipid tests 
Male. reproductive tests 
Medical cert 

Mental state worse 
--------------------- --

Metabolic tests 
Micturition abnormal 

Total 
112677 13434 13279 

~~.------ -- --~4- --------,- ---------

_c-_'J3_()<)6'---__ ~~Ol; 5163 i 5145 5126 5105 
69091_~ 8268 -- 8~3f_8_206 ~~1_8}r 8148' 

- -\--

295 581 39 36 21 

9 
13' 

1351 
1 

2 

10' 
14: 

2 
21 
17 
3 

26 
51 

100, 

----

14 
16 

36 f--
13' 

13 

1 

5 
5 

4 
4 
4 
4 
21 

10' 

162 
43' 
2 
1 
I' 

1: 
4 

2 

2 

----

14 

35 

3 
1 
1 
I' 
1 

8 

2 

1, 
-95' 
29: 

2 

3 

4 

10 

13 
2 

21 
1, 

2 
7 

I 

5 

-+ 
64 

2 

~L 
2, 

13 9 

2 

2' 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3a. All events reported on green forms for mirtazapine 

A J 

1 EVENT Total Not 
-.---"~-"" 

2 Denominator total 112677 )3473, 13392· known 
---~~---.~-------- --~---. -----

3 Denominator male 43Q26 5203 5178 5163 5145 5105 
----~-----

_. 

4 Denominatol' female J>2094 ! 8268 8230 8206 
------. 

891 Multi ~stem a~roplll_ 1 

892 Musculoskeletal 11 2, 1; 
--1 ---. 

893 1'l()~c_0l11 p I ia~lce 314 161 37 282; 4 

894 lion}clrlEulary ..... 5 4 

895 Osteopenia. .. 1 
__ --1--

896 Pain foot ·231···· 
~. 13. 

897 Pain hand 12 

898 Pain musculoskeletal 31 

899 fain pelvis.. 
900 Pallor 2 

901 Patient!eglI(!~ __ 494. 202 83 5 
-+- --

902 Persollalitx_cli.sorder 9 3 1 

903 P.91 ysymp ton1 [j[i.c_. 4 2 

904 fost operati()l~ll[lsl2ecified 2' 

905 7 

906 22 

907 6 
- .. 

908 abnormal W 2 

909 .~lli\'(!IjEg_ 5 
-j-

910 Skin trivial 5 2 -1.:. 3 

911 ~appecl..che~.syncli:9.111.e_ I ---,--
912 ~lllITed spe~ch 6 5 6 

913 Smoker 8 6 7 
914 Stammer 1 

... 

Ii 915 Stiffness 9 3 6 
916 I.ardiv~cItskinesi<1.. __ 
917 T e~c!1.0jJSia .. __ . __ . 
918 I,,11~on rupJ.llre 
919 Iesti.s.I2..a~1/discon1fort 
920 Ihoughtdiso..:d(!~ 71 
921 Tumour ·lo~-

----~.-

32' 922 Unsteadiness 

923 Urinary tests 
--1-

2 26 
924 Urine outflow obstruction 

----. 

925 .UrolQ.g}' tests. ____ _6[ 2 1. 5 
926 26 I' 4 21 4 3 1 15 
927 1 1 4 ------+--- --- -----

928 TOTAL 729, 487 432 365 341 3921 : 63 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 16 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 

1 EVENT Not 
_'M_"' __ ' 

2 Denominator total 7176 known 
"-----~~~~-

3 Denominator male 24684 2946 2361' 2157 --- --- ~-~-.--
4 Denominato.' female 35101 6822 4201 3703 3323 2984' 

---- __ --1---

5 Skin 
6 Acne 
7 Acne 
8 Acne rosacea 
9 AlojJ~~ I. 

10 Cyst sebaceous ,11L 1 2 
11 Dermatitis 17 2 2 5 
12 Delmatitis contact 1 1 

13 Dry S~i.l __ 2 9 

14 Eczema 9 5 33 
15 Eczema 8' 5 29:-
16 In!ertrigo_~ I 3 
17 ~~111pholy~ 

" 

18 Eczema varicose 1 2 

19 Erupti~n bUlloll,,-
20 Blister , 

-------,~~ 

21 Dermatitis helE'tifo~mis 
22 Eqthema 3 
23 Erlll:JeE1~l1OjosllI1L 
24 Elythrod~~~~_~~,~ , 
25 Dermatitis exfoliative 
26 Folliculitis 1 

27 Hair ingrc)\vn_ "" I 

28 Hair loss 6 
29 J:Ierpes simple2'~kin 3: 

30 !:!~£pes ~~ster 7 

31 Hirsutism 
,~, 

32 }lY12~I:kerato~is 2 
33 Hl~rkeratosis~ 

34 J>it)'~L asi~ 2: 1 
35 Infec~ti()l1J'~irl,-~nspe(;ified!l ocal b a cteIj~I" 54 12 3 13 2 6 

36 Abscess skin 11 9 
-----+-

8 37 Cellulitis 
38 ~ Imp~tig~~ 
39 Infection skin 
40 })a!onyc~~_~ 
41 Lice 
42 Lichen sclerosus 
43 l:~pus disc~d~_ 
44 ]'\fail C~illlg~~~ 3 

45 J'lai~llange 
46 ~ail i~~'()~_~ 3 
47 Onychomycosi~_ "_~ 6 
48 1'~otosel1sitivity~ 3 

----j--

49 Pig~l1el1tati()n_ 
50 Pressure sore 

--- -- -- ---------
51 Pruritus 
52 Pruritus 18 6 4 7 3 4 42 

----
53 Pruritus ani 2 1 3,' 

54 Pruritus vulvae I 2 

55 Psoriasis 3 7 
~--------

1 56 1'11£12 Llr~ '" 1 
,-

57 Rash 29 12 4 4 68 

58 Scabies --:--+-- -- 1 2 4 
59 Seborrhoea 11 2 

----- ---------- --
60 Dandruff 

~ ,---------
61 Seborrhoea 
62 Sinll~lcll1idaL 
63 Sore skin 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Not 
2 Denominator" total 8362 known 

~"----~"<" " 

3 Denominator male 
4 Denominator female 

64 Tinea 
--~"-,-~-~ ---

65 Ulcer skin 
66 Urticaria 
67 ~itilig() 

68 TOTAL 

69 Musculoskeletal 
-~-----~--"---

70 Arthritis 
71 Arthritis pSOliatic_ 
72 Arthritis rheumatoid 
73 Arthritis rheumatoid* 
74 Bone 
75 Bursitis 
76 Bursitis 
77 Bursitis knee 
78 Bursitis olecranon 

----~'"--~ 

79 Bursitis toe 
80 CaIJS~litis ___ 
81 Chondromalacia 1: 

82 ~raJllL~_ 5 3 1 10 

83 Cyst Ba[(er'~_ 
84 Disc prolaIJS~ 
85 Dup_u~lI:ell's~~ontl:actllre 

86 Effusion 
87 Frozen shoulder 
88 Gmlg1i<l1~_ 
89 ;L_umb~g~ ____ ~ 
90 Muscle weakness 14 

91 Myalgia ~ ______ 51 

92 Nerv_e_(;l]!t"lljJmen_t _~~_ 8 

93 ~C~rpal tunneL~yndrom~ 8 

94 ~Nerve entrapmel1! ___ 
95 Osteoarthritis 25 7 2 
96 Osteochondritis 5 3 
97 Osteolllye]itis 
98 Oste()po]~sis 1- -- ~ -- - --- -

99 Pain back 113 19 21 17 16 10 11 94' I 
- it 100 Pain bone 21 1 

31- ---I 

101 Pain 2 

102 Eainjoint ~ _____ ~ 139[ ~ 30 23 --- ------------
103 ~~l1joi~ __ 138 30. 23 
104 Rheumatism It 
105 Pain limb 421 

,,~-- ----

106 Pain neck 281 4 ----------- - - ___ L_ 

107 Plantar fasciitis 71 
108 !,olymy'alg~'l rhelllll~~ica 

-~-~ -6 T 
1-

109 Rotator cuff 3 :' 

110 Sciatica 23 8 
111 Scoliosis 2 
112 Spasm muscular. _____ 24 9 
113 SpOlldylosis ____ ~ 
114 ~Cll1dylosi~ cervical ~~ 
115 ~weJling j~iI1t~ 
116 ~~l1()viti~__ 
117 Tendinitis 
118 Tennis elbow 11 

119 Tenosyn~it~_ 1 

120 Torticollis I 2 
-----------

121 'Ij:igger finger _ 2 3 

122 TOTAL 109 74 69: 50 54. -506' 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 2 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
EVENT Not 

2 Denominator total ...... 51611 .. known 
-~-~~-. 

3 Denominator male 3390, 2619 2157: 
4 Denominator female 35101 4938 4201 3703 3323 2984 --------,,- -------------~- --- ---- ---- ----

123 F>.S yc h i<i!~~. 
124 AggressicJIl 88' 51 6 4 5 2 

-----
125 Agitation 5 
126 Alcoholism 

127 Alcohol withdrawal 
128 Alcoholism * ----.!--~-------~-------

129 Alcoholism acute 
~-.~-... -,,---. 

130 Alcoholism chronic* .12.L 2 5 
----~~-- -----~-------

131 i\.!l:xi ety __ ... -.~. 131. 30 16 9 231 
-----

132 _l!\,n..'xi,:ty_ __ .. 280' 
..• -~- 131. 30 

133 Behaviour abnormal 16 5: 
------------- ---------

9\ 134 Confusion 75 41 
~------

135 Delusion 8 2 
----~-.. 

136 Dementia 7: 2: 
137 Alzheimer's disease* 
138 Dementia 
139 Dementia senile* 
140 Depersonal i~a!i.o_Il_. 2 
141 Depression 75 
142 Depression 487 142 75 62, 35 

- -

143 _~e.pressiOI.1.nla~li_c .. 5 3 
144 _ ~':[lreSSi()I1J)Ostnatal I: 
145 Dreams abnormal 91 56 16 5 5 5 I 88 

-----------~--- ---
146 ~lIpll()ria_ 3, 2 3 
147 Formication 2 

-----------------
148 GlO'~lls..llyste~ic~_. I 

149 Grief reaction 
---1----

150 Hallucination 
151 !-il'lleractive 
152 I:!~PocJ1.°21(lriasis 
153 ;tIYjJon2f!nia 
154 
155 9 
156 4 
157 Malaise, lassitud.e. 37 
158 Lassitude 28: 
159 Malaise 9 
160 Mania 2 

--.~~----

161 lYfood_change_ 42 20: I' 39 
162 ....M°Od.c:l1<.\llB':_ 14' _1.) 3 I' 
163 .~ood SWillgS 28 12 6 6 
164 Neurosis 
165 Q!J:;e~sion/compulsi~e... 5, 2 I 5 
166 Panic attack 73 20 14 9 5 62 
167 Paranoia 14 6 2 2 12 

----~~,,-

168 Phobia .9~_ 2 I 3 8, 
---------- ---I-

169 ~g()@E.hobia. 6 5 
170 ._ Cancer phobiil .. _ . I, 
171 Phobia 

--------------------
172 Ps)'chos.is.._. 
173 Schizo]Jhrel1ja._ . 
174 .s.eif inj ury 
175 _Sellility~ __ 
176 Somnambulism 3 
177 Suicidal thought 

--- ---

178 Suicide attempt, d.I:.utto.verdos~.___ 2 
179 Overdose* 22 
180 Overdose other 36T 
181 7 30, 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 3 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Not 

- ~"~"--- -----

5705] known 2 Denominator total 11247 -----.. --~-~ 

~6 ~9_l_ .. _2}Ii.L 2157' 3 Denominator male 24684 .. 4~26..i._~2Q.; 
---~ ---------_. --------,-----

4 Denominator female 35101 6822' 4938· 4201 3703: 3323i 2984 
------------~-- -}--·-1'- 17; 182 Suicide 22 5 4. 

183 Suicide threat 13 
184 Tics 

~~------~--
.. ____ e __ 

185 TOTAL 12 

186 Central a,!~!,~!ifl~~_r~J Nervous System ... ~, 

187 Amnesia 
-···-·--···-·-·-·---20--

10 
---- ----------- --

188 .6phasia,.cJy.sphasia. 3 3 
189 DXSJJ.hasia 3 3 3 

190 Ataxia 
,.,r--

2 " 191 Burnings,,11satiol1.. 3 
192 Coma 

-~-------

193 COEvulsion,_epiltJl~y'. 7 24 
-

194 Convulsion* 5 16 
195 Epilepsy * 81 
196 Epilepsy g.I:.and n~~ 
197 Disorientation 
198 241 
199 
200 sedation 1'1'1' "". 2 
201 _68; 
202 65 
203 
204 2 
205 , 

206 _~xtrapyramida!'cli~e.a~ 
207 MoveJl1ent involuntary_ 2 4 

---------~- -----, 

208 Parkinson's disease* I 
-----------

209 F.<;eling cold 5 3 4 
210 £""liI1g_l~ot 3 I Ii Ii 

- . 

211 Fl usl1jI2!!, 18 6 3 I 2. I 
-----

227 14:-212 Headache2 migraine 119 22 19 13 11 
213 Headache 200: 18 16 10 JlJ 10 173 
214 Mignline _____ 6 12L 
215 H el11iE.~t;Sis... 
216 Lost consciousness 
217 ]\'1eEingitis __ 
218 Menin.giti~_*.___ 
219 Multiple s.cleJ:osis 
220 Myt;1clpathL 
221 J\T_el10~ ___ 
222 Neuralgia trigemirl<lJ. -,-
223 :t'ieur~]Jathy' 
224 Neuritis' Ii 

_____ -----1-- ___ 

225 Neuropathy peripheral 
226 .J'!ellr()path~T_ 

-- -~-

227 !,araly.sis ocular I 

228 Paresis 
229 Post vir~. syndrome 
230 Ptosis 

--. 

231 Sensation abnormal 66 22, 12 
232 . Hyp()aesthesia ·-51 .-. 

1 3, 
233 Paraesthesia 17 11 6 
234 Smell, ta~e ab~.!maI 2 1 8 
235 Taste abnormal 8 ---- ---------
236 ~ncope ____ 
237 Tremor ------ -------- .. -

238 TOTAL 3 

239 _E.1'~ ___ 
240 Amaurosis 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 4 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Not 
2 Denominatol'total known 

-~~---~ 

3 Denominator male 24684' 4376 3390 2619 2361 
4 Denominatol' female ~~~!OlJ 6822 4938 

241 A~aurosis Luga~~ 
I 

242 BI~pharit~~~_ ~ 
243 Cataract 

---~~~~-

244 ~onjul1<:tivitis ~~ 
245 Cor~~al dystr()EI2)' 
246 Cyst Meibo~~11-
247 Pfl_~~ 
248 ~Eiscleritis~_~ ~~ 
249 Floaters 

--------- ~~ 

250 Glaucoma 
251 J-Iaemorrhage su~conLu~1ctiv~l 1 

__ J 

252 !:l erpe~ojlh thillln1': 2 
253 IrritaticJn eye __ 2 1 
254 Lacrimation 

-----~-~-------

255 Ma(;lliar deg~l1~ati()~ 
------~~~~ 

256 l'lJ~!~gmus 
257 P ail~r~ ~~~~ ~ ~ 
258 Retinal detachment 

-~~--~----~-

259 Retil~pathL 2 2 2 
260 Scleritis 2 2 
261 ~oreey<:_~ _ 2 2; 

262 
,--- , 

263 Ulcer comeal 
264 Uveitis 

~---- ------ ---
265 Visual defect 

~-

266 ~jElopi~l_ 
267 HemiaJ~()pia 

~~ 

268 Vision deteriorated 
269 Vision defect 
270 Visual disturbance 27 12 3 2 3 
271 TOTAL 111 32 10 19 5 6 §7j 

272 Ear 
273 Deafness 8 
274 Earache 4 11 
275 §ilrdrum fl~forati ()11 
276 Earwax 
277 lil~rinthj_~ 
278 Otitis externa 

~~---------- " 

279 Otitis media 
280 Otorrhoea 
281 Tinnitus 
282 y~rtig~_ 
283 TOTAL 

~---------

284 Cardiovascular 
285 ~11ellrysm _ 
286 
287 
288 
289 
290 
291 
292 Cardi()111~J~illr_ ----------- --.---

293 g~rclio~12)'op a tl~ __ ~ 
294 ~Cardicl111yopathy* ~ __ ~~ 
295 Cerebrovascular accident 

~~ 

8 1 
296 Cerebro-vascular accident* 

---1-
20 7 1 

-------~----------~~-
, 

297 Hael1101Tl1ilSe cerebral*~ 1, 
298 ~J:lil(;l1!()IThage~su barachnoid * 
299 Vertebrobasilar s ndrome 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 5 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Not 

-~~~-~~" "-.--"~--

2 Denominator total 5705 known 
····~24684: 

""~"----. ~--"~,~- -

3 Denominatol" male 4376, 2361 2157 
---._-_.' 

·6·82Z1 4 Denominator female 35101 4938 4201 3703 3323 2984' 
300 Chilblain 
301 Cold extremities 5 2 
302 vein thrombosis 
303 Disorders of heart rate 14 5 2 2 2 12 

--~~----~--
_ .. 

304 ~ Bradycardia_ I I 
305 ..Iachycardia .... 13 5 2 2 1 11 
306 Disorders of rlll!~ ·12' 2 1 1+ 
307 . Arrhythmia. 4 1 
308 2 
309 6i 
310 4:-

311 II, 
312 21 9 
313 
314 B2'P()1:ension_ 

-] 

315 Ischaemia mesenteric 
316 Infarctiong.astrointestinaJ * .,. 

317 Ischaemia peripI1~t~L 
318 Claudication 
319 ..!schaemia _peri£l~tClI 2 

6! 
-------;--

320 Ischaemic heart disease 43 4 4 ---------
321 _Angina __ 31 6 4 3 6 23 
322 Ischaemic heart disease* 4 1 3 

----------

323 IVlY~cardi<ll infarction* 81 2 1 3 
324 Oedema 196 75' 42 2L 10 9 II 168 
325 Fluid retention 17 10, 1 15 
326 Oedema face 12 6' 2 1 
327 Oedema 116 40 30 ----------- - --- ~ 

328 Swollen ankles 42 16 7 37 --- ---------" , 
329 Swollen limb 9, 3 2 6 
330 fain ch(,st, tight cI~(;st 76' 10 

.. 
.!2 

331 Pain chest 71 19 10 
332 ..Iight_(;I1.~ 

···T-
2 

333 1:' al IJ i ta ti<lE._~ 3, 
334 Pericarditis 
335 Phlebitis 
336 ~aynaud~SJlhenomenon 

337 Restless 29: 3 2 29 
338 Ih.romboIJll~!Jitis_ 5;_. 1 i L 1 4, _. 

339 Transient ischael11ic attack 8 2 5 
340 Valvular disease 

--I 

341 Stenosis a0l1ic* 
- --------- ------

342 Vasculitis 
343 Veins varicose 4 3 I' 4 ------------ --- - ---

344 TOTAL 580 197 86, 69 44' 36 36 1 468 
345 ~~~.P i rCl.t~l}'" . 
346 !>stl~ma, wi1t;~ing 7 5 52 
347 Asthma* 5 3 30 
348 _.!~ronchospasl11 ______ -1 __ 

.. ---r--

349 _Wheezing_ .. ______ .. _ 31 
350 Chronic Obstructive Air\\!l1Ys Disease 
351 Bronchiectasis* 

----~---------------

352 Chronic Obstructive Disease* 
353 ~lnphysel11a * 
354 
355 Qy~noea ____ ..... ". 
356 Effusion 
357 l:::p~tflxis .... 

-}- --r--

3 
358 Fibrosis lun I, 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 6 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

2 
3 
4 

EVENT 
-

Denominator total 
Denominator male 
Denominator female 
_____ ~brosil~g~ 
HaemOjJtysi~ __ 
Hoarseness 
!Iyperventilation __ 
Pleuri~ __ 

A 

359 
360 
361 
362 
363 
364 
365 
366 
367 
368 
369 

Pleur()dynia _ 
Pneumothorax 

~~~Ei]'~orYE~i I lIre 
~espjr~tory tract i11f~ction 

370 
371 
372 
373 
374 
375 
376 
377 
378 
379 

Bronchitis acute 
Bronchitis* 

_13 ron chojJlleull1()11ia* 
Catarrh 

Infection chest* 
Influenza* 

__ l:a~~gl~~_ 
~aryngitis __ 

Pneumonia* 
-----

Rhinitis 
Rhinorrhea 

380 Sinusitis 
381 Tonsillitis 
382 Tracheitis 
383 __ lI£]Jt:]'~pi@t~rx_tract infection 
384 lZhiniti~_allt:rg~_ 
385 TOTAL 

~.-----

386J1.IJr11_e_Il~~ry 
387 Abscess dental 
388 Anorexia 
389 ,'\y~el1diciti:,,_ 
390 _f\pyelldicitis 
391 Ascites 

--'''---

392 Bowel obstruction 
393 Bowel obstruction * 

1-:3'""'9....,4c-icBc--uli~1~·i~-----

395 Campylo~<l(;!t:r_ 

339967 Candidiasis_~0cc.ra:cl _______ _ 
Cheilitis 
-.-.------~-- ---

398 Cholelithia.si:",cholecl'stitis 
399CholeCX:"titi:". __ 
400 Cholelithiasis* 

1--4;..:0_1c-i __ C~occl:ccic:...b=--iliary ___ __ 
402 
403 
404 
405 
406 
407 
408 
409 
410 
411 
412 
413 

mouth 
Dys]Jey..s~ 

Duodenitis 
_ Dyspepsiil.___ _____ _ 

Gastritis --------- --------- ---------
414 Heartburn 
415 _ Oes~E~ageal.J'eflu.x 
416Qe~gl1.agitis 
417 D s ha ia 

24~-4376. 
--35101' 6822 

440 113 
8 2 

34; 4 
5 

18 7 

89' 35 
7 2 

14 
30 

_ 85_1 
134' 

--3-91-

45 
114 

Ii 

10 

31 

_j~i 
II 
31 
32 

94 

7. 

2 
18 
3 

I 
1 

12 
6 

2 
4 

15: 
28 
13 
4 

19
L 

49 

3, 

9 
4 

5 

6 
4 

4: 2 
1. 

9 

2 3' 

5 3' 
2 

--

~l 49 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Not 

-, - """" --,- ------,- -
2 Denominator total 7176 5705: 5161 known 

----~-------- -----

3 Denominator male 24684 4376 3390 2946. 2361 2157 
4 Denominator female 35101 6822 4938 4201 2984 

-----

418 Faecal incontinence 
--~-

4 3 4 
~~~~~-~-

419 Fissure anorectal 
420 Flatulence 1 
421 Gastroenteritis 4 

---- ----- ---

422 Giardiasis 
423 glngiviti~~ 
424 Glossitis 2 

~--------

425 E~lIln hypel!rophy _~_~" 
426 Haemorrhage gastroin~e;.;tinal 
427 HaemorrhaKe gastroirlt~stinal upper 2 i' Ii 7 
428 Haematemesis* 21 1 5 

~~-----, 

429 Melena 1 
~~, 

430 Q ~;.;oJ)hage_all~l1e~llg~lil~ge * 1 
431 Haen~0rr:lla~ge oral~~ 
432 }Iaemorr!ll1Ke rectal 15 ; 2 
433 }Il1emorrhagic~ll1r~loea 2 
434 Haemorrhoids 19 3 4 6 -l--

15 
------~--------

435 Halitosis 2 
436 !i'2l~ti cfail ure ,~, 2 I. 
437 Hepat~c failure*~ 2 
438 Hepatitis, jaundice 4 3 4 
439 .. }Iepatitis ~.~,.,.,~ I I 
440 Jaundice _L 2 2 
441 Jaundice obstructive* 
442 l{~~at()megl1IL 
443 Hernia 

----~--" 

444 Hernia hiatus 
-----~~ 

445 !fic:~()llg~ 
446 lnflaIl1Ina~0~~~disease colon 4 2, 13 
447 Colitis I 
448 _C:oli!~pse~doI11emb~a~ou;.;~ 
449 Colitis ulcerative 

-t-
I 

~---------

450 CoIOllEe!f~~ed* ~~ I 
451 Crohn's disease* I 
452 Diverticulitis 6 

1 

I 3 -,-------,----
453 Diverticulosis* 4 2 4' 

---- -------,-------
454 . I)iverti~llllll~lperforated * I .. L~ 
455 ~ri!ab~ bO\\f~syndr0111e 29 4 4 9 3, 2: 23 
456 Leukoplakia oral 1 

------;--

457 Liver function test abnormal IO 6 3 7 2' 3; 31. 
458 l'l aus_e~g111itlng 215 I34j 20 18 13 198 
459 Nausea 152 101 
460 " V om i~illJL _ 63' 33: 
461 Pain abdomen 1161 36 20 19 
462 Pancreatitis 
463 Pancreatitis* 

---------------
-~I' 464 Par~tid_~el~l~r_ge~ 

,-' 

465 Parotitis 1 
---,--~, 

466 Pharynx ilTitation 1. 
~ 

467 1 
468 Proctitis l' 4~ 

469 12()!l1J:lSe r~~~aL~~ 
470 ~ectal discharge " 

, 
l' 

471 Saliva increased I 2: 
472 Sialadenitis 
473 Sore mouth 5 ~2: 8 --------,--- -

474 Stomatitis 5 1: 5 
~ 

475 Tenesmus 2 1 2 
---,,--- ,I 

476 Toothache 6 1 2 2 5 
477 Ulcer mouth 17 I 2' 17 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 8 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A 
1 EVENT 
2 Denominator total 
3 Denominator male 
4 Denominator" female 

---------~~~--

t---c4-=778-t::-:Ulcer oesophaKe_al __ 
479 Ulc;~rp~jJ~ ___ _ 
480 Ulcer duodenal* 

481 _ Ulc:e!gastric 
482 _1l1cer peptic* 
483 TOTAL 

484 Metabolic and Endocrine 
485 
486 
487 
488 
489 
490 

,'\cromegaly __ 

Dehydrfltion_~ 

l)iabetes _nlellitus improved 
piabetes mell~lls,hyp_erglycaemia 

Diabetes mellitus worsened 
Diabetes 

491 _glycosmia ______ _ 

492 _ Hyperglycaemia ~ ______ _ 
493 Ketoacidosis diabetic* 
494 Retinopathy diabetic; __ 

495 Electrolyte abnCJrmal 

496 _f{Jperkal~l~ _ 

497 _!iypQk~<Ie~nia 
498 _HYP()!latraeI11ia 
499 Excessive thirst 

--- - --- --------
500 Globulin abnonnal 
501 Gout 

502I:IyjJerlipid_fl~~~~ 
503 __ I:IypercllOl~s~l~o~aemia 
504 ~pe!lipidaemia 

505 !l~~l"Pr()I~c:tina~mia 
506 I:I2'Pyth)'r()idis111_ 
507 Hypogj)'caemia 

508 !il'p~!llYr()id~~ 
509 Obesity 

51 O()~~sity 

511~we~ting __ _ 
512 W e~g11!gain _ 
513 Weigllt!(J~ 
514 TOTAL 

515 yrologic_ 
516 Albuminuria 

517 Bladderirri![l~~i!L 
1---'-5..;.1_8 _FC_alculus renal 

519 Caruncle urethral 
520 
521 
522 
523 
524 
525 
526 
527 
528 
529 
530 
531 
532 
533 
534 
535 
536 

Colic renal 
Colic renal 
Pain renal 

Enuresis 
Haematmia 
--~----

!iydronephro..s.is..._~ 
Mictmition disorder 

_ Dysmifl___ _ 

_1'~9uency __ 
Incontinence 

-----------
Nocturia 

_LJrg~ncy 
Polyu~~a 

.!'Yllr~_ 
Renal failure 

Renal failme acute 
Renal failure 

2619 
3703. 

Ii 

~- ~!-
2 
I 

- -

1081 399 172 128 95 

II, 
3 

9 4 2, ~3 

2" 
10 2 2 2, 
8 
6 
2 

2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 

J 
Not -" ______ ---"_c __ 

known 

2 

930 

3 
3 

4 

5 

9 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

2 
3 
4 

537 
538 
539 

A 
EVENT 
Denominatol'tota1 
Denominator male 
Denominator female 

Renal failure* 
-, ~~-~-,-----.. ---- --

Renal function test abnormal 
Retention 

540 Urea raised 
t-5-4-1:-+c-:·······--~~ -~ 

542 
543 
544 
545 
546 61 
547 TOTAL 191 

548 _Mal~_ '3:~p~~~_lI~tiv~Cln~§ynaec()~Clstia 
549 Balanitis 

------ ~------ ---

550C::xst_epididymis. 
551 Eja~\llation prel11ature_ 
552 EpididYllli!i~ __ 
553 9ylla~olnastia __ 

Haem()s])erm~_ . ___ .... _. 

3 

15· 10 
51 19 

10: 5 
I 

554 
555 
556 
557 

ImJ:>()~~ce, eja~lationfailln-~ 

~~lation f~il~_ 
~p()t~ence ... 28 -·9i 5 

558 Phimosis 
559 Prostatism 

~-------

560 Prostatitis 
----~---

561 TOTAL -----,,-

562 £em_ale Repro~lIcti"'.~ 
563 
564 
565 
566 
567 
568 
569 
570 
571 
572 
573 
574 
575 
576 
577 
578 
579 
580 
581 
582 
583 
584 
585 
586 
587 
588 
589 

Abscess Bartholin's 
Bartholinitis 
Cervical smear abnormal 

Bartholin's 

Cyst ()varia~ 

Dys.k:at:~s i s ~_~_. 
l)'yspar~\lI1ia 
Endometriosis 

-- -----------
I:Iaem()rrhage.2~stcoi!'lJ 
Ha~ .. n~rrhage ])o3tJnenop~l~saL 
I-r,u,morrhage vaginal~ 

Infertilityfem~e._ . 

l\rl...e~lopaus.(l~sXllljJtO}l1~ 
Menstrual disorder 

Amenorrhoea 
__ Dysmen()rrhoe~_ 

Irregular period~_ ... _ .. 
-.Menorrha.B~ ____ . 
yolymenorrho~ __ ~ 

Metror~~.Bill_ 
Pelvic inflammatory dis~ase 

_~~lflam~~()~..cJise~~~_ 

590 _'i aginal (;andi<liasis ~_~_ 

591 Vaginal discharg~~ __ . 

1-::5:-:-9-:-2-l~_c::V_:agi~litis~_ 
593 V ag}l1iE.s.tri c h()111 onas ~ 

t-5,....9_4-!_._V. ulvitis 
595 TOTAL 

6, 
2 

46 15, 

3 

8 

39 
3 

2 
138 

-----t--

2 

6 

7 

I 

-

26 

2 

9 

,--

2 

I 
I 

-t-

3 
4 

22 

8 
32 

4 

4 

2 

2 - r---

10 

3 

4 

I 
3 

18 

.-

3 

I 
I, 

I 
19 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
EVENT 

2 Denominato.· total 
---~~--.~"~~ 

3 Denominator male 2619 2361 ' 
4 Denominator female 35101 6822 4938 4201 3703 3323 

- --

596 Breast Disorder 
597 Abscess breast 2 
598 Breast discharge J+ I 

599 Breast disorder 2 
--~~~""~-~ --~ , 

600 Galactorrhoea 2 
----~~----

601 Mastalgia ____ 2 4 10 
602 Mastitis 

7' 
--

603 TOTAL 25 2 

604 Obstetric 
------

605 Abortion threatened 
606 TOTAL 

----- ,--
607 Ha~mopo~!ic __ 
608 Anaemia 2 2 2 12 

- -- ------j--
609 Anaemiail:()!1_cltii(;iencL 2 
610 Anaemia iron 5 1. l' 2 
611 ,t\llaemia macr()cltic 1 
612 Anaemiama(;!ocxti(;_ 
613 Anaemia vitamin B 12 deficiencI 
614 Bone marrow abnormal 3 1 I 

615 Eosinophilia 2 1 , 

616 _ Eosil1~~ilifj 2 1 2 
------ ----

617 Erythrocyte_sedin~ntation r~raised 4 2 3, 
----

618 l-I~ematom~fl()Iltan~olls _ 4 1 3 
619 HYfli;rbilirubinaellli~ _ 11 1~ 
620 Leuc()cliClsis_ _L __ 3 1 5 
621 __ :r::ellc_oclt()~is _ 3: 2' 3 
622 ~eutr()fll1ilia 3 2 
623 ~eucojJenia _ 2 2, 2 
624 __ h~lICopenia_ 5 3 
625 N~lltJ:()flelli~ ____ 
626 LympI2~den()patI1L 
627 Glands swollen 
628 Lymphadenitis 

-
629 l:ymfl!1t\cleI1()path y 
630 Myel()ciy~fll~t~CJ'IE~rol12_e 3 

----,--

2 
631 fll~~openia 1. 
632 An<:(;JYl~llljJoplastic 
633 Pan cztojJen i<: 11 --,-

634 Red cell abnormal 
__ ~l l' 2 

---~----------

635 I!lr()mbocytopenia 2', 2 2 
636 Ihr()Jl~()cl~o~~_ 2 1 
637 TOTAL 75 191 7' 13 6 5 7 57 

-~ 

638 Neopl'!5~~_ 
639 Mfjlisl1ancies _ 46 17. 3 3 6 ~l 
640 Cancer' 11 1 
641 Carcinoma bladder* 

-- --'-. 

642 Carcinoma brain* I' 
-------,,------------- -r-

643 Carcinoma breast* 
644 Carcinoma bronchus* 2 
645 Carcinoma 

---~--------

646 5 
647 Carcinoma 
648 _<=_arcinoma larynx* 2 
649 Carcinoma liver* 

------+-------------~---- -------
I 650 2 4 

651 l' 1 
---_. 

652 Carcin()112a~~1(;re~~ 2 1 2 
653 __ <=ill:ciI1 Cll11aJ:>r()stl-ite * 2 2 2 
654 Carcinoma rectum * 3: 2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 11 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Total Not 

-~,,~~~--~---

Imown 2 Denominator total _____ ()O~~~ ____ 
---~~-----

3 Denominator male 246841 4376 
------

4 Denominatol' female 
655 Carcinoma skin* 
656 Carcinoma stomach* 1. - ! 

-~-----------

657 __ Carcinoma thyrCJid* 
-------~-

658 Carcinomatosis* 7' 1 1: 4 

659 Glioma* 
-~--~----------

660 ~Leukaell1ia l~mpll()clti~c!1ronic* 
661 Leukaemia acute* l' 

662 Leukaemia 1111f:loid chroni~* 1 
663 Leukaemia* 
664 Melanoma* 
665 __ l\I!yeloma*_~ ___ 
666 Sarcoma* 21 r-

------- --
__ l-___ 

667 Non-nlalig~ant tumou~_ 18! 2 3 
668 Adenoma endocrine 1 I' 

669 Fibroids I 

670 ~111jJl1()ma~ ____ 
671 Non-malignant tumour breast 4 

---c-
672 _ Non-m<ll~g!~~lI1t tl!l11ourskin 
673 _l'()lr~ga~trointestinal 
674 nasal 

675 uterine 2: 1, 1 2 _1 ___ " 

676 TOTAL 64 19 9 54 

677 Miscellaneous Infection 
1----

678 Abscess 1 1. 
679 Candidiasis 11 3 3 3 
680 c=hlaIllldial illfection 
681 Gardnerella infection 

~--

682 I:l~!I)~ 
683 ~H~rp~ __ 
684 ~erpes sin~~lex I' 
685 1:IIV J:l()~i0~e and AIDS 
686 ~Y_(I:lUl11an immll!1()deficiell(;y virus) ESl~i~'_ 
687 Infection 3 2 

688 lrJfection_postoef:rati-"e 
689 Infection viral 
690 ~igor 
691 1eptica~11ia 

692 Varicella 
-------~--- ---

693 Wart 
-~--~-----

694 Wart 
695 TOTAL I' 31 

-----j-

696 I "!'!IlJn_~EJI i CCiL __ 
697 Allergy 6: 4 4 

---------------
698 ,'\~lgione\J~otic oedema 3 
699 ,'\11 till11~!f:3!_<ll!libo~y £os i ti \1 e 1 , 

163'-700 1111~ec: ifi ~t:I_ ~icl~<ffec;ts 176 110 23 11 9 
701 TOTAL 186 114 23 II 91- 168, 2 

----- ---t--

702 Aclve r~e _'3~Cicti()~~o_~pecifi~_Q rU~L 
703 A_dverse reaction to othel~drug __ 5 
704 Dependen~e ___ 5 

-----
705 Withdrawal 6 
706 TOTAL I 16 

-~----- --------

707 Accident andll1il.!'"Y 
708 Animal 3 

~-----

709 Assault 2 I' 9 
710 Burn 

-!-
3 

711 Drug overdo~<lccidentaL 
712 Fall 4 3 53 
713 Fall* II' 3 1: 36' 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 12 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT :\Tot 

---~~---~~-~-.----- - -

2 Denominator total 11~47J known 
3 Denominator male 4376 3390 2619 

-r-~--------~-______ ~ 
4201; 4 Denominator female 35101 6822' 4938j 3323' 

--------

714 Fall minor -~Q,- 7 4' I 2 17 
715 Fall no injul}' __ I 

-- ---- -- ------

716 Fracture 
~~~------------

717 Haematoma 
718 !:lyperkeratosis_solar_ 
719 Injury 6: 

720 Insect bite & sting 
721 ~esting ___ 
722 Insect bite 

- -------~: --
I: 

----~~---------- -------- -7 723 nonmedicinal 
724 I 

----

725 Road traffic accident I 4 4 
----~-

726 Sunburn 
~--~ 

727 TOTAL 54, 35 16 

728 Death 
---------

729 Death cause uncertain 6 7 
730 TOTAL 6 7 

731 Sur~~ry ______ 
732 ,t\.~~~llirl~_~ur_gi:!IJI __ 2, 

733 __ 6EP~ndic<:cto~_ 
734 __ ~JlOIecystectomy , 2, 
735 Gastrointestinal surgery 8' -~ 
736 Hernia..su.r:.ge~L 3 I 
737 .6c;upunc;tur~ ___ ~ __ 
738 Blood transfusion 
739 Catheterisation 
740 ~11.~()gle!f~PY __ 2 
741 D en t.'lL~lr:.gery 

~ ------- ---

742 renal I 
743 Ear nose and throat sllrg{;ry I 
744 Electroconyulsive _t~{;I:<p'Y 22 
745 J::ndoscopy 9 

- ----, 
746 Gastroscopy 2 I 
747 Q(!llitCl_urinary stlrgery 3' 2 3 
748 I 
749 Genitourinary surgery 
750 Renal transplantation 

-r 

--------- -----------,---

751 Transurethral resection I 
-------

752 Gyl~a_ecoICJgical surgeI}' _ 10 I! 21 2 8 
753 Abortion t~i:!r.a:peutic 
754 Caesarean section 
755 _ (:Jylla.ecoJ_og;lcal surgery 
756 _Hys!e~c;tomy_ ---.- ---------

757 Lumpectom.Z ___ 
758 l\1_a..s!(;c;~()n~L __ 
759 Jv1inor surgery_ 
760 Ophthalmic s-':!IlSery _ 2 2 
761 Cataract extraction 

~-~-~--~~--

762 I: 
763 13 2 }~ 
764 _,t\.111pu til~iO~l 2 I 
765 _.2~tl1()JJfl{;~ic;..surgery ___ II 2 3 Ii 2 
766 Total hiE..!'Place~llent* 
767 Radiotherapy 3 1 2 
768 4 2 4 

-- --- --- --
769 Thoracic sUl:.l~~e!fL 4 2 2 4 

- - -- -'-- --- ---f---
770 Cardiac catheter ____ L 

771 Cardiac stlIlSery* ~_ -:----- I' 
----

772 Heart-Iun trans lantation* I 1 Ii 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 13 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 

1 EVENT Not 
-----~,~---~-- "" 

2 Denominator total 
3 Denominator male 24684 3390 

--~---"- - -----"- --~ 
4 Denominatol' female 35101 6822 4938 

~--

773 _l'llOracic sU"~eJ2'* 2 
-

774 Vascul<ir surg~rL 2 }, 

775 Vascular surger):, _____ 2 2 

27: Iii l():- -- - - ~-

776 TOTAL 128 25 16 12 107 2 
---~---- ----I -

~ 

777 Referrals 
778 Hospital refe~r<iI~!lO admi!;sio!l 
779 Hosgital re~rl~Is:_ Cardiology 
780 l!()spital_r~ferrals: Derll1atol()g):' __ 2 
781 ~()spital refen:als:J~ar, nose and t~ro~ 5 
782 Ho~ital refe~ra~~Q<lstroenterolclgy 

783 1:l~pit<ll~feJ'E<i!s~ General medicine __ 
784 Hospjl<!l~ej'e .. ~I~:QIfl<lecology 2 
785 ___ Hospital r~ferral~: Ha~l1atolog~ 
786 ~~pitalEej'eITals: Neurolog):' ____ ~ 1 

787 ~ospitaLreferrals: 0E~thallliology_ 7 3: 
788 ~()~pital referrals: Orthopaedics_ 
789 _J:!ospit<tl~fer£als~_~chi<ltrx 
790 _B_ospit<i0:~fer£<ils~I{~spir<ltory~ 
791 _ Hospital!:~fen:<ils~ RheumatoloJSl Ii 
792 _1:losEit<l1 referl:a!~~ UrojClgy 2, 

793 _1:lo~]Jital~j'errals 93;- 22 15 10 5: 8 2 
---- 3-7'-794 N on_~~llfgical acllllissL()llS 267: 80 34 21 24 20 216 3 

---) 

795 TOTAL 578' 153 78 71 52 52 46 452 9 
---

796 Social 
797 Bereavement 12 3 2 3 9 
798 Domestic 11 5: 13 4' 37' 

799 Loneliness 

800 Marital 4 2 7' 

801 Prison admission 
-

802 ~~1lI1c!<lfl9 1 

803 TOTAL 71 18 8 

804 Other Events 
805 ~rdiovasc:LIIar ~~!Cm uflspecified 4 

806 _~~lt!<l11~ervCllIs~ystemu~p~ecif~~cl ___ 4 

807 Earllnsp~cif~d_ 
--,-

~ 

808 Event not coded 4 3 
809 _Eye lIns2-ecifie~ 
810 Gastrointesti~a!unspe~ified _____ 5 4 2 4 

811 gxna~c:()l~):'_unspeEifie<i_ 1 3 2 7 

812 llaemorrhage p()~t_operative I 1 
---

813 _l:<lbor<!i:0~"):'t~~bnor~al 9, 3 1 8 

814 ioiverunsp_ecifi~d __ 
815 MaleJeprodm;ti\fe systc~nl~~pec;ified 
816 ~etabolic-':lnspecifie<i___ _ 
817 Musculoskeleta!_lIflsEecified 
818 Nodule 

--

819 N on -m<lli~llaJ~~ll()ur:t:Jl1specified 
820 Pain 5 ----
821 Paill __ postoperati:v~_ 2 
822 l'~chiatric: unsjJecifLeL __ 60 12 8 9 5 

823 l'sy CI~os~l1ati cllll~p~cified 
824 Re~iI:atory~~sp~c:ified 
825 Skin unsp~cifi~ ____ 
826 lJ rinaJl-':lflspec:ifi~d_ 
827 Pregnancy ___ 8 

828 Abortion 
829 Aborti()Il~oflt<llle~llS _ 
830 Birth nOrIllal 
831 Pre lane 8 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 14 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT :\fot 

-~~-----

'known-2 Denominator total 6347 
--~-~~~~--~.~ 

3 Denominator male 2157 
4 Denominator female 2984 

---~-~-~-~-~- --

832 TOTAL 18 157 8 
-~~--~~----~-------- -

833 New Events 
834 Ab0l1ion missed 
835 Absence seizure/attack --_. ---~----
836 Akathisia 2, 2 

------------
837 Anaemia fatal 

--

838 ,'I.ngina irrlEI~oved __ 
839 Anorexia nervosa fatal 

----- -- -------
840 ~JJE~tite increas~d 
841 Asthma noctumal 
842 Asthma worse 
843 Baldness 

~--------

844 13~~~1 habi~~hangl:d_ 
845 Breast disorder male 
846 Breast 
847 Cardiovascular tests 
848 -
849 1 
850 1 2 

--~ -----

851 256 210 1 146 1541 
- ---1-----

138 8 
852 

----

853 1 
854 Dementia fatal 
855 Q~E~n~n~ ot~~ dnIg l' 
856 Dislocated 11 I 

857 Dose increased 408 162 93 64T-~ 3 
-------------- ---

271 9 858 Dose reduced 288~ 68 43 29 
1-- ---

859 Qrugablls_e 20: 10 C 18 
860 Drl~g ~f()rll1-'lti<Jn 10 9 10 
861 Dys artllri~_ _ 2 I, 2 
862 Dyskines~~ ___ 
863 Ear tests 

----------- --
864 Ear trivial 1, 
865 E~lng di~()J"del: 
866 Emotional disturbance 
867 Eye tests_ 
868 Flu like 
869 Gastro-intestinal tests 
870 Glue ear 
871 G)~la~()loglcal test~ __ 
872 2¥llaecoI~gical triviaL 
873 Haem[it9logical t~~ 10 -
874 Helicobacter 1 

-----~---- -21 10 875 HejJatic_~~ts_ 3 
876 Herpes g_enital 

---

877 l!ospital_reierralp~rallledical 12 6 4 34 
-1---

878 Illegible 10: 2 2 1 8 
879 lIll_l11()!JilitL __ 5 01 I 4 ?1-_ 
880 I~lmounologic:al_!l:~ 
881 Inappropriate adh SYl~_ 
882 Intolerance 
883 Lipid te~ _ __ 
884 ~al~Eepl:()ducti~et~sts 
885 Medical cert 
886 Ment~l~te improVl:d_ 
887 Mental state worse 10

1 

888 Metabolic tests liT 
-------------------------

889 Micturition abnormal 6 
----~------------

890 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 15 



Appendix 3b. Events reported on green forms during treatment with mirtazapine 

A J 
1 EVENT Not 
2 Denominator total known 

,---~~~~-

3 Denominator" male 24684 4376 2946 2619 2361 2157 
~~.~"""- -- ----------

4 Denominator female 35101 6822 4938 4201 
-----~------'" -,-

891 Musculoskeletal tests 3 3 
,L 

892 NO!lcompliance_ 302 
893 Non formulary 
894 9steop~1~i~ ___ 
895 
896 
897 Pain musculoskeletal 22 

-------------
898 ~ail1pelvis , 5 5 
899 Pallor 
900 PatienlJe_qtJe~" 199 38 28 22 419 4 
901 Personality disorder " _ 3 I' 
902 ~olysymptolll<1tic: 4 
903 fg~ t_Q]J(;rati()n llnspec;ified 

-iT 2 
904 fyrexia_,,_ 3 2 

-----

905 Respinltory tests 14 5 2 3 1 2 
906 Respiratory trivi~~ 
907 Sensation abnormal 10 2 2 

----~----

908 Shi~~ing _, __ 3 
909 Skin trivial 
910 Slapped cheek_ sYI~d~ol11e 
911 ~11Ir~ed sp(;ech 6 5 
912 Smoker 7 6 
913 Stammer 1 
914 Stiffness 8, 3 

,- ---+---

915 I~rc1ivecl)'skin~si~ 
916 
917 Iendon rupture ___ 
918 Testispain~c1isc:~l1for~ 
919 Th()l1gl1~~sordeL 2 4i 7 
920 Tumour 2 7 
921 Unsteadiness 21 2 
922 Y riI1<llJ test~_ 16! 3 5 3 16 
923 Urine outflow obstruction I 
924 Urolog)'~ests _, 2 1 
925 Vaccination 10 1 3 7 
926 ~lli]Jlash_ 2 ( 2 

__ i ___ - , -- ,-, 

927 TOTAL 4271 1522 681 435 381 304 288. 3611 33 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 16 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

1 EVENT 
2 Denominator total 
3 Denominator male 1---'---;-'---.. - .- ._ .. _ .. - . 

f-_4,--+D=-e, nom ina t() .. !e.ll~a Ie 

5 Skin 
t---6-iA···c·ne 

7 Acne 
8 Acne rosacea 

9 ~lopecia ___ _ 
10 sebaceous 
11 Dermatitis _. 

12 Dermatitis contact 
-~-,~---~--~ 

13 Qryskin 
14 
15 
16 
17 
18 

Eczema 
Eczema 

Intertrig~_ 

Pompholr-~ 
Eczema varicose 

A 

19 
20 

Eruption !J.IJ!Io.1J~ ___ _ 
Blister 

21_Denmlti~i.s. herp..e.tifonnis 

22 .0ythema_ 
23 ~l'tI1eI~1a nod()slln1 

24 £:r1.~1roden~a_ .. 
25 
26 

Dermatitis exfoliative 
Folliculitis 

27 Hair ingl:.o.."'I1_ 
28 Hair loss 

--C-.... :-

29 !:lerpes..si11.1E!~~skLl1. 
30 !:lerp~s~..o.ster .. 
31 Hirsutism -_._._ .. " -----" 

32 !:l.1E.e!~erat()~is_ 
33 }ixperkeratosis 
34 
35 
36 

__ ~ityriasis_ _. 

37 
38 

Infecti()I1.~il1,unspecif1~cIi'l()c~lb~c;terial 
Abscess skin 
Cellulitis 

39 Infection skin 

40far:.0l1~i1ia_ 
Lice 41 

42 Lichen sclerosus 

43 hUPlls disc;()ici.. 
44 j\JaD~aI1g..e.. 
45 Nail ch<ll1.~ 
46 ~<liLingr()\N]~ 

47 Ql1ychomycosis. 

48Photosel~~itivity_ 

49 
50 Pressure sore 

1----5 -:-1 --;·p·c·ruritus 

52 Pruritus 

f--5;:.;3=---1_ .. =P.cr .. ucritus~nL 
54 
55 
56 
57 
58 
59 
60 
61 
62 
63 
64 

Seborrhoea 

~inu~DOl1i~<l1 
Sore skin 
--

Tinea 

12. 
7 
5 

7 

3 
5 

3 

2 

30 
24 

2922 2810 
5181· 5024 

4 2 
3 

2508 2308 
4805 4536 4224· 

+--
2 

1 

2 

----

2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A 
1 EVENT ,_ TOtlllJ 
2 Denominator total 52654 i 8138 7869 7520 
3 Denominator male 

--~--~~-""~ 

4 Denominatol" female 
~-""~~---~~ 

"" ii4i21-292Z-28iO'-~2680 2508 i 
'33993-- 5181~~024-"4s05L 4536:-4224-

2308 
3819 

65 Ulcer skin 1 ~ 
66 Urticaria 

-~"-~"-""'~ 

67 Vitiligo~_ 
~" 

68 TOTAL 
--~------- " 

69 Musculoskeletal 
70 Arthritis 
71 6I:thritis psoriati~ 
72 Arthritis rheumatoid 
73 Arthritis rheumatoid* 
74 Bone abnormal 

------~-~"" 

75 Bursitis 
76 Bursitis 

-~~-~ 

77 Bursitis knee 
78 Bursitis olecranon 

---------~~----~---

79 Bursitis toe 
80 Ca~sl@is 

81 Chondromalacia 
---~----~----

82 C~fIlllP __ "'_'" 
83 Baker's 
84 Disc prolapsed 

---------

85 Dupuytren'~ontr~ct\J~,"" 
86 ~J!~i<Jn j o~1t~, 3 
87 Frozen shoulder 6 2 
88 gangJion 2 
89 Lum~ag()_ 
90 Muscle weakness 4 2 
91 Myalgia 16 4 3 2 
92 N erve_en tral)J~el1! 4 2 
93 C<irpal tlll1~!S yn dl~OI11 e 1, 

94 , N e~ve __ entra]J111erl~ "_ 3 
95 Osteoarthritis 14 
96 Osteochondritis 3 21 

,-----

97 Qsteol111elitis_ 
98 Ost(;Clporosi_s 

-"-

99 Pain back 13 12 8 
100 Pain bone 
101 Pain 
102 Pain 
103 y_ain joint __ 
104 Rheumatism 
105 Pain limb 
106 Pain neck 
107 Plantar fasciitis 

-"---~----~----

108 Pol ymyal gi a,rl1 t:u_matic~" 
109 Rotator cuff 
110 Sciatica 
111 Scoliosis 
112 Spaslll~l1Uscular _ 
113 ~EOndylosis~,_~ _ 
114 Spondylosis cervical" 
115 S\"t:llingjoint~_ 
116 ~llovit~ 

117 Tendinitis 
-~----~- "' -

118 Tennis elbow 
119 Tenosynovitis 
120 Torticollis 

-~-----------

121 Trigg_er finger " __ 
122 TOTAL 

123 Psychiatric 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT Not 

-.~"-"-- -- -------
2 Denominator total 7520 7077 known 

~~-~--~---~-------- --------~ ---------.-- --.--~-

3 Denominator male 2922' 2810, 2680 2~~8 2308' 2052' 
-~----

4 Denominato," female 
-

124 .A ggr~~~i()I1 ____ 6 2 
125 Agitatioll 17 3 
126 Alcoholism 2 
127 Alcohol withdrawal 
128 Alcoholism * 4 -------------- ---
129 Alcoholism acute 

------------------
130 Alcoholism chronic· 2 

131 .Al~iety __ 8 7 88 31 

132 _f\_llxiety ___ 8 7 88 31 

133 Behaviour abnormal 1 
-------------

134 Confusion 7 

135 Delusion 

136 Dementia 3 1 2 
--

137 Alzheimer's disease* 2 1 I 
138 Dementia 

-------- -,---
139 Dementia senile* 

140 Depel"S..()l1..alization 
141 DepressiClll_ 40 34. 186 93 

142 _I)~Eression _____ 40 ~A J", 185 92 
143 _[)~J)r~sionll1anic.. 2 1 1 

144 _.I:l~J).ression£ostnat~!l 
j-

145 Dreams abnormal 2 2 
--------- t--

146 _~J)I.1.()ri~ 
147 Formication 
148 ~__Jly~teri c.tJs I, 

149 Grief reaction 1 3, 

150 Hallucination 

151 1:!YJl~acti\,e___ 
152 J:Iypochondrias~s _____ 
153 H yp0!11..ania_ 3 l' 2 

- : 154 Insomnia 70 14 47 15 

155 !rritalJility __ -~-cj 8 

156 Libido decreased 6 2 3; 

157 Malaise,lassitllde 77 15 12 10 4 52 13 

158 Lassitude 54 10 11 4 4 4 4 37 8 

159 Malaise 23 5 6 2 1 IS' 5 
--

160 Mania 3 2 3 
~---------

161 .Mood c11ange __ 7 2 2 

162 ~od _chal1g~ 
163 _Mo()~~J.I~ 6 2 

164 Neurosis 1 
----~---- --

2 165 9bsession/coI11jJulsiv~ ___ --

166 Panic attack 4 

167 Paranoia 
~------------

168 Phobia 
169 _Agoraphobia 
170 ~ancerphobi<l...-

171 Phobia 
172 2 

173 Schizophrenia , 

174 1el£inju.rL _ 
------,-

4 1 
175 Senilill. ______ 2 
176 Somnambulism ---- --------- -----

177 S\Jici~1 tl~ugllt_ 13 3 1 3 1 
-----

178 Suicicle att~ll1jJ..LdrllE.0verd.CJ.se 59 7 18 8 9 

179 Overdose* 3 2 

180 Overdose other 26 4 5 

181 J2-"erd~e..unkno_wn_ci.rug* 12 
182 _ Suicide_attelllJ)t* 13 
183 Suicide threat 5! 2, 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 3 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

EVENT 

1--..;;.2
3
,--+D_.enom i_na_to~r~t~o~ta~1 

Denominator male 

1--..;;.4---JI.=D.e:.:n ... om in a to r fern a Ie 
184 Tics 

A 

18412 

185 TOTAL 823 

1--1_86-+-C_e~tra.I~a.~Pe~ip ~ e ra I ~~e rv 0 us ~}'~tem~ 
187 Amnesia 9 

-,--,,---- ---- ----

188 Aphasia, d~phasia_ 

189~pyspha~ __ 
190 Ataxia 
191 
192 
193 
194 

195 
196 
197 
198 
199 

BurninE-se_nsatiol~ 

Coma 
-~.----~---

~Ilvulsion,_~pilepsx 
Convulsion* 

* 

Drowsiness, sedation 200 

r-:::22:.::°0-=-21_+=:Drowsiness 
Sedation 

t---:-::--tc: 
203 l)ysphOI~~ 
204 E:\t~EyraI11idaldisea~e 

205 
206 
207 
208 
209 
210 

~Dl'~t()I1ia~ ~~ 
~ Extl~apyramid111 disea~e 

Parkinson's disease* 

FeeJing~colcL 
Feelil~g hot 

211 Elllshirrg_ 
212 !l~adl1che, Inig~ille~ 
213 Headache 

1--2-1-4 -f~~~M·igrail~~~_ ~~_ 
215 Hemipare~~_ 
216 
217 
218 
219 
220 

Lost consciousness 
---~~------

Menillgiti~s _ 

_Menillgi!~* 

Multip~sc1erosis~~_ 

Mxe~pati1L 
r-:::2,,=,2-=-1_FN,euralgia 

222 Ne.lll'algi.l1lrjgem inal 
223 1'J_elll~opathy. 
224 Neuritis' I--'-'--t-.... - ~-- --.~ .. 
225 J'leurop~thy pe~ip!leral_ 
226 ~uroPl1!hy ~_ 

227 _~ara!ysis .<Jc;ular _. 
228 Paresis 

229 Post viral ~ndron~~ 
230 Ptosis 
231 
232 
233 
234 

Sensation abnormal 
Hypoaesthesia 
Paraesthesia 

taste abnormal 
235 Taste abnormal 

-~~------~-,,----

236 Syncope __ ~_~~ 

237 Tremor .~~~ __ ~ __ . __ .. 
238 TOTAL 

-~~--

239 Eye ._~ _____ ~._. 
240 
241 
242 

~L 

1: 
42' 

5 

7 

2 

14 _. ~10r-
4 

2922 2810 
5024 

--- -

155 127 

2 

2 

4805 

93 

5 

3 
3 

11 
29: 

J 
Not ___ ~~~"~ l\!!h~ Mth6 .~ __ ~ 

7077 6563 :-S~J9<ji- ~ ~J-n~o_wn_ 
2508 ~i30sr-2052I 
4536-4224r~3819 i 

-~--,---- -------- 1-

67 

3 

----

I 

2 
30 

1 
1. 

21 

2 

1 
18 

546 190 

5 2 

32 

4 

2 

2 

2 

5 
7 

187 

5 

1 
9 
6 
3 

3 
24 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 4 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

1 EVENT 
2 Denominato," total 

t---:3-+-D~e~n~o;-in-a-to-r~llI-a-le-~-

4 Denominator female 
243 Cataract 
244 Conjunctivitis 
245 Corneal dystrophy ~ 

246 Meibomian 
247 J:)ry~_ 
248 Epi~(;l(;riti~ 
249 Floaters 
250 Glaucoma 

A 

251 1i~morrhage subc()njl~~c;tL~ ~ 
252 !:lerpes ophthalmic _________ _ 
253 Irritatio~y~ __ 
254 Lacrimation 
255 Ma(;1I1al~_~eg(;l1(;ratioI1 ~ 
256 :I\l2~tagmus __ 
257 Pain eye 
258 Retinal detachment 

~~ ~~~~ ~------.. -

1--':2:..:5-79_ER~::etil~opathy ~ 
260 Scleritis 
261 ~re eye_ 
262 
263 Ulcer corneal 
264 Uveitis 
265 Visual defect 
2 66 J:)i£l~J)i[!_~ 
267 H(;l11ianJ:lpLa_ 
268 Vision deteriorated 

~-~---.. ------- -~-

269 Vision field defect 
--------

270 Visual disturbance 
271 TOTAL 

272 Ear 
273 Deafness 
274 Earache 

------- -

275 ~a!cI~u~perforaJ:io~ __ 
J..-...'2::..;7....:6'-1,E=:a='-n.:v_a=x: ___ ~ __ ~ ~ ~ 

277 Labrrilltl1iti~ 
278 Otitis extern a 

1--22_87_90-l_0,-teit:-ciS: media 
OtolThoea 

281 
282 
283 

Tinnitus 
-~-----

Veliigo __ 
TOTAL 

284 Cardiovascular 
285 Aneurysm ___ ~~~ 

286 ~~n,,-u!y~m aortic* 
287 Cardiac arrest 
288 Cardiac failure 
289 Cardiac failure* 
290 
291 
292 
293 CardiomyopathL_ 
294 Cardi()l11yopathy*_~ __ 
295 Cerebrovascular accident 
296 Cerebro-vascular accident* 

--~----------

297 _I-I~el11orrhag~~rebral* ____ _ 
298_I-I~eI11orrhage subari.lCI~1()icl* 
299 _ Verteb~basilm~ndroI11e_ 
300 C h:cil~:b :el a :-cci1_1 ________ _ 
301 extremities 

~ 2810_--2~~Q:r 2508' 2308 
5024: 4805 i 4536 4224 

3 

2 

40 6. 8 91 

9 21 
-~-

2 2 2 2 

2: 

L 
3 4' 

4. 2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

1 
2 

EVENT 
Denominato." total 

3 Denominator male 

1--3_40_2-+-D~e.'!.()'llin~a~t~o r_fc_m_alc 
vein thrombosis 

303 Disorders of heart rate 

t--:33,-:°0-::45-+--=B=--r~ad:-,)_'cardia ~_ 
Tach~<:ardia 

A 

1--3;..;0;..;6-+D----'..isorders of rhythm _____ _ 
307 Arrhythmia __ _ 
308 Extras~stoles ___ _ 
309 Fibrillation atrial * 
310 EmIJolus pulmonary 
311 Faintness 
312 Hyper~C!1~Lol~_ 
313 ~l:!l:p(:rtel1sion * 
314 Hyp_ote'!.sion 
315 Ischaemia mesenteric 
316 _Il1f'arctionJ?,astroill~estinal ~ 

317 ~(;l1aemia periphe.r.al 
318 Claudication 
319 ~lschaemia peripheral _ 
320 Ischaemic heart disease 
321 
322 
323 
324 
325 
326 

~l1gil1a __ _ 
Ischaemic heart disease* 

__ iI:1xocar~~lllinfarctiol1" 
Oedema 

327 Oedema 
328 Swollen ankles 
329 Swollen limb 
330 £..ain ..c:l1..es.t,_~iJ?,ht _c!J.est... 
331 Pain chest 

--"~---~-

1--3:.,:3.;;:2-+-..::.T iJ?,llt <:hest 
333 Ealpitation. 
334 Pericarditis 

1--::3-=-3-::-5 -lC:P·h I e b i tis 

336 B:ilyllllud'sJ:>~eno112el1o_n 
337 Restless 
338 Thrombophlebiti~ 

339 Transient ischaemic attack 
340 Valvular disease 
341 Stenosis aortic' 
342 Vasculitis 
343 Veins varicose 
344 TOTAL 

345 B_~pil:at0'1'... 
346 _Asth0~~\,heezinlL _ 
347 Asthma* 

348 Bronc:~ClS.£'l~f'!.._ 
349 
350 
351 Bronchiectasis' 

Disease 

352 Chronic Obstructive Airwad's Dise~_e~ 
353_Emph~sema-" 

354 ~()~&h_ 
355 QysPI:JCJE:il_ 
356 Effusion pleurill 
357 ~istaxi~_ 
358 Fibrosis 
359 Alv(:()li~Jibr()si~lJ?,* 

360 !!a_emop~~~_ 
361 Hoarseness 

- --- ------+-----

2 

1, 
23i -231-

I 
51 

34 
5 

10 

2 
4 
2 
2 

2922 
5181 

2 
2 

_-------1 __ 

I 

9 
8 

3 

2810 
5024 

2 
2 

3 

9 
8 

2 

4805 

4 
4 

2 

5 
5 

4536 
1 

2052, 

4224 _ .l8!2T-

4 
4 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT .'lot ____________ M._ 

2 Denominator total 7520 : known 
--~------------------- -- ------~~ 

3 Denominator male 2680 
4 Denominator female 33993: 4805 4536' 

---------------
362 !ll£erv~ntila~tioI1 2! 
363 3 
364 3 

----
365 Pneumothorax 2 3 

-----~--~~ 

366 ~~spiratory 1'~1iltJEe ------
367 ~~spirijto~!I:act ~int'e~.tion 261 i 43 49 38 32 33 23 15 

L 
2: 

----,-

368 Bronchitis acute ~L 2 
369 Bronchitis* 

--,-
3 

370 ~ BroI1chopneUI11oniij*_ 
371 CatalTh ----
372 
373 5 
374 Influenza* 
375 ~rYI~itis __ ~ 
376 ~~aryngiti~~ __ ~ 2 
377 Pneumonia* 

378 Rhinitis 
379 Rhinorrhea 

--------- ----- --
380 Sinusitis 28 3 5 5 4 2 2 21 2 

-------
381 Tonsillitis 13 2 2 3 4 1 13 ' ------------- ----
382 Tracheitis 2 1 1 2 

-------~ 

383 ~J.J:jJp~r resIJir~~torytract infectio~~ 53 II; 15 7 6 6 46 
384 B-J1i~tis aU~g~ 8 I, 4 2 7' 1 

385 TOTAL 387 62 42 329: 20 
-

386 Alimentary ~~~_ 
387 Abscess dental 6, 

388 Anorexia 12 5 2 
~~---------

389 ~ppen~i(;itis~ 1 
390 ~i\ppendici~~ I' 
391 Ascites 2 
392 Bowel obstruction I' 3 

----------------------
393 Bowelobstruction* 3 I! 3 

--------------------
394 Bulimia L 

395 Can11»)'lo~bac~~_~~~ 
396 Candidiasis oral 
397 Cheilitis 
398 ~holelithii!Sis,(;lllJl(;cystiti~ 

399 _Chole9'sti!i~~~ 
400 Cholelithiasis* 3 
401 Colic jJilimy 2 

-

402 Cirrhosis 3 2 
-------

403 Cirrhosis' 3 2: 
------~---------

404 ~esophagea~a!j(;(;~~ _L_ 

405 Coeliac disease i 

406 
407 5 

~-

408 abdominal 1 
--

409 I 
410 6 
411 Duodenitis 

------

412 ~pyspe]Js~ 4 
-~ 

413 Gastritis 
414 Heartburn 
415 ~~ Oesophag~~ ___ 
416 ~esophagitis_~~~_ 
417 Dysphagi~_~_~~ 
418 Faecal incontinence 

--------. 
419 Fissure anorectal 
420 Flatulence ----- ---------
421 Gastroenteritis 4, 3 1; 2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 7 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

2 
3 

EVENT 
Denominator total 
Denominator male 

A 

~~--.----~-- ~_.- --

4 Denominator female 
422 Giardiasis 

423 Qirlgivitis ~~~ 
424 Glossitis 

425 Gum11~p~~I'()ph~ 
426 Haemor~h<lge ga~tr()iI1testinal 

427I-1aemorrhag~~astrointestirlal~ljJper 

428 Haematemesis* 
-----------

429 Melena 
430 __ Oesop11~eal haemorrhage* 

431 Haen~0!r!1aJ"e()ral_ 
432 Haell1_o~Thage ~ctal _ 
433 Haemorrhagic_diarrh()eil 
434 Haemorrhoids 
435 Halitosis 

436 Hepatic: failure ~~~~ 

437 ~p~tic:JailurtO* ~~ 
438 Hepfjtitis, j au~di~ 
439 ~tOP~titis* __ _ 
440 Jaundice 
441 Jaundice obstructive* 

442 !:It:p~tomt~galy __ 
443 Hernia 
444 Hernia hiatus 

445I-1i(;coug~ 
446 Tnfl~l1matorydisease_~olon 

447 Colitis 

448 __ c:01 i ti sJ)s_eu dOll1~1_b!a~1 0 us* 
449 Colitis ulcerative 

450 _i=o-'()l~p_~f()ra~ed * 
451 Crohn's disease* 
452 Diverticulitis 
453 Diverticulosis' 

454 DiverticlIlump_e~'Lorated* 

455 Irritab~_b~vtOLsxndrome ~ 

456 Leu~()pl<l~i:\ oral 
457 Liver function test abnormal 

458 ~~~sea, y~11iting __ 
459 Nausea 

-~--~----.---

460 VOllliting_ 
461 Pain abdomen 
462 Pancreatitis 
463 Pancreatitis* 

464 Paro!Ld enlarg~ __ _ 
465 Parotitis 
466 I)harYI1~ il1jtation 

46 7I'l'()ctfl!gJ~ 
468 Proctitis 

469 fr()!apsere_C!<l! 
470 Rectal discharge_ 
471 Saliva increased 

-----------~~ 

472 Sialadenitis 
473 Sore mouth 
474 Stomatitis 
475 Tenesmus 
476 Toothache 
477 Ulcer mouth 

------- .--- -- --------

478 Ulcer oesophag~i:l! 
479UlcerjJejJti~_ 

480 Ulcer duodenal* 
481 Ulcer astric 

2 
I 

1 
4 
2' 
2 

10 

6 
2 

22 

10 
78 

3 

2810 
~~-::-c-=--i-- 5024 i 

2 

2 

2 

4 
--I 

6, 
26: 
14T 

3 

2 

6 

I 
10 
6 
4 

9 

7520 
2680 
4805· 

3 

7 
3 

2_5!l~~ 
4536 

2052 
4224 3819 

1 

-

2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT Total Not 

~~------ 52654i-----L
--

.- --- --------- ------
2 Denominator total known 

-----~---,,---

- 184Tif 
------- ----- ----

3 Denominator male 2922 2810 2508 2308! 2052 
~---------- - -r 

42241 4 Denominator female 339931 5181 5024 4805 4536 3819 --------._---
482 _lJlcer pepJ:i<;", 
483 TOTAL 58 34 

484 Metabolic and Endocrine 
--~~-- ------- ----

485 ~~omegaly 
486 Qehyd~tL~ ______ 
487 Diabetes l~llitus imp!o_v"cI 
488 Diabetes mellitlls, hYl2erglycaefili<l __ 
489 Diabetes mellitus worsened 
490 Diabetes mellitus* 
491 _G I YCClS~lri<l___ 
492 H Yl2erglYc;at:filia __ 5 3 
493 Ketoacidosis diabetic* ------ -------- ---- ----+---

494 ~t:tin op<lth y d i a lJt:~ic I 
495 Elt:ctrolyte a~onnal 3 3 3 
496 H yperkalae_n_~~ 
497 _J-Iypokal<lemi<l _ 
498 _ l1l'ponatr~n2~_ 3 3 
499 Excessive thirst 5 2 

-- ------------
500 Globulin abnormal 

------------
501 Gout 5 3 
502 Brl2erlip i da(;l11~ 2 I 
503 ___ HypercllCJ1~ter:2I~~mia __ 
504 l1yperliI2LcI<lemi~ I' _l_ 

505 Brl2erpro~c~~emi<l_ 
506 HYl2erthyr()idislll I 1 
507 Hypoglycaemia ____ 1, I 

--

508 Hypothyroidis~__ 2 4 

509 Obesity T 2 

510 __ ~~esi!y __ 4 2 

511 Sweatil1E> -- 3 4 2 12 

512 WeigJ1~gain __ 8 2 17 3 
------

513 ~eigh!J()ss 14 4 3 3 10 2 _____ i. 

514 TOTAL 90 29 12 11 9 70: 9 

515 _l:J!~!()9 ic 
516 Albuminuria 1 

--------- - ------
517 Bladder irrita~l!r _ - I 

518 Calculus renal 
--~~---

519 Caruncle urethral 
------------------

520 Colic renal 2 4 

521 Colic renal 2 
522 Pain renal 2 

523 Enuresis 
---~--------- -

524 Haematuria 8 3 2 

525 !:Iydronephrosi,, ____ 
526 Micturition disorder 

---------
527 ~r_~U!L~ 
528 _ Freq~encL __ 
529 Incontinence 

--;-

2 1 4 9 
530 Nocturia 1 2' 

---.-~---- --
531 _Urgency ____ 
532 Polytlria 
533 
534 Renal failure 3 
535 Renal failure acute I 
536 Renal failure chronic* I ----------------
537 Renal failure* 1 
538 Renal function test abnormal 

i--

539 Retention 
~i 
j 

540 Urea raised 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 9 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT Mth3,-~ Not 
2 Denominator total 7520 7077j known 

2680 25081 
~~------<-~-- -.~ ~~~~~-

3 Denominator male 2810 
~-~~---~~-~-~ 

_ ~~_"~ _~_~ ~_~~"J~ ~ 
4 Denominato." female 

~~-~~~--~~-- ~"" ----
5024: 4805 4536i 

541 tract infection 9 7' 2 
542 _~gystitis 

543 Pyelitis 
544 Pyelonephriti~~ 
545 Urethritis 
546 ~J:IIinary tract il1fecticm * 7 2 
547 TOTAL 106 18 6 

------------

548 l\IIal~_~produ~!"e al1_d~§ynaecomastia 
549 Balanitis I 

--1-

550 Cyst e~i~idymis _ 
551 Eia~t1ation prell1~tur~~ ~ 
552 Epididymitis 
553 Gynaecomastia 
554 Haem()Spermia_~ 

555 Impotence, ejacula!ion failll~ 
556 ~aculation failu~ 

557 ~mIJotence 9 
558 Phimosis 
559 Prostatism 6 2 5 

560 Prostatitis 2 2 

561 TOTAL 27 2 3 8 4 5 22 2 

562 EemCl~~~epr()ductive 
563 Abscess Bartholin's 
564 Bartholinitis J! 

565 Cervical smear abnormal 
566 Bartholin's 
567 ovarian 
568 Dysl<i.lI:Y()~~ 
569 D¥s]Jareunia ~~ 
570 Endometriosis l' 

571 J:I~~morrhage E~stcoitaJ 2 l' 2 

572 Haemorrhage pos!I1~~l1CJpausal 
573 J:I~emolThage vaginal 
574 Infertility ft!maI~e~~ 
575 Meno]J11~111 symptoms 
576 Menstrual disorder 
577 Amenorrhoea 
578 _Q~lsll1eno~rhoea_ ~ 

579 ~Irregu~" periods_ 
580 ~T\ienorrl~gi~ 
581 _Y()lyrl1~()rrhoea 

582 ~etrorIi~a~gia_ ~ ~ 5 2 5 
-

583 ~elvic inf1ammatoryclise~~ 2 1 
584 Pelvic inflanln~l1torx~iseas~~ 2 1 

~~ 

585 Premenstrual tension 7 2 6, 
586 l'~ol[lpse uterine ~~~ 2L 
587 '1aginaLsoren~~~~ 1 

--~-.--

588 V agil1itis, v~lllvi tis 
~ ~8c-

9' 3 

589 Infection vagil~1 bacteri~a~ 
-~ 

590 ~y agin~ canc!idiasis ~~~ 3 

591 V agil1~ disc1~i.lI~g~ 
592 Vaginitis 
593 _yaginitis~trich()1l19P~s~ 
594 Vulvitis 

~~ 

595 TOTAL 15 11 97 8 
---~~--------~~~ 

596 Breast Disorder 
597 Abscess breast 

------,--- 1: 
598 !3reastclis~Earge 
599 Breast disorder 1, 3 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 10 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT Total Mth3 Not 

------ --~-~""" 

2 Denominator total 52654 7869: 7520 known 
--~-------

-- 2922-2810'- 2680-- -2052--
--- -

3 Denominato.· male 18412 2308 
4 Denominator female 4805. 4536; 4224 3819 

600 Galactorrhoea 1 3 
---t--

601 Mastalgia 2' 
602 2 
603 16 

604 
--- ,---------

605 Abortion threatened 

606 TOTAL 

607 ':I_aemoe9ietic 
608 Anaemia 4 2 

----~-,,---.------

609 Anac:n1i<i iron deficiel1c~ 4 2 4 
610 __ f\naemia iron defi_ci~ncy __ 4 2 4 
611 Anaemia 
612 An<iC!llIia macrocytic_ 
613 ~~emia vitmnin B12 defl(;iency __ 
614 Bone marrow abnormal 
615 
616 
617 
618 Haematoma 2 

619 Hyperbilirubinaen~La __ 
620 Letlcocxtosis_ -------- 6 

621 _Leucocytosi~ _____ 2 

622 _NelltJ:()p.h~ 1. 4 

623 he~(;()penia_ 
624 _;L~uc;QP~I1i<l 
625 _Neutr()p_eni~ 
626 Lyn~pl1adenCl£i1th~ 6 2 2 4, 

627 Glands swollen 

628 __ ;LYI11pJ1.adenitis _ 3 2 
629 _;Lymph adi;ll(Jpat!1¥_ 2, 2 

630 MyelodyspJastic S}'nd~lll_e 
631 Pancytopel1ia _____ 
632 ~rlfl<~mia 11YlJoplasti(;_ 1. 
633 _~anc~t()'penia __ __ 
634 Red cell abnormal 3 1 
635 Th!.olllbocytOp'~l~ 

636 Thrombocytosis 
637 TOTAL 3 5 24, 2 

----+ 

638 N~~pl~I'l!.. _____ 
639 l'v1aligllancies __ 
640 Cancer' 
641 Carcinoma bladder* 

642 Carcinoma brain * 

643 Carcinoma breast* 
.------ -,,----

644 Carcinoma bronchus* 
- ------ --------

645 Carcinoma cervix* 1 ! 

646 Carcinoma colon* 
647 C a!.<;iJ1()I11 a~ dney*-
648 Carcil~ma lar~I1~~_ 
649 Carcinoma liver* 

650 Carcinoma 
651 Carcinoma 
652 ~~inoma pancI"eas* ___ 
653 Carcinoma 
654 Cm'cinoma rectum * 
655 skin' 

656 Carcinoma stomach * 
-----------

657 <=-.<l~cinoma tl1¥£()i~~ 
658 Carcinomatosis* 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 11 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

2 
3 

EVENT 
Denominator total 
Denominator male 

f-6_45'-9_+D'----en~~o=_'mcc"inato r female 
Glioma* 

A 

660 Leukaemia lympl10cl!ic;_chronic* 
661 Leukaemia acute* 
662 Leukaemia chronic* 

~6-6-3~~-L-e""u"~k"·~"a"en""1""i"a"¥'" ~"""---" 
-"-~~---~---

664 Melanoma* 

r--,6:-:6:-:5:-1_M~y_el_o_ma~~_"_"" "" 
666 Sarcoma* 

~6_6..,..7-+-N_0-cn::maILgnant tumours_ 
668 Adenoma endocrine 

---~----~--------

669 Fibroids 

6700~11~phoma _ 
671 _]\l_0~H21~lignanttllmollr brea~t 

672 _]\l()n-malign~nt tlJlllour ski~ 
673 _~olyp gast~()i~ltestinal 

674 ~olyp _nasal" 
675 uterine 
676 TOTAL 

677 Miscellaneous Infection 
678 
679 
680 
681 

Abscess 
Candidiasis 
~----~--~-

Chl~112ydial illf~ction " 
Gardnerella infection 

682 !1(;rpe~ 

683 _l{~~ 
684_l{erp~slll1p le~ ! 
685 !11~ositive [lJ1c!_!\ID~ 
686 _HlV _(Human"inln~noc!eficiencryirus2jl()siti' 
687 Infection 

688 Infe~tionJlClSi<:J~erative 
689 Infection viral 

f-6~9;.,.;0-+R--"ig~" __ 
691 "S~ptica~112iil 
692 Varicella 
693 Wart 

694~~J!l;~l1itaL 
695 TOTAL 

696 !rnmu_nologi~ClI 
697 Allergx 

698 Angioneurotic()ede~~" 

699 Al1till11CJ(;~r~1J!ibody positiv~ 
700LJI1}pecifiej sid~eff~ts 
701 TOTAL 

702 Advers~-,~eactionto ~eeC;ifiC; D!ug 
703 Adverse reaction to other 

704 Qepel1~I~C(; ___ "_ 
705 Withdra~al~YI12Pt()I~" 
706 TOTAL 

708 Animal bite 
709 Assault 
710 
711 
712 
713 
714 
715 
716 

Burn 
Qrllgovc:r<!osc:~ccident<tL 
Fall 

~~mil2Clr in~ll"L 
" ~llI1_o~injury 
Fracture 

717 Haematoma 

I 
30 

2 
6 
1 

2 

2 

1 

3 

31 

- - ---

I 
7 

37 
20 
17 

2922 
5181 

1: 

1 

~ 

7 

5 
2 

5 
1 

5 2 

2 

Mt':t~L 
70771 6563 

"2s08r~2308' 2052' 

45~~r 422~_~819L 

5 

2 

5 
5 

3 

~ 
3 

3 

3 

3 

* Shows terms for whiCh the total in column B could include one or more deaths reported on a green form 
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23 
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22 

4 
2 

3 
1 

30 
17 
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2 

2 
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3 

2 

5 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

1 EVENT 
2 Denominator total 
3 Denominator male 
4 Denominator female 

71 8 H YP.e.I~erflt().s is.s()l a..r.. 

f---'.7....;1....:c9--+=I~n j urt~_ .~~~_~ 
720 Insect bite & sting ~ .... 
721J:3e~e.ging 
722 Insect bite 

A 

723 
724 
725 

!,OiSOll~1g nOIII2.1i;?dLeinal ~ 

RaE~ 
Road traffle accident 

726 Sunburn 
727 TOTAL 

--~-~,~-

728 Death 
729 Death cause uncertain 

-~~,~---~ 

730 TOTAL 

731 Surgery 
732 ~AbdominaI surgery ... ~ 

733 _J\JJj)endicectomy ~_~~. 
734~i=h()lecys!e.c:t()my ~ 
735 Gastrointestinal surgery 
736 Hernia surger)" 

737 ACUPllllc:tlJre .. 
738 Blood transfusion 
739 Catheterisation 

740 Chel1~othi;?rap)' 

741 j).e11tal sUl·g.e.!X~ 
742 renal 
743 Ear nose and throat surgert 

7 44J:,It?c:troconvulsive therajJ)" .. 

1---7_4-:-5_+E:_n_d~~o~scopy .. 
7 46Q.~tr()scopX~~ 

1-'7_4:..;.7-j.G= ~enit()\lriIlarL SllIJ~i;?r)' 
748 Cyst0s.c.()py .. 
7 49 ~nitourinary sllI"gery 
750 _J3.~lal transplantatiClll __ 

751 _I!3nsuretI1l"<lLresec.tion ofjJr()stC1~ 
752 Gynaecologi<;aI.sllrgery .. ~ 

1--'-7.:;.5.:..3 +-,J\~0I:tion therapeuti.c:~ 
754 Caesarean section 

~----------~-,-~----

7 55_Gyna.e..co logical sllrgery 

7 56 --.!:!l'~e~~toIl1.), 
757 1.Ul11.jJ.i:?C!ClI11Y 
758 MastectcJl1~ 
7 59l\!iin()r surgery. 
760 gphthal2.nic surgert 
761 Cataract extraction 

762 _Exe surgel}'... ~ 
763 O.!th02.Clt:d~...slll·g(!r)' 

764 ~njJllta.ti.()l1~~_. 
765~9 .. rthopaedic surgery .. 
766 Total !lip replac(!l1~ent* _ 

767 ~a~ic>thenlPt 
768 .§..uLgery__~ 
769 Ihoracic. surgerx_ 
770 Cardiac catheter 

771 _C:.a.r.(li(lc._surgery* __ ~~~~ 
772 Hemi:lung tr~allsjJ.!antation* 

773 Jhorac:ic surge~_~ 

77 4 V.flS.£l1!CJI: surgery 
775 ~~·Y'.a.sculflrsllI];~ry .. 
776 TOTAL 

'T 

18412 
33993 

54 

2, 

3 

1 
9 
4: 
3: 

5181 

2 

2810 
5024 

-~--

101 
1 

2 

2 

13 

2680 
4805 

7 

1 

9 

Mth5! 
'6s63T 

250-8'~'}308I 205Zi' 
4536 4224 3§19: 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT l'Iot 

-~.~~~~-----. 

2 Denominator total known 
-- ---------,-----~---.. ~--"--

2508-
-----

3 Denominator male 18412 2922 2810 2308 2052 
4 Denominatol" female 33993 5181 5024, 4805, 4536, 4224 3819' 

777 Referrals 
778 !1ospitalreferrals no admission~ ... _ 

-- ---+-
25, 19 12 7: 88 13 

779 Hospital referrals: Cardiolog2' 2' 
780 ---.!l()sjJi!aLrelerraJs: Den11at()logy 

------- -

781 Hospital refe~~a!~~<lr,I10S~_'1l1d tl1Eoilt 6 
782 Hospital.Ee.f~Til!s:(Jastl~o~ntel~o!og)' 6 1: 

I 
783 referrals: General medicine l' .. __ . 

0' 784 ~!1ospital~ferrals.:(Jynaecolo.gy 12 .) 4 
785 Hospital refeITills~. Haematol.og), _ .. . 

786 !:l~ital refe~~a.ls: Nell.E0!ogy .... 5 l' 3 2 
787 .l-I0spitalrefe.~rals: Qpl1thalmol()g2'. 1 
788 . Hospital ref.errals:.Qrthopaedics 3 
789 HospitaJI~eferra.ls: Psychiatrl' 2 
790 ---.!l()spital referrals: Res.pirat()fL_. 
791 _li()spital ref~~a.ls: Rheul11atology. 
792 _liospital ret~0Is: Ur()l()g.l 

- --~----
2 

793 referrals 5 
794 1ion-sur.lSicalajmi~sio~1s_ 12 

--
795 TOTAL 25 

796 Social --.----~----

797 Bereavement 1 
.~ 

798 Domestic 4 

799 Loneliness 

800 Marital 
801 Prison admission 3: 

802 ~edunclanc;)' 
803 TOTAL 50 10 7 6 5 4 5 37 6 

--------

804 Other Events 
805 ~ardi 0\f<i~lIlil.r..systemIl11sJle.ci fi ed~. 
806 Central nervous url§P.e.c;jfied Ii 
807 .~ar u~1s~cified _. 
808 Event not coded 

809 ~l'e _lI~~cifi~ci. . 1: 
810 Gas.!roi~te.stil~uns.peci fied 7 3 
811 Gynae.c;oJ().lSl'~llspe..c:if~e.cL 3 
812 Ha~lll()rrl~ejJ()stopcra!i\fe 1 
813 hatJoratory te.s.t. abnom1al 5 

--,----

814 hiver uns~citied . 
815 M~le re~()ductive systen~~ll§p~c;ified. 1 
816 Nletaboli(;.lInspecified 
817 Musculoskeletal unspe_c:ifieci. .. 
818 Nodule ._------ -------

819 Non-malign<lrlt.!lIl11C)ur unspeciflecl ------_._. 
820 Pain 7: 3 
821 l~ain ll()stoperativ~ .. I 

---'- 16'··· 822 .I' .slc;!li<i!ri£.llllsjJe.c i fi ed 24 6 3 3 5 
823 l'~cl~.somatic unsjJcc;ifi.ed 3 2 
824 ~...e.spiratol}' unspecified. 3 2 1 i 3 

--<- ------,-

825 Skin U1~s.reciti~cI_. 3 2 3 
826 ll.t:il1<lry unsjJccifie.d. 
827 P!.egnan<:y. 6 2 2 13 2 

.-

828 Abortion 
829 ~f\_bortion spontaneous 
830 Birth normal 

-------------
831 .Rr~gnancL. 5 2 
832 TOTAL 14 

_._----" -

833 New Events 
834 Abortion missed 

.. ~----------------

835 Absence seizure/attack 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 14 



Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A J 
1 EVENT Total. Mth6' Mthsl-6 l\ot 
2 Denominato," total 
3 Denominator male 

------r--S2-(jS4' ---- 8138 , --- 6563 i 5899T--~ -known 
--- ------ -~ ~ -:~~ ~ ~~_~!!~----29Z-2:--- 28101--- 2680 I --2308 I ---2052:------ ---------

33993! 5181 5024 -4s0-S-r~5l.()L -i~2;t~~_38_-i_9J~ _________ _ 4 Denominator female 
836 Akathisia 
837 Anaemia fatal 

838 ,'\..tlgil1aJrnprove~ 
839 ,'\Pl'e.tite increased 
840 Anorexia nervosa fatal 
841 Asthma nocturnal 
842 Asthma worse 

----------

843 Baldness 
-----~--------

844 Bowel habit changed 
845 Breast disorder male 
846 Breast tests 
847 Cardiovascular tests 

--~------ ------- -

848 
849 
850 
851 
852 Connective tissue disease 

-------
853 s.:yst __ _ 
854 
855 
856 
857 
858 
859 
860 
861 

Dementia fatal 

Dependen.£e othel"jrug __ 

l?islocat"..dj oil1t..._ ------

862 Dyskinesia 
863 Ear tests 
864 Ear trivial 
865 ?ating disorder _ 
866 Emotional disturbance 
867 
868 
869 Gastro-intestinal tests 
870 Glue ear 

871 GYl1aec()Io..Kical t~~ 
872 gll1~e_col()gicaltrivial 
873 Haem<1.t<Jlogical tests __ 
874 Helicobacter 
875 tests 

876 Herpes gential _ __ 

8 77f1.?sl'it~l:e!~r:r<tl paraIl1~d i cal 
878 J:!y'poglyca~l11ia fatal 

879 Illegib!~_ 
880 Immobility 

881 Iml11ounolo..gJ.c~Uests 
882 Inappropriate adh synd 
883 Intolerance 
884 Lipid tests 
885 Male tests 
886 Medical cert 

~~-------

887 Ivlelltal sta~e_il11pl~ved 
888 Mental state worse 
889 Metabolic tests 

------------

890 Micturition abnormal 

891 l\1ult~sJ~em atl'C)phy __ 
892 Musculoskeletal tests 

893 ]\ion _compli~[JC'£ 
894 ]\lon formulary_ 
895 Osteo enia 

~-

3 

1 
9 
5i 
2 

10 
3 

19 
6 

2 

2 
2 

4 

I' 
3 

4 
2 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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Appendix 3c. Events reported on green forms after stopping treatment with mirtazapine 

A 
1 EVENT 
2 Denominator total 
3 Denominator male 
4 Denominator female 

896 Pain foot 
897 Pain hand 
898 Pain musculoskeletal 
899 Pain 
900 Pallor 

-------
901 Patient reques~ __ 
902 I)ersorlalitl<:l~ss>~d~ 
903 Pol)'~)'mplomati~_ . __ 
904 PostoperatiOl~unsp'~.(;if~d __ 
905 !'Y...r<'xia . 
906 Respirat<,JI:), tests_ 
907 Respirat()rj trivi~_ 
908 Sensation abnormal 
909 Shivel'i!~IL..___ _ 
910 Skin trivial 
911 Slapped che.ek syncl!-0I.!1.e.. 
912 ~lII!.ed spC(O~h_ 
913 Smoker 
914 Stammer 
915 Stiffness 
916 Tardivejyskinesi.'l. 
917 Teicll0psia ..... 
918 T end_Cln ruj:ltlll:.e_ 
919 I(!stis pa.~l/discomf()rt_ 
920 Ilt.oU$J!.tjisorder _ 
921 Tumour 

~---~---.-

922 Unsteadiness 
923 U ri.n.ar,ttests 
924 Urine outflow obstruction 
925 tests 
926 Vaccination 
927 WhiplilSlt... __ 
928 TOTAL 

Total 
·52654-~---~ 

18412 2922 
33993 5181 

8 

4 

3 
2 l' 

4 1 
15- 3 

.. _ ......... --,. 

101 ' 

2810 
5024 

I 

-+-
-~ 

I 

2 
4 
3 

---~ 

Mth5 Mth6 . __ .. 

7520 7077 6563 5899 
2680 2508 2308 2052 
4805! 4536 4224 3819 

------~---.--

1 1 

* Shows terms for which the total in column B could include one or more deaths reported on a green form 
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INDIVIDUAL CASE HISTORIES OF INTEREST 

SKIN 

Rash 

41 years old male patient prescribed 15mg of mirtazapine for depression. Two days 
after starting the medication the patient developed a very itchy rash on his hands, that 
resolved when mirtazapine was stopped. Possibly related to mirtazapine. 
380051140 

This 55 years old female patient was prescribed 30mg of mirtazapine for depression. 
A week after starting the medication the patient complained of facial rash and 
swelling and headache, dizziness and weak legs, and mirtazapine was stopped. At the 
time of the event the patient was also taking paroxetine on a reducing dose. The 
events resolved on stopping mirtazapine. Possibly related to mirtazapine. 
16005/33 

This 73 years old male patient was prescribed mirtazapine for chronic anxiety and 
depression. A month after starting mirtazapine the patient presented with eczematous 
rash between the scapula and mirtazapine was stopped. The GP wrote that this was a 
pre-existing condition and that the patient is also prone to frequent psychosomatic 
symptoms. At the time of the event the patient was also on tramadol, lactulose and 
diazepam. Unlikely to be related to mirtazapine. 
47056/499 

This 48 years old female patient was prescribed 15mg of mirtazapine. Three weeks 
after starting mirtazapine the patient developed a rash and vulvodynia and mirtazapine 
was stopped. The event resolved on stopping miliazapine. Possibly related to 
mirtazapine. 
58029/277 

This 62 years old male patient was prescribed 30mg of mirtazapine. Two months 
after starting mirtazapine the patient developed wide spread purpuric rash and the 
drug was stopped. At the time of the event the patient was also taking flixotide and 
serevent. The event resolved on stopping mirtazapine. Possibly related to 
mirtazapine. 
59102/337 

Skin exfoliation 

This 43 years old male patient was prescribed 30mg of mirtazapine for chronic 
intractable depression. Seven months after starting mirtazapine the patient 
complained of exfoliation of the skin. On follow up the GP wrote that the skin 
exfoliation predated use of mirtazapine and was also related to poor diet and 
malabsorption and intake of alcohol. Continues to be on mirtazapine. Unlikely to be 
related to mirtazapine. 
52012/428 

1 



Pomphylox eczema 

This 44 years old female patient was prescribed 30mg mirtazapine. Few days after 
starting mirtazapine the dose was increased to 45mg, after which the patient 
complained of increase in the eczematous rashes, regular bouts of thrush, reduced 
white blood cell counts and platelets and negative aggressive thoughts. At the time of 
the event the patient was also on diclofenac and sulphasalazine. On stopping 
mirtazapine the events resolved. Possibly related to mirtazapine. 
620821148 

PSYCHIA TRIC 

Agitation 

This 59 years old male patient was prescribed 30mg of mirtazapine. Forty days after 
starting the medication the patient developed agitation which started to worsen with 
increased appetite and mood swings and the drug was stopped. There was no pre
existing condition and the patient did not have any risk factors. The event resolved on 
stopping mirtazapine. The GP thought that the event was considered to be possibly 
due to mirtazapine. 
7016/453 

This 68 years old female patient was prescribed 30mg of mirtazapine for her 
depression. Three weeks after starting the medication the patient developed increased 
agitation, and the dose was increased to 45mg for further two months. The GP writes 
that miliazapine was not stopped due to the event but the dose was increased without 
increasing any symptoms, but eventually mirtazapine had to be stopped as it was felt 
to be ineffective. Possibly related to mirtazapine. 
10124/249 

This 45 years old male patient was prescribed 30mg of mirtazapine. Two days after 
starting the medication the patient became increasingly agitated which upset his body 
clock, and the drug was stopped. The event resolved on stopping mirtazapine and the 
GP thinks that the event was related to mirtazapine. 
17098/280 

This 53 years old male patient was prescribed 30mg of mirtazapine. Few days after 
starting the medication the patient developed agitation an d high levels of expressed 
anxiety which settled immeadiately once mirtazapine was stopped. The GP thinks the 
event was possibly related to mirtazapine. 
230291226 

This 53 years old male patient was prescribed miliazapine for depression. Two 
months after stmiing the medication the patient presented with agitation and the 
medication was stopped. The GP wrote that the the agitation was just a part of highly 
agitated depression and no medication helped, and the aptient required a 10 weeks 
hospital stay. The patient had a past medical history of anxiety depression. The event 
did not resolve even after stopping mirtazapine. Unlikely to related to mirtazapine. 
23029/227 

2 



This 39 years old female patient was prescribed 30mg of mirtazapine. Soon after 
starting mirtazapine the patient complained of agitation and the drug was stopped. 
The GP wrote that the patient had swapped herself from miliazapine to a friends 
fluoxetine and later came to see a doctor to ask for paroxetine. The patient had a pre
existing condition and also a past medical history, and even after stopping miliazapine 
the event did not resolve. Unlikely to be related to mirtazapine. 
250051191 

This 31 years old female patient was prescribed 30mg of mirtazapine for her 
depression. Two weeks after starting mirtazapine the patient presented with severe 
agitation - not eating, not sleeping biting herself and low mood. The GP writes that 
the patient was previously depressed but not at all agitated. The agitation resolved 
once mirtazapine was stopped. Possibly related to mirtazapine. 
26049/221 

This 64 years old female patient was prescribed 30mg of mirtazapine for unresponsive 
depression. A week after starting mirtazapine the patient developed agitation, and 
miliazapine was stopped. The patient did not have any such problems prior to stmiing 
mirtazapine. At the time of the event the patient was also taking bisacodyl and 
cimetidine. The event resolved on stopping mirtazapine. Possibly related to 
mirtazapine. 
48030/222 

This 53 years old female patient was prescribed miliazapine for depression. A month 
after starting mirtazapine the patient complained of agitation and mirtazapine was 
stopped. The GP wrote that this patient is generally a very anxious lady and had pre
existing worries and past medical history of anxiety disorder. Unlikey to be related to 
mirtazapine. 
530151172 

This 31 years old male patient was prescribed 15mg of mirtazapine. Three months 
after starting mirtazapine the patient complained of increased agitation and 
mirtazapine was stopped. The patient was irritable and aggressive before starting 
miliazapine but this became worse with mirtazapine. On stopping mirtazapine 
aggression improved. Possibly related to mirtazapine. 
560661291 

This 41 years old male patient was prescribed 30mg of mirtazapine for depression. 
Two months after starting mirtazapine the patient complained of agitation, and 
miliazapine was stopped. On stopping mirtazapine the event resolved. Possibly 
related to mirtazapine. 
591241140 

This 61 years old female patient was prescribed 30mg mirtazapine. Two months after 
stmiing mirtazapine the patient complained of agitation, and mirtazapine was stopped. 
There were no previous episodes of agitation prior to starting mirtazapine. The event 
resolved on stopping mirtazapine. Possibly related to mirtazapine. 
750361121 
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This 63 years old female patient was prescribed 30mg mirtazapine for depression. 
Eight months after starting mirtazapine the patient complained of agitation, which 
resolved on stopping mirtazapine. The patient also had a history of alcohol abuse and 
has Korsakoffs syndrome. Possibly related to mirtazapine. 
80150/94 

This 31 years old female patient was prescribed 30mg mirtazapine. Soon after taking 
mirtazapine the patient complained of being agitated and feeling shakey, which settled 
when mirtazapine was stopped. Possibly related to mirtazpine. 
85023/686 

This 54 years old female patient was prescribed mirtazapine. Two months after 
starting miliazapine the patient repOlied of nocturnal agitation and sleep disturbance, 
which resolved on stopping mirtazapine. Possibly related to miliazapine. 
86061/595 

Aggression 

This 41 years old female patient was prescribed 15mg of mirtazapine for her 
depression. Three days after starting the medication the patient developed aggressive 
behaviour and the drug was stopped. On stopping the drug the event resolved. The 
GP thinks that the event was possibly related to mirtazapine. 
240301108 

45 years old male patient was prescribed 30mg of mirtazapine. Patient reported 
feeling very aggressive 8 days after starting mirtazapine, and discontinued the drug 
himself. There was no pre-existing condition and the event resolved once mirtazapine 
was stopped. Possibly related to mirtazapine. 
42017/263 

43 years old female patient was prescribed 30mg of mirtazapine. A week after 
stmiing the medication the patient complained of developing a short temper with 
aggressiveness and "felt like killing someone". She also developed an increase in 
appetitie. On stopping mirtazapine the event resolved. Possibly related to 
mirtazapine. 
46131/290 

This 60 years old female patient was prescribed 30mg of mirtazapine for depression. 
Soon after starting miliazapine the patient developed oedema and aggression and 
miliazapine was stopped. At the time of the event the patient was also taking lithium, 
lactulose and domperidone. The event resolved on stopping mirtazapine. Possibly 
related to mirtazapine. 
520761183 

This 55 years old female patient was prescribed 30mg of mirtazapine. Two weeks 
after starting mirtazapine the patient became aggressive and very argumentative and 
mirtazapine was stopped. The patient had a previous history of anxiety depression, 
and was also on chlorpromazine and lorazepam. The event resolved on stopping 
mirtazapine. Possibly related to mirtazapine. 
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78044/384 

This 36 years old male patient was prescribed 30mg mirtazapine. One month after 
starting mirtazapine the patient complained of aggression and loss of libido, which 
resolved on stopping mirtazapine. Possibly related to mirtazapine. 
860611594 

Hallucination 

This female patient was prescibed 30mg of mirtazapine. Three days after starting the 
drug the patient complained of hallucinations and the medication was stopped as the 
GP thought that it was a side effect of mirtazapine. On further follow up it was 
revealed that the patient had visual hallucination prior to commencing miliazapine. 
Therefore it was thought that the event was unlikely to be due to mirtazapine. 
10080/371 

51 years old male patient prescribed 30mg of mirtazapine for his depression. Two 
days after starting the medication the patient complained of hallucinations and the 
drug was stopped. The patient had no pre-existing condition and the event resolved 
once mirtazapine was stopped. Possibly related to mirtazapine. 
27079/295 

This 48 years old male patient was prescribed 30mg mirtazapine. Two months after 
starting mirtazapine the patient complained of becoming more irritable and having 
hallucinations. On stopping mirtazapine the event resolved. Possibly related to 
mirtazapine. 
260461147 

This 38 years old male patient was prescribed 15mg mirtazapine for paranoid ideas. 
Patient complained of visual hallucinations after taking one dose of mirtazapine, and 
the medication was stopped. The event resolved on stopping mirtazapine. Possibly 
related to miliazapine. 
39128/57 

This 58 years old male patient was prescribed 7.5mg mirtazapine for depression. Two 
months after starting miliazapine the patient complained of hallucinations, and 
mirtazapine was stopped. The event resolved on stopping mirtazapine. Possibly 
related to mirtazapine. 
64006/214 

This 24 years old female patient was prescribed 30mg mirtazapine for depression. 
Few days after stmiing mirtazapine the patient complained of deteriorating mood, 
auditory hallucinations and suicidal ideation, and miliazapine was stopped. The 
events resolved on stopping mirtazapine. 
Possibly related to miliazapine. 
68102/636 

In the first case, the patient was prescribed 30mg of mirtazapine. Two days after 

starting the medication the patient complained of hallucinations and the drug was 
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stopped. The event resolved on stopping mirtazapine. Possibly related to 

mirtazapine. 

10080/371 

In the second case, the patient was prescribed 15mg of mirtazapine for depression. A 

week after starting the medication the patient complained of sleep disturbance and 

hallucinations, and the medication was stopped. The event resolved on stopping the 

miliazapine. The GP has also sent a yellow card to the CSM. Possibly related to 

mirtazapine 

63059/317 

Restless legs 

This 23 years old female patient was prescribed with 30mg of mirtazapine. Two days 
after starting the drug the patient complained of restless legs and the drug was 
stopped. The GP wrote that the event was likely to have occurred due to stopping 
procyclidine and starting mirtazapine. But the GP added that the event worsened on 
miliazapine, which resolved on stopping the medication. Possibly related to 
mirtazapine. 
20043/230 

76 years old male patient developed restless legs a month after starting miliazapine. 
Due to the feeling of restlessness, the patient tends to spend much of the night 
wandering around. The consultant psychiatrist thought that it was a side effect of 
mirtazapine. Once the drug was stopped the event resolved. The GP has sent an 
yellow card to the CSM. 
47050/217 

Loss of libido 

37 years old male patient prescribed 30mg of mirtazapine. A month after starting the 
medication the patient complained of loss of libido which was previously not a 
problem. On stopping mirtazapine the event resolved. Possibly related to 
mirtazapine. 
250031166 

This 36 years old male patient was prescribed 30mg mirtazapine. One month after 
starting mirtazapine the patient complained of aggression and loss of libido, which 
resolved on stopping mirtazapine. Possibly related to mirtazapine. 
86061/594 

Trance like state 

This 45 years old male patient was prescribed 30mg of mirtazapine for his depression. 
A month after starting the medication the patient complained of three episodes of 
trance like state before passing out, lasting for 2 minutes each time. The event 
resolved once miliazapine was stopped. Possibly related to miliazapine. 
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32225/24 

Morbid dreams 

60 years old female patient was prescribed 30mg of mirtazapine for her depression. 
Four months after starting the drug the patient started to complain of experiencing 
morbid dreams and poor sleep pattern, and mirtazapine was stopped. On stopping 
mirtazapine the event resolved. Possibly related to mirtazapine. 
42157/461 

Aggressive nightmares 

This 35 years old male patient was prescribed 30mg mirtazapine. A week after 
starting mirtazapine the patient complained of being restless and getting aggressive 
nightmares and mirtazapine was stopped. On stopping mirtazapine the events 
resolved. Possibly related to mirtazapine. 
530871117 

This 23 years old female patient was prescribed 30mg mirtazapine for depression. 
Two months after starting mirtazapine the patient complained of nightmares, and 
mirtazapine was stopped. Nightmares resolved on stopping mirtazapine. Possibly 
related to mirtazapine. 
611871115 

This 82 years old male patient was prescribed 30mg mirtazapine for depression. Few 
days after starting the medication the patient reported of having nightmares and the 
drug was stopped. On stopping mirtazapine the event resolved. Possibly related to 
mirtazapine. 
62019/214 

CENTRAL AND PERIPHERAL NERVOUS SYSTEM 

Light headedness 

This female patient was prescribed 30mg of mirtazapine for her depression. Three 
months after starting the medication the patient complained of light headedness and 
the medication was stopped as the GP thought that the signs and symptoms were due 
to the side effect of mirtazapine. The patient had a previous history of agitated 
depression. The patient was on propranalol and HR T at the time of the event. On 
stopping mirtazapine the light headedness resolved but a month after the patient had 
developed an withdrawal reaction to mirtazapine and complained of strange feelings. 
The GP wrote that it was a withdrawal reaction to mirtazapine. 
10007/208 

Female patient prescribed 30mg of miliazapine. Immidiately after starting the 
medication the patient complained of light headedness, which resolved on stopping 
the drug. Possibly related to mirtazapine. 
25099/93 

Myoclonus -leg spasms 
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This 52 years old female patient was prescribed 15mg of mirtazapine for agitated 
depression with insomnia. Two weeks after sta11ing mirtazapine the patient 
complained of leg spasms at sleep and rest, which resolved once mirtazapine was 
stopped. At the time of the event the patient was also on microval (HR T), and 
codydramol. Possibly related to mirtazapine. 
591011308 

Leg cramps 

This 55 years old female patient was prescribed 15mg of mirtazapine for depression. 
Soon after starting the medication the patient developed leg cramps in the night, 
which cleared on stopping mirtazapine. Possibly related to mirtazapine. 
60060/236 

Lost conciousness 

This 34 years old female patient was prescribed 15mg mirtazapine for panic attacks. 
The patient reported to have been unconcious 10 minutes after taking mirtazapine. 
The patient has a previous history of alcohol abuse and panic attacks. There have 
been no further episodes of unconciousness after stopping mi11azapine. Possibly 
related to mirtazapine. 
62023/239 

This 71 years old female patient was prescribed mirtazapine. Few days after sta11ing 
mirtazapine the patient was admitted with collapse to the hospital. The patient had a 
history of hype11ension, eOAD and IHD and was taking bricanyl, plumicort, serevent, 
amlodepine and enalapril at the time of the event. No further episodes occurred on 
stoping mirtazapine. Possibly related to mirtazapine. 
85023/677 

Dizziness 

This 69 years old female patient was prescribed 30mg mirtazapine. Four months after 
starting the medication the patient complained of dizziness. The patient was also 
taking amiadarone, tramadol and aspirin at the time of the eventand has a past history 
of heart disease. The patient continues to take mirtazapine. Unlikely to be related to 
mirtazapine. 
62030/289 

This 77 years old female patient was prescribed 7.5mg mirtazapine. One day after 
sta11ing the medication the patient complained of dizziness, which resolved on 
stopping mirtazapine. Possibly related to mirtazapine. 
62086/211 

This 56 years old female patient was prescribed 45mg mi11azapine for anxiety 
depression. Two months after starting mirtazapine the patient complained of 
dizziness, which resolved on stopping mirtazapine. 
78029/205 
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Convulsion 

This 55 years old male patient was prescribed 30mg mirtazapine. The patient already 
had a past history of fits and convulsions, which increased on taking mirtazapine. At 
the time of the event the patient was also taking carbamazepine and omeprazole. On 
stopping mirtazapine the fits decreased in frequency. Possibly related to mirtazapine. 
83079/355 

CARDIOV ASCULAR 

Arrhythmia 

This 54 years old male patient was prescribed 30mg of mirtazapine for depression. 
Five months after starting the drug the patient was detected to have ventricular 
tachycardia on the ECG. The patient has a past histOlY of inferior myocardial 
infarction. Event unlikely to be due to mirtazapine. 
18008/241 

This 57 years old male patient was prescribed 30mg of mirtazapine for depression. A 
month after starting the medication the patient complained of feeling ill and was 
detected to have a tachycardia, and the drug was stopped. The patient then retried 
mirtazapine after a few days with the development of the same side effects. The event 
resolved each time after stopping mirtazapine. Possibly related to mirtazapine. 
440271150 

Oedema - facial swelling 

This 29 years old female patient was prescribed 30mg of miliazapine for her 
depression. Two weeks after starting the medication the patient complained of facial 
swelling as part of generalised fluid retension/oedema, that resolved once miliazapine 
was stopped. Possibly related to mirtazapine. 
26025/594 

Oedema 

This 32 years old female patient developed generalised swelling of the fingers and 
ankles after two months of starting mirtazapnie, which resolved once mirtazapine was 
stopped. Possibly related to mirtazapine. 
46053/429 

This female patient was prescribed 30mg of mirtazapine. Two weeks after starting 
mirtazapine the patient developed pitting oedema to the knees and allergic looking 
rash on the forearms and mirtazapine was stopped. The patient did not have a pre
existing condition and past medical history of allergy. On stopping mirtazapine the 
event resolved. Possibly related to mirtazapine. The GP has also sent an yellow card 
to the CSM. 
47056/471 

This 60 years old female patient was prescribed 30mg of mirtazapine for depression. 
Soon after starting mirtazapine the patient developed oedema and aggression and 
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mirtazapine was stopped. At the time of the event the patient was also taking lithium, 
lactulose and domperidone. The event resolved on stopping mirtazapine. Possibly 
related to mirtazapine. 
520761183 

This 80 years old female patient was prescribed 30mg of mirtazapine. Six days after 
starting mirtazapine the patient developed swelling of the whole body except the face 
and mirtazapine was stopped. On stopping mirtazapine the event resolved. Possibly 
related to mirtazapine. 
52092/56 

This 51 years old female patient was prescribed 30mg of mirtazapine for 
depression. Two weeks after starting mirtazapine the patient developed mild ankle 
oedema and mirtazapine was stopped. The patient was also on chemotherapy for 
breast cancer at the time of the event. The event gradually resolved after some 
months on stopping mirtazapine. Possibly related to mirtazpine, but chemotherapy 
and breast cancer should also be taken into consideration. 
521761604 

Swollen ankles 

This 83 years old female patient was prescribed 15mg of mirtazapine. Three weeks 
after starting mirtazapine the patient developed swelling of ankles and mirtazapine 
was stopped. On stopping mirtazapine the swelling gradually resolved. Possibly 
related to mirtazapine. 
521541160 

Palpitations 

36 years old male patient was presc4ribed 30mg of mirtazapine for depression. A 
month after starting mirtazapine patient complained of palpitations, that resolved once 
mirtazapine was stopped. Possibly related to mirtazapine. 
27004170 

Hypotension 

29 years old female patient developed sudden hypotension and urinary retention two 
days after starting miliazapine. The event resolved once the drug was stopped. 
Possibly related to mirtazapine. 
47049/59 

Atrial fibrillation 

This 61 years old male patient was prescribed 30mg of mirtazapine for depression. 
Eight months after taking mirtazapine the patient had atrial fibrillation and chest pains 
and miliazapine was stopped. The patient had diabetes mellitus and was on insulin at 
the time of the event. Even after stopping mirtazapine the event did not resolve. 
Subsequently a cardioversion was carried out which also failed. Difficult to assesss. 
42217/446 
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Paroxysmal atrial fibrillation 

This 58 years old male patient was prescribed 7.5mg mirtazapine for refractory 
depression. Seven months after starting mirtazapine the patient complained of 
palpitations and was admitted to the hospital. ECGs done at the time of admission 
showed atrial flutter with 2: 1 block. The patient had a past history of IHD and had 
also had a CABG. The cardiologists thought that the event was mainly due to his 
heart problems rather than due to mirtazapine and advised the patient to continue on 
mirtazapine. Unlikely to be related to mirtazapine. 
58053/482 

Faintness 

This 29 years old female patient was prescribed 30mg of mirtazapine. Few days after 
staliing the medication the patient fainted in the night, and the drug was stopped. 
There have been no such episodes after stopping miliazapine. The GP has reported 
this event to the CSM. Possibly related to mirtazapine. 
590131152 

METABOLIC AND ENDOCRINE 

Hypothyroidsm 

This 29 years old female was prescribed 30mg of mirtazapine for depression. Six 
months after starting mirtazapine the patient was detected to have hypothyroidism and 
the medication was stopped. On investigation the patient had positive anti
microsomal antibodies to thyroid and was diagnosed to have autoimmune thyroid 
disease. At the time of the event the patient was also taking dihidrocodiene. The GP 
thinks that the event is unlikely to be due to miliazapine. The event did not resolve 
after stopping mirtazapine. 
1080/229 

This 34 years old female patient was prescribed 30mg of mirtazapine for low mood 
and agarophobia. Three months after starting mirtazapine the patient developed gross 
primary hypothyroidism and mirtazapine was stopped. The patient did not have any 
pre-existing disorder and on stopping miliazapine the event resolved. Possibly related 
to mirtazapine. 
530151178 

ALIMENTARY 

Liver failure 

This 68 years old female patient was prescribed 30mg of mirtazapine. Five monthas 
after starting mirtazapine the patient developed liver failure and ulitimately died. On 
further follow up the patient was diagnosed to have primary biliary cirrhosis and was 
also taking azathioprine, chlestyramine, ranitidine and prednisolone. Unlikey to be 
related to mirtazapine. 
522531102 
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Abnormal liver tests 

This 24 years old female patient was prescribed 45mg of mirtazapine for borderline 
personality disorder and recurrent depression. Three months after starting the 
medication the patient was detected to have abnormal liver function tests with an AL T 
of 44 lUlL and yGT of 630 lUlL. The GP wrote that the liver functions were raised 
after stopping mil1azapine and may have been a possible reaction due to diclofenac. 
Therefore unlikely to be due to mil1azapine. 
040321102 

This 48 years old male patient was prescribed 30 mg of mirtazapine. Two days after 
starting the medication the patient complained of passing dark coloured urine and pale 
stools. Abnormal LFTs were detected with an ALT of 59 lUlL and serum albumin of 
55g/1 and the medication was stopped. Both the GP and the consultant thought that 
the event was possibly due to mirtazapine. On stopping mirtazapine the AL T levels 
(25 lUlL) and albumin levels (49g/l) came back to normal within two weeks. 
Possibly related to mirtazapine. 
06017/92 

This 28 years old male patient was prescribed 30mg of mirtazapine for his depression. 
Two and a half months after sta11ing the medication, there was deterioration of 
depression and the patient was admitted to the hospital. Raised ALT - 60 lUlL was 
detected on routine blood tests in the hospital, and therefore mirtazapine was stopped. 
The patient did not have any pre-existing condition and it was not known whether the 
event resolved on stopping the medication as the patient remained in the hospital. 
Considered possibly related to mirtazapine. 
120641/222 

This 49 years old male patient was prescribed mirtazapine for depression. Five weeks 
after starting the medication the patient was found to have an ALT of 83 lUlL and 
mirtazapine was stopped. One month after stopping mirtazapine AL T levels came 
down to 24 lUlL. Considered possibly related to mirtazapine. 
120831177 

This 48 years old male patient was prescribed mirtazapine for his depression. A 
month after starting the medication the patient was detected on routine blood test 
examination to have increased AL T levels and the medication was stopped. The 
patient was also on trifluperazine at the time of the event. The GP writes that the 
patient also took alcohol and had a past history of alcoholism. The event resolved on 
stopping mirtazapine but the patient had also stopped his alcohol. Difficult to assess 
causality due to confounding. 
12084/82 

This 42 years old male patient was prescribed 15mg of mil1azapine for his depression. 
Four months after starting the medication the patient was detected to have raised ALT 
levels of 51 lUlL. At the time of the event the patient was also on tramadol, 
codydramol, and gaviscon. The event may be possibly due to mirtazapine, but the 
patient continues to be on mirtazapine. 
15091/456 
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This 29 years old female patient was prescribed 30mg of mirtazapine for her 
depression. Two months after starting the medication the patient was found to have 
raised alkaline phosphatase and yGT, and the drug was stopped. On stopping the 
medication the event resolved. The GP thought that the event was due to 
mirtazapine. Considered possibly related to miliazapine. 
170531144 

This female patient was admitted to the hospital with Klebsilla right lower lobe 
pneumonia. The patient was discharged from the hospital on 30mg ofmirtazapine for 
her depression. Eight weeks after starting mirtazapine the patient was reported to 
have agranulocytosis and disturbed LFTs, and mirtazapine was stopped. On stopping 
mirtazapine, the GP writes that the LFTs and blood counts were back to normal. GP 
wrote that he suspected it to be a possible bone marrow toxicity. Possibly related to 
mirtazapine. 
240701171 

This 36 years old female patient was prescribed 30mg of mirtazapine for depression. 
Four weeks after starting the medication the patient's blood tests showed an ALT of 
92 lUlL, and mirtazapine was stopped. On stopping miliazapine the event resolved. 
Considered to be possibly due to mirtazapine. 
29028/234 

52 years old female patient was prescribed 15mg of mirtazapine for anxiety and 
depression. Three months after starting the medication a raised alkaline phosphatase -
102 lUlL was detected, and the medication was stopped. ALP returned to normal on 
stopping mirtazapine and the GP thinks that the event was possibly related to 
mirtazapine. The event was considered to be possibly related to mirtazapine. 
32221165 

65 years old male patient was prescribed 15mg of miliazapine for depression. Two 
weeks after stmiing the drug the patient was found to have abnormal LFTs with an 
alkaline phosphatase of 277 lUlL and yGT of 203, and mirtazapine was stopped. The 
patient did not have any abnormal liver functions previously. On stopping 
mirtazapine the LFTs improved with an ALP of 19 and rOT of 79 lUlL within a 
month. Possibly related to mirtazapine. 
38013177 

This 40 years old female patient was prescribed 30mg of rnirtazapine. Two weeks 
after starting the medication the patient complained of sore throat, swelling of hands 
and feet. Blood tests were done which were all normal except an increase in gama 
GT at 282 lUlL, and mirtazapine was stopped. Two weeks after stopping mirtazapine 
the blood tests revealed a GGT of 111, AST of 23 and ALP of 94. The GP suspected 
it to be an adverse drug reaction. Considered possibly related to mirtazapine. 
53019/299 

This 42 years old male was prescribed 30mg of mirtazapine. A week after taking 
mirtazapine the blood tests revealed an ALT of 122 lUlL, OGT 1254. Patient had 
history of alcohol intake. The patient did not attend follow up after drug was stopped. 
Due to limited information, it was unassessable, though it may be pharmacologically 
plausible for the event to occur with mirtazapine. 
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55023/290 

This 36 years female patient was prescribed 30mg miliazapine. Ten days after taking 
mirtazapine the patient started to feel generally unwell and a blood test done later 
revealed raised GGT of 105 lUlL, ALT 121 lUlL and ALP 116 lUlL, and mirtazapine 
was stopped. One month after stopping miliazapine the blood tests showed GGT 27, 
AL T 24 and ALP 62. Considered possibly related to mirtazapine. 
57038/212 

This 44 years old female patient was prescribed 30mg of mirtazapine for depression. 
Five months after starting the medication the patient was reported to have abnormal 
LFTs. The blood tests showed an increase in ALT at 78 lUlL and GGT of 51 lUlL. 
Mirtazapine was stopped. It is plausible for the event to be due to mirtazapine. 
62068/307 

This 39 years old male patient was prescribed 15mg mirtazapine for severe intractable 
depression. Two weeks after staliing mirtazapine the patient's blood tests showed 
increased AST of 46 lUlL, but continued taking mirtazapine. Repeat blood tests done 
two months later showed AST 37 lUlL which was normal. The event resolved while 
still on mirtazapine. The consultant thinks it was due to post viral illness. Unlikely to 
be related to mirtazapine. 
68169/186 

This 38 years old female patient was prescribed 15mg mirtazapine for depression. 
Two months after starting mirtazapine the patients blood tests showed an increase in 
AST, ALT and GGT. There was no pre-existing disorder or past medical history of 
any liver disease. Patient still continues to take miliazapine. Difficult to assess the 
causality, though it may be pharmacologically plausible for the abnormal LFTs to be 
due to miliazapine. 
79065/468 

This 52 years old male patient was prescribed 45 mg mirtazapine. Four months after 
statiing mirtazapine the patient was found to have elevated LFTs, and miliazapine 
was stopped. Four months after stopping mirtazapine the patient continued to have 
persistently elevated LFTs, which is still being reviewed. Difficult to assess the 
causality. 
802481757 

Jaundice 

This 38 years old female patient was prescribed 30mg of mirtazapine. Two months 
after starting the medication the patient complained of two episodes of jaundice with 
yellowish discolouration of skin and eyes but normal LFTs, which settled in four days 
time, and miliazapine was stopped. On stopping mirtazapine there have been no 
fmiher episodes of jaundice. The patient had a past history of Hepatitis A. Difficult 
to assess the causality in this case due to limited information. 
18007/671 
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MALE REPRODUCTIVE AND BREAST DISORDER 

Loss of libido 

This 27 years old male patient was prescribed 30mg of mirtazapine. A month after 
being on mirtazapine the patient complained of loss of libido and the drug was 
stopped. The patient did not have this problem prior to starting mirtazapine, and the 
event resolved once mirtazapine was stopped. Possibly related to mirtazapine. 
25003/166 

Ejaculation failure 

This 69 years old male patient was prescribed 30mg of mirtazapine for depression. 
Few days after starting the medication the patient complained of ejaculation failure 
and mirtazapine was stopped. Patient also has a past history of erectile dysfunction 
with other antidepressants, and has a medical history of hypertension and CCF. At 
the time of the event the patient was also taking doxazosin, salbutamol and 
bec1omethasone. On stopping miliazapine the event resolved. Possibly related to 
mirtazapine. 
52145/302 

Erectile dysfunction 

This 54 years old male patient was prescribed 30mg mirtazapine for depression. Five 
months after starting mirtazapine the patient complained of erectile dysfunction, 
which resolved on stopping mirtazapine. Possibly related to mirtazapine. 
900381170 

Haematospermia 

This 58 years old male patient was prescribed 7.5mg mirtazapine for refractory 
depression. A month after starting the medication the patient complained of 
haematospermia, which resolved on stopping mirtazapine. Possibly related to 
miliazapine. 
58053/482 

Galactorrhea 

This 34 years old female patient was prescribed 30mg of mirtazapine for depression. 
One month after starting the medication the patient complained of galactorrhea and 
the drug was stopped. The event resolved on stopping mirtazapine. The GP wrote 
that galactorrhea occurred in the left breast and that the proclactin levels were normal. 
The GP thinks that the event was due to miliazapine. 
04039/58 

30 years old female patient was prescribed 30mg of mirtazapine for depression and 
anxiety. A month after starting the medication the patient developed galactorrhea. At 
the time of the event the patient was also taking diazepam and prozac. Galactorrhea 
resolved once mirtazapine was stopped. Possibly related to mirtazapine. 
27080/247 
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IMMUNOLOGICAL 

Facial rash and dizziness 

This 45 years old female patient was prescribed 30mg of mirtazapine for her 
depression. A month after starting the drug the patient developed facial rash and 
swelling with headaches, dizziness and weak legs, and the drug was stopped. At the 
time of the event the patient was also on paroxetine and premique. The event 
resolved on stopping mirtazapine and the GP also thinks that the event is possibly due 
to mirtazapine. 
16005/33 

Photosensitivity 

39 years old female patient prescribed 30mg of mirtazapine. Developed 
photosensitivity immideately on starting mirtazapine that ceased on stopping the 
medication. Possibly related to miliazapine. 
25064/303 

Angioneurotic oedema 

This 79 years old female patient was prescribed mirtazzaapine for her depression. 
Three days after starting the medication the patient developed oedema of the anns 
which spread to lips, then to the tongue and throat. The patient was admitted to the 
leU for a day, and mirtazapine was stopped. At the time of the event the patient was 
also taking epilim, didranel, mobic, zoton and aspirin. The event resolved once 
miliazapine was stopped. Possibly related to mirtazapine. 
27033/350 

Facial swelling 

40 years old female patient was prescribed 30mg of mirtazapine. On taking the 
medication the patient developed facial swelling for a short duration and stopped the 
medication herself. The event resolved on stopping mirtazapine. Possibly related to 
mirtazapine. 
38179/13 

Allergy 

This 69 years old male patient was prescribed mirtazapine for hypomania. Soon after 
starting miliazapine the patient developed an allergic reaction and mirtazapine was 
stopped. The event resolved after stopping mirtazapine. Possibly related to 
mirtazapine. 
34125173 

This 48 years old female patient was prescribed 15mg of mirtazapine. Three weeks 
after starting mirtazapine the patient developed a rash and vulvodynia and mirtazapine 
was stopped. The event resolved on stopping mirtazapine. Possibly related to 
mirtazapine. 
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58029/277 

This 39 years old female patient was prescribed 30 mg mirtazapine for depression. 
Eleven days after starting mirtazapine the patient developed itchy rash all over the 
body, which resolved on stopping mirtazapine. Possibly related to mirtazapine. 
66113/481 

UROLOGIC 

This male patient was prescribed 30mg of mirtazapine. Four months after staliing 
miliazapine the patient developed subacute urinary retension and the drug was 
stopped. The GP writes that the event is possibly related to mirtazapine. The event 
resolved on stopping mirtazapine. 
190791147 

Acute Renal failure 

This female patient was prescribed mirtazapine for depression. Ten days after starting 
miliazapine the patient presented with acute renal failure and was hospitalised, and 
mirtazapine was stopped. The patient had pre-existing peripheral vascular disease, 
hypothyrodism and hypertension, MI with cardiac arrest. At the time of the event the 
patient was also taking lisinopril, thyroxine, diltiazem, aspirin, frusemide and 
omeprazole. The renal function tests done prior to starting mirtazapine showed 
Potassium 4.34 mmol, urea 7.9, and creatinine 82. RFTs done one day after stopping 
miliazapine showed potassium 8.2, urea 41.4 and creatinine 1271. The event 
continued even after stopping miliazapine. Unlikely to related to mirtazapine. 
220061148 

HAEMOPOEITIC 

Agranulocytosis/Bone marrow toxicity 

This female patient was prescribed 30mg of mirtazapine for her depression, after 
being admitted to the hospital with a Klebsila right lower lobe pneumonia. Two 
months after starting the mirtazapine the patient was detected to have agranulocytosis 
and disturbed LFTs and mirtazapine was stopped. The GP thought that it may be a 
possible bone marrow toxicity. The event resolved on stopping mirtazapine. 
240701171 

This 51 years old female patient was prescribed 60mg mirtazapine for depression. 
Five months after starting mirtazapine the patient complained of sore throat and blood 
tests done at that time shoed low neutrophil counts and agranulocytosis. On stopping 
mirtazapine the blood picture improved. Possibly related to miliazapine. 
83133/21 

Thrombocytopenia 

This 83 years old female patient was prescribed 30mg of mirtazapine for depression. 
Three months after staliing mirtazapine the patient was found to have 
thrombocytopenia and mirtazapine was stopped. At the time of the event the patient 
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was also on thyroxine and temazapam. On stopping mirtazapine the event resolved. 
Possibly related to mirtazapine. 
57092/320 

MyeoZdysplasia 

This 78 years old female patient was prescribed 30mg mirtazapine. Three months 
after staliing mirtazapine the patient's blood picture showed a haemoglobin of 7, 
platelets 27 and the bone marrow showed ring sideroblasts, and mirtazapine was 
stopped. The patient later died of septicaemia in the hospital. At the time of the event 
the patient was also taking bendrofluazide and nitrazepam. Possibly related to 
mirtazapine. 
75056/224 

EYE 

Visual disturbance 

60 years old female patient was prescribed 30mg of mirtazapine for insomnia and 
chronic pain depression. A month after starting the drug the patient complained of 
visual disturbance. On examination of the visual fields the patient was diagnosed to 
have bi-temporal hemianopia and mirtazapine was stopped. The re was no past 
history or pre-existing conditions of any eye problems. The event resolved once 
mirtazapine was stopped. Possibly related to miliazapine. 
430961194 

Blurred vision 

This 77 years old female patient was prescribed 15mg of mirtazapine. Three months 
after starting the medication the patient complained of blurred vision and the drug was 
stopped. Prior to starting miliazapine the patient did not have any problems with 
vision, though she had a past history of anxiety. At the time of the event the patient 
was also taking thioridazine and temezapam. It is unknown whether the event 
resolved on stopping the medication. It is plausible that the event may be due to 
mirtazapine, but due to limited information difficult to assess. 
47006/213 

This 77 years old female patient was prescribed 30mg of miliazapine for agitated 
depression. Few days after starting the medication the patient complained of blurred 
vision, and mirtazapine was stopped. The patient was also taking HR T and 
beclomethasone. The event resolved on stopping miliazapine. Possibly related to 
mirtazapine. 
61033/269 

ADVERSE REACTION TO SPECIFIC DRUG 

Withdrawal reaction 

This female patient was prescribed mirtazapine for depression, and remained on 
treatment for seven months, after which the medication was stopped as it was 
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ineffective. Soon after stopping mirtazapine, the patient compalined of sevre anxiety, 
sleep disturbance, agitation and nausea. The GP considered the events to be 
withdrawal symptoms due to stopping mirtazapine. Possibly related to mirtazapine. 
140151105 

This 30 years old female patient was prescribed 15mg mirtazapine for depression, and 
remained on treatment for seven months. Thereafter mirtazapine was stopped as the 
patient thought of conceiving. On stopping mirtazapine the patient complained of 
severe withdrawal reaction, feeling very unwell and also had nausea. The GP 
reported the events to CSM. Possibly related to miliazapine. 
46021/359 

This 58 years old male patient was prescribed 15mg of mirtazapine, which the patient 
continued to take for five months. Mirtazapine was stopped subsequently as it was 
ineffective. A few days after stopping miliazapine the patient complained of 
unpleasant symptoms, which the GP attributed to withdrawal symptoms to 
mirtazapine. Possibly related to mirtazapine. 
48009/206 

This 51 years old female patient was prescribed 30mg of mirtazapine, which she 
continued to take for four months. On stopping mirtazapine, the patient complained 
of severe headaches, unable to sleep, aching legs, which were considered as possible 
withdrawal symptoms attributed to mirtazapine by the GP. Possibly related to 
mirtazapine. 
52033/31 

This 56 years old male patient was prescribed 30mg of mirtazapine for depression. 
The patient continued to take mirtazapine for four months after which it was stopped 
as it was ineffective. On stopping mirtazapine the patient complained of panic 
attacks, extreme anxiety, which the GP attributed to withdrawal symptoms to 
mirtazapine. Possibly related to mirtazapine. 
61137174 
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