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Welcome to the EULAR Conference Review, a locally focused 
summary of some of the latest and most exciting developments in rheumatology 
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rheumatology research to access a summary of significant clinical studies presented, 
which are likely to affect current practice. Selection and review of the research was 
carried out independently by Dr Hedley Griffiths, Barwon Rheumatology Services, who 
attended the EULAR Annual Scientific Meeting held in Copenhagen, Denmark.Kind Regards,
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Inhibition of joint damage and improved clinical outcomes 
with a combination of rituximab (RTX) and methotrexate 
(MTX) in patients (PTS) with early active rheumatoid arthritis (RA) who are naive to MTX: a randomised active 
comparator placebo-controlled trial Authors: Tak PP et al
Summary: 755 patients with early, active rheumatoid arthritis not previously treated with 
methotrexate were randomised to either placebo + methotrexate, rituximab (2 x 500mg) + 
methotrexate or rituximab (2 x 1000 mg) + methotrexate. Methotrexate was initiated in all 
groups at 7.5 mg/wk and titrated to 20 mg/wk by week 8. Rituximab was given by IV infusion 
on Days 1 and 15. At 52 weeks, compared with methotrexate alone, rituximab (2 x 1000 mg) 
+ methotrexate produced a significantly lower change in Genant-modified total Sharp score 
and a higher proportion of patients with no joint progression according to radiological criteria. 
Clinical outcomes were improved with both doses of rituximab compared with methotrexate 
alone, including higher proportions of patients achieving ACR90 and major clinical response. 
Adverse events were consistent with known adverse effects of rituximab and methotrexate. 
The percentage of serious adverse events was similar across the 3 treatment groups, and the 
rate of serious infections was not significantly different between the groups. Three deaths were 
reported (pneumonia [2] and cerebral infarct), all in the methotrexate alone group. 
Comment: This was a well constructed and well run study. It is reassuring to have data that 
supports the efficacy of this B-cell depletion therapy in rheumatoid arthritis. It remains unclear 
about what a reduction of one unit in the radiological scoring actually means in terms of long-
term clinical impact. The study also demonstrated that methotrexate is a pretty effective agent 
in its own right, although not as potent as the combination of methotrexate plus rituximab.
Abstract Session: New aspects of B cell depletion for RA. Ann 
Rheum Dis. 2009;68:(Suppl 3):75http://www.abstracts2view.com/eular/view.php?nu=EULAR09L_OP-0022

About the Reviewer - 
Dr. Hedley Griffiths is a rheumatologist in a group private practice in Geelong, 
Barwon Rheumatology Service, who also works as a visiting specialist at Geelong 
Hospital. This private practice services Geelong, Ballarat, Warrnambool and St 
Helens in Tasmania. Dr. Griffiths is the current president of the Victorian branch of 
the ARA.
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Conference Reviews are independent summaries of the most significant and relevant presentations 
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provide a comment on why the research matters. This creates the perfect short summary of events 
for those unable to attend.
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Product Reviews are independent short summaries of major research affecting an individual product 
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product and selected studies by a local specialist with a comment on the relevant importance to 
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Educational Series publications feature independent information for GPs or specialists about a 
condition including the NZ burden, identifying patients, diagnosis, treatment and relevant research 
related to the condition. Input including guidance on practice and study selection and commentary is 
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Experts’ Forum publications are designed to encapsulate the essence of a local meeting of health 
professionals who have a keen interest in a condition or disease state. These meetings are typically 
a day in duration, and will include presentations of local research and discussion of guidelines and 
management strategies.
Even for local events it is not always possible for everyone with a similar therapeutic interest to 
attend. Expert’s Forum publications capture what was said and allows it to be made available to a 
wider audience through the Research Review membership or through physical distribution.

Landmark Reviews
Landmark Reviews are an independent review of one major study. Featured studies are generally 
of a large sample size or have achieved a result of huge significance. A local specialist provides 
commentary on the research.

Speaker Series
A Speaker Series is a summary of a speaking engagement by a major local or international expert. 
Speaker Series’ capture what was said and allows it to be made available to a wider audience 
through the Research Review membership or through physical distribution. Events are often 
expensive and difficult to organise and can produce disappointing attendance levels. Speaker Series 
helps make the most of any medical event and improve the reach of these fantastic educational 
opportunities.

Research
Research Review can undertake high quality research, surveying doctors or patients. Research 
Review has an established network of medical professionals involved in every segment of medical 
care and every conceivable specialty. We have a self-identified bank of willing participants who 
are ready to contribute their opinions anytime you ask. Unlike major market research companies, 
Research Review has specialist advisors who understand the environment, ask the right questions 
and understand the response. Research Review can also assist in the dissemination of results 
through our numerous publications and website.
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Oral Steroid Use in Chronic Asthma

a RESEARCH REVIEW publication

About the Reviewers

Associate Professor Jim Reid

Jim Reid graduated in medicine at the 

University of Otago Medical School in

Dunedin New Zealand. He had previously 

trained as a pharmacist. He undertook 

his postgraduate work at the University 

of Miami in Florida. Currently he heads 

the Department of General Practice at 

the Dunedin School of Medicine and he 

is also Deputy Dean of the School. He 

has a private family medicine practice at 

the Caversham Medical Centre, Dunedin, 

New Zealand.  He is a Distinguished 

Fellow of the Royal New Zealand College 

of General Practitioners and is also a 

Fellow of the American College of Chest 

Physicians. He has a special interest in 

Respiratory Medicine and has published 

widely in Asthma and COPD. He is active 

in research in respiratory medicine and 

has had wide international lecturing 

experience.

Dr Lutz Beckert

Lutz Beckert MB BS MD(Hamburg) 

MRCP(UK) FRACP works as a 

Respiratory Physician at Christchurch 

Hospital, and he is a Senior Lecturer 

in the Department of Medicine, 

University of Otago, Christchurch, New 

Zealand. His research interests include 

the management of patients with 

thromboembolic disease, and patients 

with pulmonary artery hypertension. 

Lutz Beckert is also the medical director 

of the Respiratory Physiology Laboratory 

and has published in aspects of 

respiratory physiology. 

Commentary – Dr Lutz Beckert

Before we can comment on the long-term use of oral prednisone and its associated 

side effects, it is timely to remind ourselves of the disease-modifying and life-saving 

effect of oral prednisone therapy.

A study that estimated the risks of asthma mortality associated with specific classes of 

medication and patterns of management found that use of oral preventive (corticosteroid) 

medication, which included prednisolone, prednisone, betamethasone, or dexamethasone tablets, was 

significantly more likely in cases of asthma death.  On the other hand, the use of oral corticosteroids for 

an attack of asthma reduced the risk of death by 90%. 

This study, which was performed in Melbourne, closely resembles the prescribing practice in New Zealand. 

It has been accompanied with an editorial by Julian Crane and Richard Beasley. The results of this study 

come as a chilling wake up call in that 89 asthma deaths occurred in young people with a mean age of 38 

years. It also provides the best possible evidence for a written asthma management plan and against the 

use of home nebulisers. In this context we would like to highlight one aspect of the bottom line: The use 

of oral corticosteroids during an asthma attack reduces the risk of death by 90%.

All guidelines and all evidence, however, argue against the long-term use of oral prednisone. 

Recommendations –  

Associate Professor Jim Reid

There should be few asthmatics who require systemic corticosteroids for asthma 

control. They are, however, not uncommonly used as maintenance therapy in developing 

countries, where the cost of the provision of metered-dose inhalers (MDIs) of inhaled 

corticosteroid is prohibitive. As everyone is aware systemic corticosteroid usage, even 

in modest dose, can cause significant side effects, including osteoporosis, skin thinning, diabetes mellitus, 

cataract, and growth retardation in children. The New Zealand and international guidelines (GINA, BTS/

NICE, SIGN) are unanimous in recommending that continuously administered systemic corticosteroids are 

a “last resort” and should be administered as “add-on” therapy on the advice of a specialist. However, 

systemic corticosteroids should be used in short courses for acute exacerbations of asthma. Children 

should be administered 2 mg/kg prednisone, and the same medication should be used in adults in a dose 

of 40–60 mg for no longer than 10 days. It is generally not necessary to taper the dose.

If disease control is not being achieved with appropriate doses of inhaled cortciosteroid, plus long-acting 

β-agonist, it is important to check the patient’s inhaler technique, and adherence. MDIs are very difficult 

for some patients to manage, and switching to a breath-activated inhaler may be useful.

It is now generally accepted that long-term systemic corticosteroids should only be used in the lowest 

possible dose in the severest uncontrolled asthma, and only after referral to a respiratory physician, or 

in the case of children, a paediatrician.

If long-term systemic corticosteroids are needed, or frequent courses for exacerbations (more than 3–4/

year), consideration needs to be given to provision of bone-sparing medication, as well as keeping a close 

watch to prevent as far as possible other side effects.

Disclaimer – This publication is an 

independent review of significant research 

on the use of oral corticosteroids for the 

treatment of chronic asthma. It provides 

summaries and opinions of published 

data that are the opinion of the writer 

rather than that of the scientific journal or 

research group. It is suggested the reader 

reviews the full trial data before forming a 

final conclusion on any recommendations.

Health professionals should refer to 

the product information for a particular 

medicine before prescribing. This is 

available at www.medsafe.co.nz

Introduction 
Oral corticosteroid prescribing is an accepted part of acute asthma management in New Zealand 

under well-defined, appropriate circumstances. In fact, it is estimated that some 130,000 of ALL 

oral corticosteroid scripts written in 2008 by New Zealand GPs were for asthma (source: IMS Health 

[NZ] Ltd).

However, it is also well known that long-term oral corticosteroid use can have significant side effects. 

For example, frequent short courses (bursts) of oral corticosteroids (>2.5 courses per year) have been 

associated with decreased bone mineral density (BMD) in adults with asthma ; similarly, multiple 

oral corticosteroid bursts over a period of years can produce a dosage-dependent reduction in bone 

mineral accretion and increased risk for osteopenia in children with asthma.

This publication is intended as an educational resource for New Zealand health professionals to both 

inform and remind them of the risks and benefits of taking oral corticoid treatment. Information is 

also provided to assist with better diagnosis resulting in the use of oral corticosteroids only as is 

necessary, and as part of a well-constructed asthma patient management plan.
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Welcome to this review of the recent NZ venous 
thromboembolism (VTE) Experts’ Forum in Auckland. One of the main purposes of 

the forum was to follow-up on the 2008 meeting, in which attendees were encouraged to take steps towards 

implementing a strategy for VTE prevention at their institutions, and report back on progress at this year’s 

forum. This review is a summary of the background information presented by Dr Singh (chair of the Steering 

Committee since the 2008 meeting) and the progress that has been made thus far, including summaries of 

formal presentations and spontaneous reports from attendees on what has been achieved in their regions/

institutions. This was followed by a summary of the subsequent workshop session that was scheduled to 

discuss the implementation of national guidelines.The forum also heard a presentation on the relationship between thrombosis and cancer, which has been 

summarised on page 4.

VTE in hospitals - Presented by Dr Vinod SinghThere is more than enough evidence identifying VTE as a problem in hospitals, with global data from >68,000 patients 

indicating that around 52% of hospitalised patients are at risk,  so the focus now needs to be on implementing 

strategies to reduce the risk. Guidelines for VTE prophylaxis have been published by the American College of Chest 

Physicians (ACCP), but they are not extensively used globally, with only 37% and 48% of at-risk medical patients 

receiving ACCP-recommended prophylaxis in the UK and US, respectively. The extent to which they are used in NZ is 

unknown, but it is thought to be quite low.There have been a number of studies providing strong evidence that VTE prophylaxis works that have been accepted 

by most countries.  It has also been shown to be safe, with low incidences of clinically important bleeding.Global Measures
The UK has been the pioneers in VTE prevention, after concerned individuals lobbied the House of Commons Health 

the risks of VTE, and undergo a risk assessment for 

of the extent of VTE and should audit use of the 
•	 Establish	thrombosis	committees	and	teams	in	

passed legislation, and the CMO wrote to every medical 
all hospitalised patients for VTE, and that they would be 

Progress by the NZ Steering CommitteeWhile the contribution of sanofi-aventis in supporting the forum was noted with thanks, Dr Singh pointed out that 

the Ministry of Health (MOH) should be taking a more active role in supporting initiatives aimed at addressing 

the high rates of in-hospital VTE, including supporting forums such as this one. He commented that due to busy 

schedules, the committee has not been able to achieve as much as it would have liked. Discussions have been 

held with the Director General of Health, the Principal Medical Officer of Health and the Health and Disabilities 

Commissioner, all of whom have expressed their support for the committee’s work. The committee has also put 

together a draft reference document, which was distributed to the forum’s attendees. However, an organisation 

of individuals prepared to go out and ask for help is still needed, and ultimately volunteers are needed to form an 

MOH-funded group dedicated to ensuring VTE prevention is available in every NZ hospital.

Contributions from key attendees 

1

Making Education Easy

Expert Forum

May 2009

VTE in NZ Hospitals

Specific recommendations for VTE prophylaxis in the UK

•	 A	thrombosis	committee	to	be	established	in	each	

Dr Vinod Singh, FRACP, is an honorary clinical senior lecturer in medicine, and a consultant 
physician in internal medicine and stroke with the Waitemata DHB.
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AMISULPRIDE AND ITS ROLE IN THE MANAGEMENT OF SCHIZOPHRENIA     March 2009
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Schizophrenia is a severely debilitating neuropsychiatric disorder characterised by disturbances of thought, auditory hallucinations and multiple delusions.  At 

times, people with schizophrenia have an accurate view of reality and function well in daily life, and at other times, they may not recognise that their behaviour and function 

is disturbed, let alone that they need treatment, and may even fervently deny that they need help. 

Prevalence estimates for schizophrenia worldwide range from 0.2–2.0%; in New Zealand, estimates are 0.32% for non-Māori and 0.97% for Māori.  However, despite its low 

prevalence, the global burden of schizophrenia is substantial. It is therefore essential that any intervention is appropriate, cost-effective, and efficacious. Clinical expectations 

in schizophrenia treatment have greatly increased since the introduction of atypical antipsychotics, and they are considered to be the treatment of choice in first-episode 

patients. Among these agents, amisulpride may offer some advantages for the treatment of the general and negative symptoms of schizophrenia.  Amisulpride also has less 

potential for interaction with other drugs, due to its lack of hepatic metabolism. PHARMAC recently granted unrestricted funding status to amisulpride (as from 1 December 

2008), listing amisulpride without the requirement for Special Authority or endorsement for subsidy.

Treatment indication  

Amisulpride is indicated for the treatment of acute and chronic schizophrenic disorders, in which positive symptoms 

(such as delusions, hallucinations, thought disorders) and/or negative symptoms (such as blunted affect, emotional 

and social withdrawal) are prominent, including patients characterised by predominant negative symptoms.  

 Pharmacological effects 

The pharmacological effects of amisulpride relate to the blockade of dopamine D  and D  receptors. These two 

receptors are the only ones for which amisulpride has been shown to have relevant affinity. In this respect, 

amisulpride differs from other atypical antipsychotics, which have some affinity for other neuroreceptors, including 

serotoninergic (5HT), α-adrenergic (α), histaminic (H) or muscarinic (M) receptors (see Fig 1). Affinity for each type of 

neurotransmitter receptor is associated with specific adverse effects. The broader the spectrum of receptor affinities 

of a drug, the less specific its pharmacological activity and the wider the range of likely side effects. 

 

The leading hypothesis for the aetiology of schizophrenia is the dopamine hypothesis, which relates psychotic 

symptoms to dopaminergic hyperactivity in the brain and in particular, to excessive firing of neurones in the mesolimbic 

dopamine pathway. The dopamine hypothesis was prompted by two observations: 

Firstly, typical antipsychotics effectively treat the positive symptoms of schizophrenia and inhibit the dopinergic system 

by blocking action of dopamine in the brain. Secondly, dopamine-releasing drugs like amphetamine can increase the 

psychotic symptoms of schizophrenia.

Amisulpride shows activity for positive and negative symptoms, modulating dopamine activity according to dosage. 

At low doses (100–300 mg/day), amisulpride binds preferentially on D /D  presynaptic autoreceptors, increasing 

dopaminergic transmission in the prefrontal cortex, which is believed to be associated with improvement of primary 

negative symptoms. At doses of between 400–800 mg/day, amisulpride blocks postsynaptic dopamine transmission 

in the limbic system, leading to an improvement of positive symptoms of schizophrenia and a lower risk of producing 

extrapyramidal symptoms (EPS).

Patricia Jungfer 

Dr Jungfer is a graduate of the University 

of Sydney and a Fellow of the Australian 

and New Zealand College of Psychiatrists.  

In 1991 she was a Research Fellow of the 

NSW Institute of Psychiatry, completing a 

research fellowship in the Psychiatric Aspects 

of Acquired Brain Injury.  Concurrent with her 

fellowship training, Dr Jungfer completed a 

Masters in Medicine in Psychotherapy at the 

University of Sydney.

Dr Jungfer has worked as a Staff Specialist 

in Liaison Psychiatry at the Blacktown/Mount 

Druitt Hospitals and a VMO at Nepean Hospital 

Sydney.  She has also been a member of the 

NSW Psychosurgery review board.  Since 

1993 Dr Jungfer has been in private practice.

Dr Jungfer has a busy private practice, 

with the majority of patients having a dual 

diagnosis of a primary psychiatric disorder 

in the context of a neurological illness.  Her 

current research interest is in the long-term 

follow-up of a cohort of brain-injured patients 

with psychosis.
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This publication is a summary of a recent presentation 

by Dr Patricia Jungfer, Consultant Psychiatrist, who 

addressed specialists and mental health pharmacists in 

Auckland, Wellington and Christchurch in March 2009 

about the antipsychotic agent amisulpride (Solian ) 

and its role in the management of schizophrenia: its 

treatment indication, pharmacology and mechanism 

of action; its efficacy in schizophrenia and in 

comparison with reference antipsychotics; switching 

to amisulpride; and its safety. 

About Research Review

Research Review is an independent medical 

publishing organisation producing electronic 

journals in several specialist areas. These 

journals provide summaries of the ‘must see’ 

studies from the most respected medical journals 

in the world together with a local specialist 

commentary indicating why they matter. 

Research Review publications are intended for 

New Zealand medical professionals.

Figure 1
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Optimal outcomes in treating schizophrenia  
– strategies for relapse prevention early in illness    May 2009
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Management of early schizophreniaSchizophrenia is an incapacitating brain disease with a diverse accumulation of psychological 

symptoms, and remains one of the main challenges facing modern medical science. How the diverse 

range of symptoms that are associated with the disease are able to exist simultaneously has not yet 

been ascertained. It is the most costly disease treated by psychiatrists,  with significant financial and 

social costs.  Estimated direct and indirect costs in the UK are £2 billion and £4.7 billion, respectively, 

with £615 million spent by families for informal and private care. Not only do patients and their families 

have to deal with these costs, they also have to deal with the fact that it is still a much stigmatised 

disease.
Chlorpromazine was the first major pharmacological breakthrough that changed the way patients 

with schizophrenia were managed in clinical practice. Many other agents have since been introduced, 

from the older conventional antipsychotics through to the new generation agents. The development of 

many of these new agents focussed on mechanisms of action involving glutamate, serotonin, etc, but 

it now appears that dopamine receptor-2 (D ) antagonism is fundamental to the antipsychotic effect, 

particularly for providing quick treatment of acute psychotic symptoms.
Contrary to beliefs commonly held some years ago, antipsychotic agents are very effective in the 

treatment of psychosis. They are also very quick acting, with very good evidence showing that the 

greatest reduction in core psychotic symptoms is seen within the first two weeks after treatment 

initiation.  This early onset of action has also been seen in early psychosis, which is the period of illness 

when patients are most likely to respond, with 80% of patients achieving response within the first  

4 weeks of treatment (see figure 1).  Furthermore, the patients who did not respond within 4 weeks did 

achieve response as long as they continued to receive antipsychotic medication.

Relapse rates in schizophrenia  Although data show that antipsychotic treatment can achieve a rapid response, schizophrenia is a 

chronic, relapsing disease. The reality for the majority of patients in clinical practice is characterised by 

relapses and hospitalisations, persistent symptoms, cognitive and psychosocial function deficits, and 

high rates of unemployment, homelessness and suicide.  Robinson and colleagues published data in 

1999 indicating that the relapse rate 24 months after a first schizophrenia episode (n=104) under ideal 

circumstances was 54%, and this increased to 82% at 5 years. Also, among patients who recovered 

after a first relapse, 78% experienced further relapse(s). Moreover, the strongest predictor for relapse 

was discontinuation of antipsychotic therapy, and this reflects the common scenario seen in clinical 

practice of ‘revolving door’ patients.

Robin Emsley 
Robin Emsley is Professor and Chair of the Department of Psychiatry, University of Stellenbosch, Cape Town, South Africa. He obtained his medical degree at the University of Cape Town in 1974, and his psychiatry degree with distinctions at the University of Stellenbosch in 1981. He was awarded a Doctorate in Medicine in 1987, for studies on the neuro-endocrinology of schizophrenia and alcohol dependence and obtained the degree D.Sc. in 2007 for studies in the psychopathology, neurobiology and psychopharmacology of schizophrenia. He serves on several national and international professional and scientific committees and advisory boards, and is the recipient of various research grants and awards. His main area of interest is in the psychopharmacology of schizophrenia. His group has published extensively in this field. He is on the editorial board of several international journals, including Schizophrenia Research, Early Intervention in Psychiatry, Psychiatry 2008, the Open Psychiatry Journal, the Open Clinical Trials Journal, The Open Neuropsychopharmacology Journal and is the past Editor of the South African Journal of Psychiatry. He is involved in the development of mental health advocacy and support organisations.  

Publications: 182 articles in scientific journals; 17 letters to the editor;  14 Chapters; 3 Books
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This publication is a summary of a recent presentation in Auckland by Dr Robin Emsley from the University of Stellenbosch, Cape Town, South Africa on the management of schizophrenia, with particular focus on the use of long-acting injectable risperidone (Risperdal  Consta ; Janssen-Cilag) in achieving sustained remission in early disease.

About Research ReviewResearch Review is an independent medical publishing organisation producing electronic journals in several 

specialist areas. These journals provide summaries of the ‘must see’ studies from the most respected 

medical journals in the world together with a local specialist commentary indicating why they matter. 
Research Review publications are intended for New Zealand medical professionals.

Figure 1: Time course for antipsychotic treatment response in first episode schizophrenia
Available from URL: http://ajp.psychiatryonline.org/cgi/content/full/163/4/743
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