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Welcome to issue 176 of GP Research Review.

Incorrect inhaler technique
is prevalent in patients with COPD, ranging from 80% to 100% in an Egyptian study. A systematic review and costeffectiveness analysis demonstrates that ambulatory BP is the most cost-effective method of BP monitoring, and likely
to lead to cost savings compared with clinic BP and home BP measurement. In COVID-19, we discover that older
adults with low vitamin D levels may have worse outcomes. In our Natural Health section, Dr Chris Tofield has reviewed
two interesting studies, one on osteopathic manipulative treatment for chronic low back pain, and the other on scalp
electroacupuncture plus memantine for vascular dementia.
I hope you enjoy this issue and I welcome your comments and feedback.
Kind regards,
Jim
Assoc Professor Jim Reid
jimreid@researchreview.co.nz

Determinants of incorrect inhaler technique in chronic obstructive
pulmonary disease patients
Authors: Harb HS et al.
Summary: This crossover study from Egypt aimed to determine the prevalence and possible determinants of incorrect
inhaler technique in 180 subjects with COPD using common inhalers. Subjects’ past-experience, demographics and
clinical variables were recorded. An assessment of inhaler technique at baseline was undertaken using 10 different
placebo inhalers including the pressurised metered dose inhaler (pMDI), Aerolizer®, HandiHaler®, Turbuhaler®, Diskus®,
Breezhaler®, Ellipta®, Easyhaler®, Diskhaler™ and Respimat®, without receiving any instructions. In a randomised order,
subjects were then crossed over to the other inhalers. Overall, incorrect inhaler use (a minimum of 1 error) ranged
from 80% with Ellipta® to 100% with Respimat® and Diskhaler™ (p < 0.001). The strongest determinants of incorrect
technique were lack of past-experience with inhalers (OR 14.639, p < 0.001) and inhaler-type (pMDI OR 10.397,
p < 0.001; Aerolizer® OR 4.267, p = 0.007; HandiHaler® OR 2.664, p = 0.057; Turbuhaler® OR 8.666, p = 0.001;
Diskus® OR 10.250, p < 0.001; Breezhaler® OR 0.613, p = 0.212; Ellipta® OR 0.265, p < 0.001), followed by age
category (OR 0.307, p < 0.001) and GOLD group (OR = 2.289, p = 0.005).
Comment: Another paper on inhalers that demonstrates the high prevalence of incorrect inhaler techniques
with COPD patients, which reached 100% with some inhaler types. It is VERY important to demonstrate, and
demonstrate again, and check the inhaler technique over and over again. In addition, it is crucial to make correct
choice of the type of inhaler and the patient themselves must be part of the decision. Efficacy of medication is
meaningless if it is not being appropriately administered.
Reference: Int J Clin Pract. 2021;75(6):e14073
Abstract

CLICK HERE

to read previous issues of GP Research Review

Goodfellow Gems
Delayed antibiotics probably safe and reduces re-consultation rates
A review1 of individual patients in randomised trials of delayed antibiotics (or back pocket antibiotics) for acute infections.
The conditions included common cold, acute otitis media, sore throat, respiratory tract infection and cough.
Compared with immediate antibiotics, delaying does not result in higher complication rates (possibly lower) and does not
decrease patient satisfaction. It can be a good strategy to introduce an antibiotic seeking patient to consider not
taking immediate antibiotics. The reviewers suggest this may be a way of resolving mismatched expectations
between clinicians and patients. In New Zealand, this is not an option for Māori and Pacific patients with sore
throat due to the risk of rheumatic fever..
References:
1. Delayed antibiotic prescribing for respiratory tract infections: individual patient data meta-analysis BMJ (2021) View here

Gems are chosen by the Goodfellow director Dr. Bruce Arroll to be either practice changing or practice
maintaining. The information is educational and not clinical advice. www.goodfellowunit.org/gems

www.researchreview.co.nz

a RESEARCH REVIEW™ publication
1

GP

RESEARCH REVIEW

™

Options for the diagnosis of high
blood pressure in primary care:
A systematic review and
economic model
Authors: Constanti M et al.

YOUR NVAF# PATIENT CAN
CHANGE WITH TIME, BUT THEIR
PROTECTION FROM STROKE
DOESN’T HAVE TO.
PROTECT YOUR NVAF # PATIENTS FROM STROKE WITH
XARELTO.† XARELTO - THE ONLY NOAC REGISTERED FOR
PATIENTS WITH CrCl DOWN TO 15mL/min.*1,2,3

Start with Xarelto. Stay with Xarelto.
Use with caution in patients with CrCl 15–29 mL/min. Contraindicated in patients with CrCl <15 mL/min.1
Xarelto® 20 mg once daily for patients with NVAF and CrCl ≥50 mL/min. Xarelto 15 mg once daily for patients with NVAF
and CrCl 15–49 mL/min.1
#
Prevention of stroke and systemic embolism in adult patients with NVAF and at least one additional risk factor for stroke.
CrCl = creatinine clearance; NOAC = non-vitamin K antagonist oral anticoagulant; NVAF = nonvalvular atrial fibrillation
References: 1. Xarelto (rivaroxaban) Data Sheet, 1 December 2020. 2. Pradaxa (dabigatran) Data Sheet, 11 March 2020.
3. Eliquis (apixaban) Data Sheet, 30 August 2019.
XARELTO® (rivaroxaban). Prescription Medicine. Oral tablets containing 2.5 mg, 10 mg, 15 mg or 20 mg rivaroxaban.
INDICATIONS: Prevention of venous thromboembolism (VTE) in adult patients undergoing elective hip or knee
replacement surgery. Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation with
one or more risk factors, such as congestive heart failure, hypertension, age ≥ 75 years, diabetes mellitus, prior stroke or
transient ischaemic attack. Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE) and for the prevention
of recurrent DVT and PE (see PRECAUTIONS for haemodynamically unstable PE patients). In combination with aspirin, for
the prevention of major cardiovascular events (composite of stroke, myocardial infarction and cardiovascular death) in
patients with coronary artery disease (CAD) and/or peripheral artery disease (PAD) DOSAGE AND ADMINISTRATION:
Prevention of VTE in total hip replacement (treatment for up to 5 weeks), and total knee replacement (treatment for up
to 2 weeks); 10mg once daily. Stroke prevention in atrial fibrillation, 20 mg once daily (15 mg once daily for patients
with creatinine clearance 15-49 mL/min).Treatment of DVT and PE and for the prevention of recurrent DVT and PE; 15
mg tablet twice daily for the first 3 weeks followed by 20 mg tablet once daily. Following completion of six to twelve
months therapy, based on an individual assessment of the risk of recurrent DVT or PE against the risk of bleeding, dose
reduction to 10 mg once daily may be considered. CAD and/or PAD; 2.5 mg twice daily in combination with aspirin 100
mg once daily. Xarelto 15 mg and 20 mg tablets should be taken with food. Xarelto 2.5 mg and 10 mg tablets may be
taken with or without food. Tablets may be crushed and administered orally (mixed with water or applesauce) or given
through gastric tubes. See Data Sheet for full details. CONTRAINDICATIONS: Hypersensitivity to rivaroxaban or to
any of the excipients, clinically significant active bleeding, lesions at increased risk of clinically significant bleeding and
patients with spontaneous impairment of haemostasis, significant hepatic disease which is associated with coagulopathy,
undergoing dialysis or severe renal impairment with a creatinine clearance < 15 mL/min, concomitant treatment with
strong inhibitors of both CYP 3A4 and P-glycoprotein, pregnancy, lactation. PRECAUTIONS: Increased bleeding risk such
as general haemorrhagic risk (see Data Sheet for list), renal impairment, hepatic impairment, surgery and interventions,
spinal/epidural anaesthesia or puncture, patients with prosthetic valves (not recommended), haemodynamically unstable
PE patients or patients who require thrombolysis or pulmonary embolectomy, patients with non-valvular atrial fibrillation
who undergo PCI with stent placement (limited data), lactose intolerance. CAD and/or PAD; patients with haemorrhagic
lacunar stroke, or ischaemic non-lacunar stroke (should not be used). INTERACTIONS WITH OTHER MEDICINES: Care
to be taken if concomitantly used with medicines affecting haemostasis; increased risk of bleeding with concomitant
administration with selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors
(SNRIs), non-steroidal anti-inflammatory drugs (NSAIDs), platelet aggregation inhibitors, other anticoagulants. Strong
inhibitors of both CYP3A4 and P-gp. ADVERSE EFFECTS: Please refer to Data Sheet for a complete list. Common
adverse reactions (≥ 1/100 to < 1/10) include post procedural, eye, GI tract and urogenital tract haemorrhage,
haemoptysis, increased transaminases, gingival bleeding, constipation, diarrhoea, dyspepsia, nausea, vomiting, pyrexia,
oedema peripheral, confusion, pain in extremity, gastrointestinal and abdominal pain, headache, fever, decreased general
strength and energy, contusion, dizziness, epistaxis, haematoma, anaemia, renal impairment and ecchymosis, cutaneous
and subcutaneous haemorrhage, hypotension, rash and pruritus. Less frequent but serious adverse reactions include:
urticaria, cerebral and intracranial haemorrhage, jaundice, angioedema, allergic oedema, cholestasis, hepatitis and
thrombocytopaenia. Based on DS: 1 Dec 2020.
Xarelto 10 mg, 15 mg and 20 mg tablets are fully funded – no special authority. Xarelto 2.5mg tablets
are not funded and are not marketed by Bayer in New Zealand. This medicine has risks and benefits. Before
prescribing, please review Data Sheet for further information. Full Data Sheet is available from www.medsafe.govt.nz or
Bayer New Zealand Limited, B:HIVE, Smales Farm, 74 Taharoto Rd, Takapuna, Auckland 0622. Telephone 0800 233 988.
PP-XAR-NZ-0141-2. TAPS NA 12768. March 2021. BY10147.
*

†

Summary: As part of the 2019 NICE hypertension
guideline update (NG136), a systematic review of the
diagnostic accuracy of blood pressure (BP) monitoring
methods including ambulatory BP, clinic BP and home
BP was undertaken and the new accuracy data used
to update the 2011 NICE cost-utility analysis. Home
BP was found to be more sensitive and specific than
clinic BP and since 2011, specificity had improved
more than sensitivity. With regard to cost-effectiveness,
ambulatory BP remained the most cost-effective option
in all age and sex subgroups, and was associated with
lower costs than clinic BP and home BP.
Comment: There is little doubt that “white
coat hypertension” is alive and well. This paper
demonstrated the value of ambulatory units in
avoiding unnecessary treatment. With the reduction
in cost of this equipment, it should be seen as a
necessary part of diagnosis.
Reference: J Hum Hypertens. 2021;35(5):455-461
Abstract

Which patients miss
appointments with general
practice and the reasons why:
A systematic review
Authors: Parsons J et al.
Summary: This systematic review investigated the
rate of missed primary care appointments, reasons
for missed appointments, and patient characteristics
associated with missed appointments. Among 26
studies meeting the inclusion criteria, 19 reported
missed appointment rates, with a mean rate of 15.2%
and a median rate of 12.9%. Among 12 studies reporting
reasons for missed appointments, work or family/
childcare commitments, forgetting the appointment,
and transportation difficulties were most commonly
reported. The most common characteristics of people
likely to miss appointments, reported in 20 studies,
included minority ethnicity, low sociodemographic
status, and age <21 years.
Comment: Missed appointments are frustrating for
both clinicians and especially so for receptionists
who frequently struggle to fit demand with available
time. But the unseen group who are frustrated are
patients who cannot get an appointment when they
need to be seen. These patients often turn up at
emergency departments, and frustrate staff there.
I would venture to suggest there could be vast
discrepancies from area to area and location to
location in this country!
Reference: Br J Gen Pract. 2021;71(707):e406-e412
Abstract
New Zealand Research Review subscribers can
claim CPD/CME points for time spent reading our
reviews from a wide range of local medical and nursing
colleges. Find out more on our CPD page.

For more information, please go to www.medsafe.govt.nz
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A steep increase in healthcare seeking
behaviour in the last months before
colorectal cancer diagnosis

Management of penicillin allergy in primary care:
A qualitative study with patients and primary care physicians

Authors: Kuiper JG et al.

Summary: This interview study conducted in the North of England aimed to explore primary care physicians’
and patients’ views and understanding of penicillin allergy. A total of 31 patients with a penicillin allergy record
and 19 primary care physicians were interviewed and data analysed thematically. Penicillin allergy diagnosis
was considered to be ‘imperfect’, with primary care physicians relying on patient reports and incomplete
medical records. For patients, the timing and severity of their symptoms was key to them making sense of
their allergy status. Despite both patients and primary care physicians often suspecting that penicillin allergy
records were incorrect, primary care physicians were reluctant to change records. Primary care physicians
often prescribed alternative antibiotics and reported that they had limited knowledge of allergy services.
There were differences in the extent to which both patients and primary care physicians were aware of the
negative consequences of incorrect penicillin allergy records, their relevance and importance to their lives,
and management of penicillin allergy.

Summary: A cohort study from The Netherlands used linked
cancer and primary care data from patients (n = 6087) diagnosed
with primary colorectal cancer in the period 2007-2014 to
investigate primary healthcare use preceding a colorectal cancer
diagnosis. Each colorectal cancer case was matched to four
cancer-free controls (n = 24,348) on gender, birth year, GP
practice and follow-up period. A statistically significant increase
was seen in mean monthly number of GP visits among colorectal
cancer cases in 4-8 months prior to diagnosis, while this number
was stable throughout the year among cancer-free controls.
Patients diagnosed with proximal colon cancer demonstrated the
longest time interval of increased mean monthly number of GP
consultations. Eight months prior to proximal cancer diagnosis
the number of patients receiving a newly prescribed medication
increased from a baseline of 120 per 1000 persons per month;
this number was seen to increase 4 months before the index
date for distal colon cancer cases and 3 months for rectal cancer
cases. The increase in prescriptions was mainly driven by the
prescription of laxatives drugs.
Comment: As GPs, we are aware of the diffuse symptoms
produced by carcinoma of the colon, and many sufferers
do not have clear-cut symptoms of change of bowel habit,
rectal bleeding, or passage of mucous as described in the
textbooks. It is no surprise, because the symptoms are so
diffuse, especially with cancer involving the proximal colon,
that consultation rates with this group are increased. It is
important to keep the cancer differential in mind with such
patients.
Reference: BMC Fam Pract. 2021;22(1):121
Abstract

Authors: Wanat M et al.

Comment: The perception of “allergy” is often misconstrued by patients and doctors alike. Nausea,
vomiting, diarrhea are a few of the symptoms that can follow the prescribing of penicillin and its derivatives
– these may be adverse reactions but are not true allergy. In addition, erythematous rashes can appear in
children following such prescribing, and frequently the rash has nothing to do with the penicillin. I agree
with the authors – rather than just entering “allergy” in the notes, details of the reaction would often be
more helpful.
Reference: BMC Fam Pract. 2021;22(1):112
Abstract

Endocrinologist Dr Ole Schmiedel reviews
Contrave® (Naltrexone/Bupropion)

A RESEARCH REVIEW™
PRODUCT REVIEW

Naltrexone/Bupropion
(Contrave®) for the
Treatment of Obesity

Making Education Easy

This review discusses the use of naltrexone/bupropion,
a new treatment for weight management in patients
with obesity or who are overweight with at least one
weight-related comorbidity.

CLICK HERE

About the Expert
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Dr Ole Schmiedel is a consultant in endocrinology,
diabetes, and general internal medicine at
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is also the Service Clinical Director of the
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management of diabetes, obesity and obesityrelated complications, as well as lipid disorders
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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.
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of major research affecting an individual medicine.
They include a background to the particular condition,
a summary of the medicine and selected studies.
Research Review publications are intended for New
Zealand medical professionals.

Choose to add in Lantus for
Type 2 Diabetes patients with
an HbA1c of >53mmol/mol1,2

2021
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

www.researchreview.co.nz

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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Reasons to use Lantus .
®

Lantus® once-daily in Type 2 Diabetes3:
• Has proven efficacy in reducing HbA1c3-5
• Is associated with a lower risk of hypoglycaemia compared with NPH6-8*
• Is easy to initiate and for patients to self titrate9
#

After lifestyle and oral diabetes medication optimisation. The target HbA1c in most patients with diabetes is < 53 mmol/mol
*Excluding severe hypoglycaemia

1,2

References: 1. Melanie J. Davies et al. Diabetes Care 2018; 41:2669-2701. Reference 2. Type 2 diabetes Management Guidance. NZSSD. 2021. 3. Lantus Data Sheet. 31 July 2017. 4. DeVries J H. Eur Endocrinol 2014;10(1):23-30. 5.
Gerstein HC, et al. N Engl J Med 2012;367:319–28. 6. Bazzano L A, et al. Diabetic Medicine 2008;25:924-932. 7. Horvath K, et al. Long acting insulin analogues vs NPH insulin (Human isophane insulin) for Type 2 Diabetes Mellitus.
Cochrane Review 2009. 8. Home P.D, et al. Diabetes, Obesity and Metabolism. 2010; 12:772-779. 9. Davies M et al. Diabetes Care. 2005; 28:1282-88.
Lantus® Abridged Data Sheet
Please review Full Data Sheet before prescribing – available at www.medsafe.govt.nz or from the sponsor.
Lantus® (insulin glargine). Indication: Once-daily subcutaneous administration for type 1 and type 2 diabetes mellitus patients who require insulin for control of hyperglycaemia. Contraindications: Hypersensitivity to insulin
glargine or any excipient. Precautions: Hypoglycaemia, possibly with delayed recovery or altered warning symptoms; hepatic, renal and visual impairment; lipodystrophy and other injection site or immediate-type allergic reactions;
antibody production; not studied in children <6 years, pregnancy category B3, lactation; not intended for i.v. use; not recommended for treatment of diabetic ketoacidosis; LANTUS® MUST NOT BE DILUTED OR MIXED WITH ANY
OTHER INSULIN OR SOLUTION. Patient instruction on intercurrent conditions, blood glucose monitoring, injection technique recommended. Interactions: Oral antidiabetic agents; cardiovascular, analgesic, anti-inflammatory,
neurological, antipsychotic agents, antibiotics, corticosteroids, other hormonal therapies, diuretics, protease inhibitors, sympathomimetic agents, lithium, alcohol, sympatholytics including ß-blockers, others. Adverse effects:
Hypoglycaemia; injection site reactions; visual disturbances; others. Dosage and Administration: Subcutaneous, once daily; abdominal, thigh or deltoid administration; blood glucose monitoring is recommended. Lantus® is
equipotent to human insulin. Initial dose should be determined individually, depending on desired blood glucose levels and doses and timing of any antidiabetic medication, including Lantus®. For changeover from once-daily
NPH initial dose usually not changed; for changeover from twice-daily NPH to once-daily Lantus®, initial dose usually reduced by approximately 20% compared to total daily NPH dose; for initiation of type 2 patients, initial dose is
usually approximately 10IU. For secondary dose adjustments, renal, hepatic impairment see full Data Sheet. Medicine Classification: Prescription Medicine. Presentations: Lantus® (insulin glargine injection) 100 U per mL is available
in packs of 5x3mL cartridges, 5x3mL cartridges in SoloStar pre-filled pens and 10mL vials. Sponsor: Sanofi New Zealand, Level 8, 56 Cawley Street, Ellerslie, Auckland. Free phone 0800 283 684. Lantus® is a Funded Medicine.
TAPS PP7259 MAT-NZ-2100013. Date of preparation February 2021.

For more information, please go to www.medsafe.govt.nz

www.researchreview.co.nz

a RESEARCH REVIEW™ publication
3

GP

RESEARCH REVIEW

™

Nortriptyline for pain in knee osteoarthritis:
A double-blind randomised controlled trial in
New Zealand general practice
Authors: Hudson B et al.
Summary: This two-arm, parallel-group, double-blind, randomised, placebocontrolled trial undertaken in Christchurch, New Zealand, investigated the analgesic
efficacy of nortriptyline in people with knee osteoarthritis. A total of 205 adults with
knee osteoarthritis and a pain score of ≥20 points on the 50-point Western Ontario and
McMaster University Osteoarthritis Index (WOMAC) pain subscale were recruited from
orthopaedic outpatient clinics, primary care, and through public advertising. Subjects
were randomised to receive either nortriptyline or identical placebo for 14 weeks and
were then assessed for knee pain using the WOMAC pain subscale (primary outcome);
201 subjects completed 14 weeks of treatment and were followed up. Nortriptyline
recipients exhibited a 6.2-point lower baseline-adjusted mean WOMAC pain subscale
score than placebo recipients, but this difference was not significant (95% CI -0.26 to
12.6, p = 0.06). Nortriptyline recipients were more likely to experience the following
than placebo recipients: dry mouth (86.9% vs 51.0%, p < 0.001), constipation (58.6%
vs 30.4%, p < 0.001), and sweating (31.3% vs 20.6%, p = 0.033).
Comment: There is good evidence that tricyclics (especially amitriptyline and
nortriptyline) have a positive outcome with neurogenic pain. As the pain produced
from osteoarthritis is physical, it is no surprise that such treatment is ineffective in
knee osteoarthritis, and outcome will most likely be similar in other degenerative
conditions.

Potentially inappropriate primary care
prescribing in people with chronic kidney disease:
A cross-sectional analysis of a large population
cohort
Authors: MacRae C et al.
Summary: This UK cross-sectional study of prescribing patterns in a complete
geographical population of people with chronic kidney disease (CKD) aimed to
determine the prevalence of contraindicated and potentially inappropriate primary
care prescribing in this group. A total of 28,489 people with CKD (defined as eGFR
≤60 mL/min/L.73 m2 for >3 months) were included in the analysis, of whom 70.1%
had CKD stage 3a, 22.4% CKD stage 3b, 5.9% CKD stage 4, and 1.5% CKD stage 5.
The different drugs were categorised according to the British National Formulary:
contraindicated drugs ‘avoid’; potentially high-risk (PHR) drugs ‘avoid if possible’;
and dose-inappropriate (DI) drugs ‘dose exceeded recommended maximums’.
Among patients with CKD stages 3a-5, 3.9% (95% CI 3.7- 4.1) were prescribed
≥1 contraindicated drug, 24.3% (95% CI = 23.8-24.8) ≥1 PHR drug, and
15.2% (95% CI 14.8-15.6) ≥1 DI drug. The use of contraindicated drugs differed
in prevalence by CKD stage, being most commonly prescribed in CKD stage 4;
prevalence of 36.0% (95% CI 33.7-38.2). PHR drugs were commonly prescribed
in all CKD stages, and ranged from 19.4% (95% CI 17.6-21.3) in CKD stage 4
to 25.1% (95% CI 24.5-25.7) in CKD stage 3a. Patients with CKD stage 4 also
exhibited the highest rate of DI drug use; 26.4% (95% CI 24.3-28.6).
Comment: The first thing that should be done following a suggestion of
development of renal failure, acute or chronic, is to check medication, including
that from health food shops. In a situation of acute kidney injury, do not forget
about the “triple whammy” phenomenon - angiotensin converting enzyme (ACE)
inhibitors or angiotensin-II receptor blockers, diuretics and nonsteroidal antiinflammatory drugs all have the potential to decrease renal function. When any of
these medicines are prescribed together, the patient’s risk of acute kidney injury is
increased, and when all three are prescribed at once, the risk is greatest. There are
many medications which may contribute to chronic renal failure and it is important
to check via the NZ Formulary to look for those that can contribute.

Reference: Br J Gen Pract. 2021;71(708):e538–46
Abstract

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.

Reference: Br J Gen Pract. 2020;71(708):e483-90
Abstract

Head and neck carcinoma is the sixth
most common cancer worldwide.
1

Early diagnosis saves lives

2

Watch Now
Mr Rajan Patel, leading Head and
Neck surgeon talks about red flag
signs and symptoms that may
suggest head and neck cancer.

Refer your patients to the MercyAscot
Head and Neck Service for fast-track
diagnosis and treatment.
Find out more at
www.mercyascot.co.nz/headandneck
1. Head and Neck Cancer landscape in Asia-Pacific from Novotech – The Asia Pacific CRO 2021
2. Gerstner AO. Early detection in head and neck cancer - current state and future perspectives.
GMS Curr Top Otorhinolaryngol Head Neck Surg. 2008;7:Doc06
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Vitamin D status and outcomes for hospitalised
older patients with COVID-19

EVIDENCE-BASED NATURAL HEALTH
by Dr Chris Tofield

Authors: Baktash V et al.
Summary: This prospective cohort study conducted between 1 March and 30 April
2020 aimed to determine whether vitamin D status is associated with outcome in older
(≥65 years) hospitalised patients with COVID-19. A total of 105 patients presenting with
symptoms consistent with COVID-19 underwent testing for serum 25-hydroxyvitamin D
(25(OH)D) levels during their acute illness. A total of 70 patients were subsequently
confirmed as COVID-19-positive via viral reverse transcriptase PCR swab or supporting
radiological evidence. The COVID-19-positive arm exhibited lower median serum
25(OH)D levels (27 nmol/L; IQR 20-47 nmol/L) compared with the COVID-19-negative
arm (52 nmol/L; IQR 31.5-71.5 nmol/L), p = 0.0008. Assessment of COVID-19
severity using biochemical, radiological and clinical markers revealed that those with
COVID-19 who were vitamin D-deficient (≤30 nmol/L; n=39) had higher peak D-dimer
level (1914.00 μgFEU/L vs 1268.00 μgFEU/L, p = 0.034), and a higher incidence
of non-invasive ventilation support and high dependency unit admission (30.77% vs
9.68%, p = 0.042) than those who were vitamin D-replete (n = 35). There was no
difference in mortality between COVID-19 patients deplete or replete in vitamin D.
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Effect of osteopathic manipulative treatment
vs sham treatment on activity limitations in
patients with nonspecific subacute and chronic
low back pain: A randomized clinical trial
Authors: Nguyen C et al.
Summary: This French, prospective, single-centre, single-blind, parallel-group,
sham-controlled randomised clinical trial tested 6 sessions of osteopathic
manipulative treatment (n = 200) versus sham (n = 200) for nonspecific chronic
low back pain (LBP) for reducing LBP-specific activity limitations. At 3 months,
mean Quebec Back Pain Disability Index scores were 31.5 at baseline and
25.3 in treated patients and 27.2 (14.8) at baseline and 26.1 in sham-treated
patients. At 3 months, mean reduction in LBP-specific activity limitations were
-4.7 (95% CI -6.6 to -2.8) versus -1.3 (95% CI -3.3 to 0.6), a mean difference
of -3.4 (95% CI -6.0 to -0.7; p = 0.01); after 12 months, the mean difference
was -4.3 (95% CI -7.6 to -1.0; p = 0.01). There was no difference in pain
reduction at 3 or 12 months; -1.0 (95% CI -5.5 to 3.5) and -2.0 (95% CI -7.2
to 3.3). Four and 8 serious adverse events were self-reported in treatment
and sham treatment groups, respectively, none were considered related to
osteopathic manipulative treatment.
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Comment: There is some evidence emerging about the relationship between
vitamin D levels and viral disease in general. It at least has an important role in
modulating the immune response to infections. This study suggests that older
adults with low vitamin D levels may have worse outcomes if infected with
COVID-19. As a possible preventive measure, it is unnecessary to measure the
vitamin D level – just prescribe 1.25 mg of colecalciferol monthly.
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Reference: Postgrad Med J. 2021;97(1149):442-447
Abstract

Comment: Osteopaths in New Zealand spend 4-5 years in training and are
a popular choice for thousands of Kiwis seeking treatment every year. Yet,
despite the popularity, this piece of research showed minimal to no efficacy
of osteopathy for LBP. I would feel inclined to reserve judgement until there is
a New Zealand study (unless this has been done already?).

This Research Review has been endorsed by The Royal New Zealand College of General
Practitioners (RNZCGP) and has been approved for up to 1 CME credit for the General
Practice Educational Programme (GPEP) and Continuing Professional Development
(CPD) purposes. You can record your CME credits in your RNZCGP Dashboard

Reference: JAMA Intern Med. 2021;181(5):620-630
Abstract
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The effect of scalp electroacupuncture
combined with memantine in patients with
vascular dementia: A retrospective study
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Authors: Yue A et al.

Summary: This Chinese, single-centre retrospective study examined the
use of scalp electroacupuncture with or without memantine in 150 patients
with vascular dementia. Montreal Cognitive Assessment (MoCA), Barthel
Index and dementia quality of life questionnaire scores were improved in all
groups versus baseline. Improvements were greater in those receiving scalp
electroacupuncture plus medication versus medication alone, and those
receiving scalp electroacupuncture versus medication alone (both p < 0.01),
and in those receiving scalp electroacupuncture plus medication versus scalp
electroacupuncture alone (p < 0.05). Compared to baseline, lipid peroxide
and nitric oxide decreased and superoxide dismutase increased in scalp
electroacupuncture plus medication and scalp electroacupuncture alone groups
(p < 0.01), with significant differences between scalp electroacupuncture plus
l Latta
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medication and medication alone groups, and between scalp electroacupuncture
NOW
alone and medication alone groups (both p < 0.01).
Join us at The Royal New Zealand College of General Practitioners’ annual Conference for
al Practice and be part of the discussion on transforming our health system for a brighter future.
Comment: This Chinese study in patients with vascular dementia yielded
some interesting results. Scalp acupuncture resulted in greater improvement
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mix of topics, a range of practical sessions and plenty of opportunity to share new ideas.
New Zealand, scalp acupuncture may thus represent a cost-effective alternative.
Book your spot now for this major primary health care event and
Reference: Medicine (Baltimore) 2020;99(33):e21242
enjoy three days of learning, knowledge sharing, and networking.
Abstract
Dr Tofield completed his medical training at St Bartholomew’s and
the Royal London Hospital in London. He has extensive experience
in general practice, spent several years in clinical research, has
published several medical papers, is clinical advisor to Bay of Plenty
District Health Board and practices skin cancer medicine and surgery. Chris also has
a background in medical writing and editing and while at medical school published a
medical textbook on pharmacology. Chris is responsible for sourcing and short-listing
national and international studies for GP Research Review. He also selects papers and
provides commentary for the Natural Health section in GP Research Review.

GP21
GP21

6 –E 8L LAI U
S TN
W
NG
GU
TO

www.generalpractice.org.nz
Building for the future – transforming the health sector
Ka mate kāinga tahi, ka ora kāinga rua

WELLINGTON

From adversity comes opportunity to make change

www.generalpractice.org.nz
Building for the future – transforming the health sector

www.researchreview.co.nz
Ka mate kāinga tahi, ka ora kāinga rua

From adversity comes opportunity to make change

© 2021 RESEARCH REVIEW

Independent Content: The selection of articles and writing of summaries and commentary in this publication is
completely independent of the advertisers/sponsors and their products. Privacy Policy: Research Review will record
your email details on a secure database and will not release them to anyone without your prior approval. Research
Review and you have the right to inspect, update or delete your details at any time. Disclaimer: This publication is not
intended as a replacement for regular medical education but to assist in the process. The reviews are a summarised
interpretation of the published study and reflect the opinion of the writer rather than those of the research group
or scientific journal. It is suggested readers review the full trial data before forming a final conclusion on its merits.
Research Review publications are intended for New Zealand health professionals.

a RESEARCH REVIEW™ publication
5

