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Issue 177 – 2021

Welcome to issue 177 of GP Research Review.

A study from Japan informs
us that breast milk eye drops are non-inferior to sodium azulene sulfonate hydrate eye drops in the treatment of
infants with eye discharge. We also discover that vaccination against pneumococcal infection may reduce the risk
of developing acute otitis media in children under 9 years of age. In our Natural Health section, Dr Chris Tofield has
reviewed two interesting studies, one investigating mushroom consumption and cardiovascular health, and the other,
the effects of flaxseed supplementation on gene expression and inflammation in patients with ulcerative colitis.
I hope you enjoy this issue and I welcome your comments and feedback.
Kind regards,
Jim
Assoc Professor Jim Reid
jimreid@researchreview.co.nz

Efficacy and safety of breast milk eye drops in infants with eye discharge
Authors: Sugimura T et al.
Summary: This non-inferiority trial evaluated the effectiveness of breast milk eye drops (BM), which contain
protective components including immunoglobulins, lactoferrin, lysozyme, oligosaccharides, and immune cell
subsets, as a treatment in infants with eye discharge as compared with sodium azulene sulfonate hydrate 0.02%
ophthalmic solution (OS). Breastfed infants aged ≤180 days with eye discharge were randomly assigned to receive
BM (n =155) or OS (n = 157) for 7 days. The number of patients with improved eye discharge was 76.8% in the BM
group compared with 75.8% in the OS group. The BM group was considered non-inferior to the OS group based on
an improvement score in eye discharge of 1.76 versus 1.71.
Comment: Sodium azulene sulfonate hydrate is a sulfonamide antiseptic along the lines of sulfacetamide. This,
in NZ, is not used much, but this study demonstrated that as an eye “antiseptic” it was not superior to breast milk
for eye discharge in infants under the age of 6 months. Interesting that no microbiology was reported.
Reference: Acta Paediatr. 2021;110(4):1322-1329
Abstract
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CURB APPETITE 1
Take back control. Duromine Showed A mean weight loss of 9.1kg AT 12 weeks. *2
*Patients taking Duromine continuously (n=17) had a mean weight loss of 9.1kg at 12 weeks vs 4.5kg in the placebo group (n=22) (p-value not stated)

References: 1. Duromine Data sheet. January 2018. 2. Munro JF, Maccuish A. C, Wilson EM, Duncan LJP. Comparison of Continuous and Intermittent Anorectic Therapy in Obesity. Brit Med J 1968;1;352-354.
DUROMINE™ IS A C5 CONTROLLED DRUG. DUROMINE™ IS AN UNFUNDED MEDICINE - A PRESCRIPTION CHARGE WILL APPLY. PLEASE REVIEW FULL DATA SHEET BEFORE PRESCRIBING AVAILABLE AT WWW.MEDSAFE.GOVT.NZ OR PHONE Freephone 0508 375394. Minimum Data Sheet
Information (phentermine). DUROMINE™ Indications: For the management of obesity as a short-term adjunct in a medically monitored weight loss programme based on exercise, diet and behaviour modification in obese patients with a body mass index (BMI) of 30 kg/m2 or greater. DUROMINE™ may
appropriately be initiated in overweight patients with a lower BMI when risk of morbidity from other medical conditions is increased. Dosage and Administration: The usual starting dose in adults and children over 12 years is 30 mg once daily at breakfast. Continuous or inter-mittent maintenance dose is 15
mg to 30 mg once daily depending on responsiveness. Patients require medical review after a defined course of treatment, which should not exceed three months. Available in 15 mg and 30 mg capsules. Contraindications: Pulmonary artery hypertension, heart valve abnormalities, heart murmurs, moderate
to severe hypertension, cerebrovascular disease, severe cardiac disease including arrhythmias, advanced arteriosclerosis, hypersensitivity to sympathomimetic drugs, hyperthyroidism, psychiatric illnesses, glaucoma, drug/alcohol abuse or dependence, concomitant MAOIs or within 14 days of MAOI use.
Precautions: Short term monotherapy only. Coadministration of drug products for weight loss is not recommended. There have been no reported cases of valvular heart disease occurring with phentermine alone. Use with caution in mild hypertension, established coronary artery
disease, epilepsy, and in those receiving insulin, oral hypoglycaemic agents or psychotropic agents. Adverse Effects: The most common are palpitations, tachycardia, elevation of blood pressure and precordial pain. Others included restlessness, insomnia, nausea, and dry mouth.
Psychotic episodes, hallucinations and serious cardiovascular or cerebrovascular events are rare. Full Data Sheet and Consumer Medicine Information is available from Medsafe at www.medsafe.govt.nz. iNova Pharmaceuticals (Australia) Pty Limited, Level 10, 12 Help Street,
Chatswood NSW 2067, Australia. Distributed in New Zealand by Radiant Health Ltd, c/o Supply Chain Solutions, 74 Westney Road, Airport Oaks, Auckland. For all product enquiries: New Zealand Toll Free: 0508 375 394. TAPS NA 12719.. NZ-2021-02-0010. February 2021.

For more information, please go to www.medsafe.govt.nz
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Pneumococcal conjugated
vaccines decreased acute otitis
media burden: A populationbased study in Israel

FULLY FUNDED
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with type 2 diabetes
†

THE POWER TO ACCOMPLISH MORE
Above and beyond glycaemic control‡1,2

Click below to download your
JARDIANCE resources

PRESCRIBING GUIDE

PATIENT BOOKLET

38% RRR in CV death in patients with established CV disease (CAD, PAD, MI or stroke) and T2D (HR=0.62; p<0.001).#2
*JARDIANCE is a funded medicine. Restrictions apply: Pharmaceutical Schedule, Hospital Medicines List. †In adult patients
with insufficiently controlled type 2 diabetes and CAD, PAD, or a history of MI or stroke. #The absolute risk for CV death was
reduced from 5.9% in patients receiving standard of care plus placebo to 3.7% in patients receiving standard of care plus
JARDIANCE® (p<0.001).1,2
1.JARDIANCE® Data Sheet 2019 2.Zinman B et al. N Engl J Med. 2015;373(22):2117-2128
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reabsorption through SGLT2. Through inhibition of SGLT2, excessive glucose is excreted in urine. PRESCRIPTION MEDICINE.
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Authors: Marom T et al.
Summary: This Israeli population-based study
assessed time trends of all-cause acute otitis media
and recurrent acute otitis media in a highly immunised
paediatric population. There were 805,389 acute
otitis media episodes in 270,37 children during
2005-18. There was a reduction in incidence rates
in children younger than age 9 years before versus
after introduction of pneumococcal conjugated
vaccine (PCV)-7/PCV-13 in 2009/2010 (p < 0.001);
the biggest decrease (21%) occurred in children
<1 year of age, from 807 versus 640 per 1000
children p < 0.001). Average annual decrease was
14 per 1000 children <1 year old (95% CI -16.25
to -10.53; p < 0.001). Recurrent acute otitis media
occurred in 84,237 (31.2%) children, 74% <2 years
of age and 55% boys. The risk of recurrent acute
otitis media also decreased after PCV vaccination
introduction in children <2 years old (HR 0.893;
95% CI 0.878-0.908; p < 0.001).
Comment: In short, immunisation for pneumo
coccal infection in children below the age of
9 years was very successful in reducing the
incidence of acute otitis media, especially in
those under the age of 2 years. This trend was
particularly apparent in those with recurrent
disease. In NZ, children are immunised at
6 weeks, 5 and 12 months.
Reference: J Pediatr. 2021;235:233-238.e3
Abstract

E-prescribing and access to
prescription medicines during
lockdown: Experience of patients
in Aotearoa/New Zealand
Authors: Imlach F et al.
Summary: This NZ mixed-methods study during
the first COVID-19 lockdown (Mar-May 2020) using
an online survey (n = 1010) and in-depth interviews
(n = 38) explored patients’ experiences of how access
to prescription medications was affected by lockdown,
changes to prescribing, and the interface between
GPs and community pharmacies. Most respondents
receiving a prescription did so through it being sent
directly to a pharmacy and most people picked up
their medication from the pharmacy; only 4% had
home delivery of medication. Respondents wished for
e-prescribing to continue.
Comment: There is no doubt that e-prescribing is
here to stay. In my prescribing area, the success
has been variable, depending on individual
pharmacies ability to cope with demand. I agree
there needs to be consistency, and this extends
to patient expectations, as they often expect an
“instant” response from nearby pharmacies
following consultation.
Reference: BMC Fam Pract. 2021;22(1):140
Abstract
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Effectiveness of physical
exercise in older adults with
mild to moderate depression
Authors: Hidalgo JL et al.
Summary: This randomised clinical trial compared
physical exercise with antidepressant drugs in
inducing a reduction in depressive symptomatology
(Montgomery-Åsberg Depression Rating Scale score
<10) in 347 patients with mild-to-moderate depression
aged ≥65 years experiencing a depressive episode.
In an intent-to-treat analysis, the cumulative incidence
of improvement in depressive symptomatology after
1 year did not differ between physical activity and
antidepressant recipients. However, the proportion of
patients with improvement at 3 and 6 months was
greater (p < 0.01) with physical therapy (60.6%
and 49.7%) than with antidepressants (45.6% and
32.9%). Withdrawals at 3 and 6 months were more
common in physical therapy recipients (39.2% and
58.2%) versus antidepressant recipients (22.6%
and 40.0%) and the proportion of participants with
adverse events was greater in physical therapy
recipients (8.9% vs 22.5%; p = 0.007).
Comment: Interesting. I have always been a
believer in the value of physical exercise in the
management of depressive symptoms in the
above 65-year-olds, most often included with
antidepressant medication. However, this study
suggests that when separated, antidepressant
treatment is the more effective of the two. But
following the “do no harm” principle, I guess I will
continue what I am doing, remember “belt and
braces”!!
Reference: Ann Fam Med. 2021;19(4):302-309
Abstract

Patients want their doctors’
help to increase physical activity:
A cross sectional study in
general practice
Authors: Falskog F et al.
Summary: This cross-sectional, questionnaire-based
study of general practices in Norway sought to identify
the characteristics of 2104 patients who expect help
from their doctor in increasing levels of physical
activity. Overall, female patients were less active, but
motivation to increase activity and expectations of help
from doctors did not differ from male patients. Younger
patients had greater motivation to increase activity,
and to do so without help from doctors. Impaired selfrated health was associated with inactivity and with
motivation to become more active with help from GPs.
Comment: The relationship of impairment in selfrelated health scores and association with inactivity
may have been a vicious cycle, and one may be
perceived as a result of the other. I agree that it is
important that in almost 100% of health problems,
appropriate physical exercise is important and is
beneficial. This paper emphasises that this is an
important message to deliver.
Reference: Scand J Prim Health Care. 2021; 39(2):
131-138
Abstract
For more information, please go to www.medsafe.govt.nz
2021 Pradaxa HCP RR Halfpage OL.indd 1
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A mixed methods study on medicines information needs and
challenges in New Zealand general practice
Authors: Campbell C et al.
Summary: This NZ mixed methods study examined the need for medicines information in routine general practice
and challenges and influences on information-seeking behaviour of 18 general practitioners using quantitative data
collected during 642 consultations and qualitative data collected during semi-structured interviews on participants
medicines information needs, resources, and challenges. Overall, 11% of consultations featured ≥1 medicines
information needs from among 14 different categories; dosage was the most frequent (26%) followed by adverse
events (15%) and drug interactions (14%). Two themes in medicines information needs were identified: a ‘common
core’ related to medicine dosage, side effects and interactions, and a ‘perplexing periphery’, in which challenges
included variation in information needs, complexity, ‘known unknowns’ and ‘unknown unknowns’. Key factors in GPs
strategies for meeting medicines information needs included: trust in a resource, presence of patient, information
presentation, lack of time, awareness of a resource, and accessibility.
Comment: In my experience, patient information about medication comes from 4 sources: me, the pharmacist,
medication package inserts, and the internet. There is some peripheral “contamination” from radio talkback,
and experience of friends. This often leads to confusion, especially the package inserts, which include very rare
side/adverse effects for some, but which in my practicing career I have never seen. I agree with the authors last
sentence, “An individually responsive approach involving greater collaboration with pharmacists and specialist
medicines information support services may provide a potential solution”.
Reference: BMC Fam Pract. 2021;22(1):150
Abstract

Systematic review and meta-analysis of efficacy and safety of
hydroxychloroquine and chloroquine in the treatment of COVID-19
Authors: Mittal N et al.
Summary: This meta-analysis examined the use of hydroxychloroquine or chloroquine in 19 studies including
patients with COVID-19 receiving hydroxychloroquine or chloroquine (n = 4693), hydroxychloroquine or
chloroquine plus azithromycin (n = 1626) or control (n = 6491). Hydroxychloroquine or chloroquine treatment
was associated with increased rates of virological (OR 2.08; 95% CI 1.36-3.17; p = 0.0007) and radiological
(OR 3.89; 95% CI 1.35-11.23; p = 0.01) cure but had no effect on unadjusted mortality rate (OR 0.98; 95% CI
0.70-1.37) nor on adjusted mortality (HR 1.05; 95% CI 0.86-1.29). However, odds of disease progression were
increased (OR 1.77; 95% CI 1.46-2.13; p < 0.00001) and QT interval prolonged (OR 11.15; 95% CI 3.95-31.44;
p < 0.00001). Results from treatment in combination with azithromycin were similar to hydroxychloroquine or
chloroquine monotherapy.
Comment: It took a whole paragraph to say that the use of hydroxychloroquine/chloroquine with or without
azithromycin in the outcome of treatment of COVID-19 was useless. When will such studies cease? Enough has
been said (and published).
Reference: J Family Med Prim Care. 2021;10(6):2126-2139
Abstract

Diagnostic accuracy of screening
tools for chronic obstructive
pulmonary disease in primary
health care: Rapid evidence
synthesis
Authors: Tyagi J et al.
Summary: This review summarises evidence on the
accuracy of chronic obstructive pulmonary disease
(COPD) screening tests used in primary health care
based on a 10-study update of a systematic review
from 2014. In total, 13 studies had assessed diagnostic
accuracy of screening questionnaires (including a
COPD Diagnostic Questionnaire [CDQ]), 5 studies had
assessed handheld flow meters (COPD6 and PICO-6),
and 4 studies had assessed a combination of both.
The CDQ questionnaire had a higher sensitivity in
pooled result for ever-smokers (87.5%; 95% CI 83.190.9) and in adults >35 years of age (73.8-93%;
95% CI 69-98) using a score threshold of ≥16.5 or
>17 than a different CDQ score threshold or other
questionnaires. Handheld flow meters had a pooled
sensitivity of 79.9% (95% CI 74.2-84.7) in eversmokers and 87.9% in adults aged >35 years.
Comment: This study reinforces what is well
known, worldwide. We have a growing incidence
of COPD, the majority of which is undiagnosed.
Symptoms of increasing shortness of breath and
chronic cough (especially morning cough) are
ascribed by patients as getting old, being unfit,
or as smoker’s cough. It is one thing to diagnose
COPD with whatever means, it is another to alter
outcome. The great majority in this country are
cigarette smokers, and the only thing that can be
done to alter disease outcome is to cease smoking.
In third world countries, cooking over unventilated
biomass fuels is an added risk, and solving this is
a separate problem.
Reference: J Family Med Prim Care. 2021;10(6):
2184-2194
Abstract
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Independent commentary by 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 postgraduate work at the University of Miami in
Florida, USA. For full bio CLICK HERE.

Long Acting Reversible Contraception E-Learning Module
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Review Educational Series - Long Acting Contraception, with expert commentary
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This review summarises the benefits, as well as any
potential management considerations associated with
the use of the LARCs currently available.
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EVIDENCE-BASED NATURAL HEALTH
by Dr Chris Tofield

Mushroom consumption and cardiovascular
health: A systematic review
Authors: Krittanawong C et al.
Summary: This review examined the association between edible mushroom
consumption and overall cardiovascular risk based on 7 prospective studies.
Edible mushroom consumption may have had favourable effects on lipid profiles
by altering metabolic markers including LDL-C, HDL-C, TC, and triglycerides,
and was probably associated with a reduction in mean blood pressure. Overall
effects on cardiovascular risk, stroke risk, and coronary artery disease were not
consistent.
Comment: Cardiovascular benefit is not something that springs to mind
when thinking about mushrooms. This is reflected by the statistic that, as
described in this systematic review, of over 1400 studies published in the last
54 years on mushrooms and cardiovascular health, only 7 were prospective.
This paper showed merely some possible benefits on lipids with no clear
other findings. Nothing overwhelming, unfortunately.
Reference: Am J Med. 2021;134(5):637-642.e2
Abstract

The effects of flaxseed supplementation on
gene expression and inflammation in ulcerative
colitis patients: An open-labelled randomised
controlled trial
Authors: Morshedzadeh N et al.
Summary: This 12-week, open-label, randomised controlled trial in 90 patients
with ulcerative colitis examined the effect of ground flaxseed (30 g/day;
n = 30) and flaxseed oil (10 g/day; n = 30) versus no intervention (control;
n = 30) on clinical biomarkers, quality of life and disease activity. Among
75 patients completing the trial, hs-CRP (p < 0.001) and Mayo score (p < 0.001)
were reduced, while quality of life improved (p < 0.001) with both ground flaxseed
and flaxseed oil versus control. IL-10 concentration increased in flaxseed oil
recipients, but not in controls. The decrease in Mayo score was greater in patients
with more severe disease (p < 0.05). There was no between-group difference in
mRNA expression level of Toll-like receptor-4 (TLR4) at 12 weeks.
Comment: This Iranian study, albeit rather small, adds to the knowledge
base we already have about flaxseed (both ground and oil), namely that it may
have anti-inflammatory, glucose-lowering and cholesterol-lowering effects.
Results here are favourable enough to warrant offering this option to our
ulcerative colitis and probably also Crohn’s patients.
Reference: Int J Clin Pract. 2021;75(5):e14035
Abstract
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The menopause manifesto
In a Radio NZ interview,1 Jen Gunter a Canadian trained Gynaecologist, says
menopause is not a disease but a planned change like puberty, and there is too
much conflicting information about the topic.
She has written a book called the Menopause Manifesto, which considers
feminism, myth-busting and evidence. She points out that there is an evolutionary
advantage to the “village” in having women have menopause as they can help
with food gathering and child helping without the physical issues of pregnancy
and childbirth and has data to support this.
An interesting issue was the surgical removal of ovaries in postmenopausal
women without clear signs of disease. This increases the risk of cardiovascular
disease and osteoporosis, both of which can increase mortality.
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This article provides an overview of important pharmacological, dosage and administration, and
clinical efficacy and tolerability properties and features of naltrexone/bupropion (Contrave® 8/90) in the
treatment of adults who have overweight or obesity. This review is sponsored by an educational grant
from Radiant New Zealand.

Introduction
Ole Schmiedel
MRCP MD FRACP

Dr Ole Schmiedel is a consultant in endocrinology,
diabetes, and general internal medicine at
Auckland District Health Board (ADHB) and
is also the Service Clinical Director of the
Auckland Diabetes Centre. He qualified in
medicine from Humboldt University in Berlin
and completed his postgraduate training in
diabetes and endocrinology at Cardiff University
in Wales. He was awarded his MD for work in
diabetes and microvascular complications. Ole’s
main clinical and research interests are in the
management of diabetes, obesity and obesityrelated complications, as well as lipid disorders
and neuroendocrine tumours. He is involved in
education, training and service development
projects with a strong focus on supporting
primary care teams. In addition, he specialises in
all areas of endocrinology and consults in private
practice at Greenlane Medical Specialists.

Joseph Proietto
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Dr Christopher Tofield
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(Contrave®) for the
Treatment of Obesity

Joseph Proietto is Professor Emeritus at the
University of Melbourne in the Department of
Medicine Austin Health and an Endocrinologist
specialising in Diabetes and Obesity. He
established the first obesity clinic in Victoria at the
Royal Melbourne Hospital and until retirement was
Head of the Weight control clinic at Austin Health.
He has published over 200 articles and several
book chapters on obesity and diabetes and is
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Chair of the Clinical Care Committee.
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Obesity is a chronic, relapsing, neurobehavioral disease, that has a genetic1-3 or epigenetic4,5 basis. Obesity
increases the risk for several chronic medical conditions (including type 2 diabetes, hypertension, dyslipidaemia, and
cardiovascular disease) and premature death.6 The genetic basis of obesity explains why body weight is vigorously
defended by powerful physiological mechanisms. To understand how the body defends weight, it is necessary to first
understand how weight is regulated.
Body weight is controlled by the hypothalamus. In the arcuate nucleus of the hypothalamus, there are two types
of neurons. One type expresses neuropeptide Y (NPY) and agouti-related protein (AgRP), both of which stimulate
hunger. The other type of neuron expresses pro-opiomelanocortin (POMC) (from which alpha melanocyte stimulating
hormone [αMSH] is cleaved) and cocaine and amphetamine-regulated transcript (CART). Both αMSH and CART
inhibit hunger. At any particular time of the day, it is the activity of these neurons that determines whether we want
to eat or not. The question is then what controls the activity of these arcuate nucleus neurons?
There are many inputs into the arcuate nucleus including from the nucleus of the tractus solitarius located in
the brainstem, from pleasure pathways and from the cortex. In addition, ten circulating hormones also influence
the activity of these particular neurons and therefore regulate food intake. These hormones come from the gut,
the pancreas, and fat. The remarkable fact is that only one of these hormones (ghrelin) stimulates hunger, while
nine (leptin, cholesytokinin, peptide YY, glucagon-like peptide-1, oxyntomodulin, uroguanylin, insulin, amylin and
pancreatic polypeptide) inhibit it!

Why is obesity relapsing?
Soon after the discovery of leptin in 1994, it was found that levels of this hunger-inhibiting hormone decrease
dramatically after diet-induced weight loss.7 In contrast, levels of the hunger-stimulating hormone ghrelin were found
to increase after weight loss.8 It was then shown that post prandial levels of cholecystokinin are also lower after
weight loss.9 These changes lead to increased hunger. In 2011, it was demonstrated that other hunger-regulating
hormones also change in a direction designed to increase hunger and that these changes are long lasting.10 These
feedback loops explain why it is difficult to maintain weight loss in the long term, and why lifestyle advice only leads
to modest weight loss. It is for this reason that hunger-suppressing medication is necessary both for weight loss and
even more important, for long term weight maintenance.

Pharmacotherapy for obesity
When used as an adjunct to lifestyle intervention, weight-loss medications increase the likelihood of achieving
clinically meaningful (≥5%) weight loss and reduce the likelihood of weight regain including post-bariatric surgery.11
Pharmacotherapy enhances the magnitude of weight loss more than that which can be achieved with lifestyle
changes alone and is beneficial in the prevention of weight regain.12
When initiating pharmacotherapy, the choice of which weight-loss medication should firstly be informed by
patient co-morbidities and avoidance of contraindications and drug-drug interactions.13 The next most important
consideration is choosing a medication with a mechanism of action that targets the patient’s eating behaviours.
For example, for patients that describe having difficulty controlling cravings, emotional eating, or food addictions,
bupropion/naltrexone is an appropriate choice.14

Rationale for combination pharmacotherapy
As with all medications, there are good and poor responders and patients that develop no side effects and those
that develop severe side effects. This is why it is important to have a range of medications available so that the
appropriate medication can be chosen for each individual patient. In addition, since nature uses nine hormones to
suppress hunger after a meal, combining more than one medication may be required in some patients.

Naltrexone/bupropion
Naltrexone is a non-selective opioid receptor antagonist used to treat opioid and alcohol dependence. Bupropion
is a dopamine and norepinephrine re-uptake inhibitor that is approved to treat depression in certain countries and
nicotine addiction. Naltrexone/bupropion (Contrave® 8/90) is an extended-release oral formulation of naltrexone
hydrochloride and bupropion hydrochloride.
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