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Welcome to Issue 170 of GP Research Review.

The US Preventive Services Task
Force have updated their 2013 recommendations regarding screening for lung cancer. Screening is recommended
for adults aged between 50 and 80 years who have a 20 pack-year smoking history and currently smoke or have quit
within the past 15 years. The Task Force recommends that screening should be discontinued following abstinence after
15 years. In the Natural Health section, Dr Chris Tofield has reviewed two interesting studies, one showing a sizeable
reduction in both all-cause as well as cardiovascular mortality in people taking glucosamine/chondroitin supplements,
and the other showing positive effects of garlic supplementation.
I hope you enjoy this issue and I welcome your comments and feedback.
Jim
Assoc Professor Jim Reid
jimreid@researchreview.co.nz

Screening for lung cancer: US Preventive Services Task Force
recommendation statement
Authors: US Preventive Services Task Force, Krist AH et al.
Summary: To update its 2013 recommendation, the US Preventive Services Task Force conducted a systematic review
on the benefits and harms of screening for lung cancer and the use of low-dose CT, and generated recommendations
for adults aged 50-80 years with a 20 pack-year smoking history who currently smoke or have quit within the past
15 years. Annual screening for lung cancer with low-dose CT had a moderate benefit in those at high risk of lung cancer
based on age, total cumulative tobacco smoke exposure and years since quitting smoking. Screening should continue
until a person has not smoked for 15 years or develops a health problem that substantially limits life expectancy or the
possibility of curative lung surgery.
Comment: In March this year, BPAC published on the need for early referral of symptomatic people who are at
risk of lung cancer. However, this paper goes further in recommending annual screening in adults aged between
50 and 80 years who have a 20 pack-year smoking history and currently smoke or have quit within the past
15 years. They also recommend that screening should be discontinued following abstinence after 15 years. This
is a recommendation from the US Preventive Services Task Force and seems to be mainly on opinion, rather than
hard data.
Reference: JAMA. 2021;325(10):962-970
Abstract
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
Time spent reading this publication has been approved for CNE by The College of Nurses Aotearoa (NZ) for RNs and NPs. For more
information on how to claim CNE hours please CLICK HERE.

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.

Endocrinologist Dr Ryan Paul
reviews Saxenda® (liraglutide 3mg),
a new GLP- 1 treatment for weight management in
patients with obesity or who are overweight with
at least one weight-related comorbidity. He also
provides practical tips for initiation and maintenance.
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Saxenda® (liraglutide 3 mg)
in individuals who are
overweight or with obesity
2021
The increased prevalence of weight gain and obesity has far-reaching consequences for individuals, society,
and the economy. Liraglutide 3 mg (Saxenda®), a glucagon-like peptide-1 analogue, is indicated for weight
management, as an adjunct to a reduced-calorie diet and increased physical activity, in adult patients with
obesity or who are overweight with at least one weight-related comorbidity. This review focusses on the
key characteristics of liraglutide 3 mg and provides a summary of the key data from the SCALE clinical trial
program in individuals. This review is sponsored by an educational grant from Novo Nordisk.

Introduction
Obesity is a complex and heterogeneous chronic disease that does not present in the same way in all patients and that
requires individualised treatment and long-term support like any other complex chronic disease.1
Globally, the prevalence of obesity has increased in the last few decades.2, 3 In 2016, the WHO estimated that more
than 1.9 billion adults were overweight, including 650 million with obesity.4 The New Zealand Health Survey (2019/20)
reported that 30.9% of adults (aged 15 years and over) had obesity, with the prevalence of obesity differing by ethnicity.
Obesity rates were as high as 63.4% in Pacific Islanders, 47.9% in Māori, and 29.3% in Europeans, with fewer Asian
adults being obese (15.9%).5 The trends in weight gain and obesity have placed a significant burden on individuals, as
well as society and the economy.6-9
Obesity is directly linked to the development and progression of other co-existing complications including type 2
diabetes, hypertension, dyslipidaemia, coronary artery disease, stroke, heart failure, osteoarthritis, obstructive sleep
apnea, malignancy and an increase in all-cause death.10, 11 The prevalence of obesity-related comorbidities generally
increases as body mass index (BMI) increases.12
Weight loss of 5 to 10% has been associated with a significant reduction in obesity-related complications and brings
about a reduction in the risk of several co-morbidities.13-16
While lifestyle interventions (e.g. changes in eating habits and physical activity) can be effective in achieving weight
loss, maintaining the weight loss with lifestyle intervention alone is difficult.17 Treatment guidelines recommend the
consideration of additional therapies such as pharmacotherapy and bariatric surgery when behavioral intervention alone
has not achieved sufficient weight loss to improve health-related quality of life (HRQoL).18, 19
Currently, four medications are approved for the treatment of obesity in New Zealand and these include liraglutide 3 mg
(Saxenda®),20 orlistat (Xenical®),21 phentermine (Duromine®),22 and naltrexone hydrochloride/bupropion hydrochloride
(Contrave® 8/90).23
This review will focus on the pharmacologic properties, efficacy, and safety profile of liraglutide 3 mg in patients with
obesity or who are overweight with at least one weight-related co-morbidity.

Liraglutide 3 mg

Research Review is an independent medical
publishing organisation producing electronic
publications in a wide variety of specialist
areas. Product Reviews feature independent
short summaries 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.

The liraglutide 3 mg (Saxenda®) datasheet https://www.medsafe.govt.nz/profs/datasheet/s/saxendainj.pdf should be
referred to before prescribing this agent.20 Saxenda® is not currently listed on the Pharmaceutical Schedule and doctor´s
fees and pharmacy charges may apply. A free patient-support programme, SaxendaCare®, is available to doctors and
patients in New Zealand (saxendacare.co.nz).The recommended retail price of Saxenda® to pharmacies is $NZ499,
with the final price depending on the mark up of the individual pharmacy. The prescription will be for a five-pen pack,
which is approximately a one-month supply. This is equivalent to $NZ16.40 daily cost.

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.

Liraglutide 3 mg is an injectable acylated human glucagon-like peptide-1 (GLP-1) analogue, which regulates appetite
and energy intake by binding to, and activating, GLP-1 receptors present in the periphery and brain.20, 24 Liraglutide 3 mg
is thought to act in the hypothalamus and other brain regions that regulate appetite, as well as acting directly on the gut,
to reduce food intake via vagal signaling and delayed gastric emptying.20 These actions induce early satiety, increased
satiety, reduced hunger, and energy intake.24, 25

Mechanism of action
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Indications

Liraglutide 3 mg is indicated, as an adjunct to a reduced-calorie diet and increased physical activity, for weight
management in adult patients with an initial body mass index (BMI) of:
• ≥30 kg/m2 (obesity),20 or
• ≥27 kg/m2 to <30 kg/m2 (overweight) in the presence of at least one weight-related comorbidity, such as
dysglycaemia (pre-diabetes and type 2 diabetes mellitus), hypertension, dyslipidaemia, or obstructive sleep apnoea.20
Treatment with liraglutide should be discontinued if a patient has not lost at least 5% of their initial bodyweight, after
receiving liraglutide 3.0 mg/day for 12 weeks.20
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Comparison of saliva and
nasopharyngeal swab nucleic acid
amplification testing for detection
of SARS-CoV-2: A systematic
review and meta-analysis
Authors: Butler-Laporte G 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: This systematic review and meta-analysis
examined the diagnostic accuracy of saliva nucleic
acid amplification testing (NAAT) for diagnosis of
coronavirus disease 2019 (COVID-19) based on
16 studies (n = 5922). Significant variability was
observed in patient selection, study design and stage
of illness and included ambulatory and outpatient
population patients with mild or no symptoms.
Bayesian latent class bivariate analysis indicated that
the pooled sensitivity of saliva NAAT was 83.2% (95%
CrI 74.7-91.4) and pooled specificity was 99.2% (95%
CrI 98.2-99.8). The pooled sensitivity of nasopharyngeal
swab NAAT was 84.8% (95% CrI 76.8-92.4) and pooled
specificity was 98.9% (95% CrI 97.4-99.8).
Comment: This meta-analysis showed that saliva
swab NAAT accuracy is similar to nasopharyngeal
swabbing. It is easier and just as effective.
Reference: JAMA Intern Med. 2021;181(3):353-360
Abstract

Comparative efficacy of
interventions for reducing
symptoms of depression in people
with dementia: Systematic review
and network meta-analysis
Authors: Watt JA et al.
Summary: This network meta-analysis examined the
efficacy of drug and non-drug depression interventions
in people with dementia experiencing depression
as a neuropsychiatric symptom (213 studies;
n = 25,177). Interventions associated with a greater
reduction in symptoms of depression versus usual
care were cognitive stimulation (mean difference
-2.93; 95% credible interval [CrI] -4.35 to -1.52),
cognitive stimulation plus cholinesterase inhibitor
(mean difference -11.39; 95% CrI -18.38 to -3.93),
massage and touch therapy (mean difference -9.03;
95% CrI -12.28 to -5.88), multidisciplinary care (mean
difference -1.98; 95% CrI -3.80 to -0.16), occupational
therapy (mean difference -2.59; 95% Ci -4.70 to
-0.40), exercise combined with social interaction and
cognitive stimulation (mean difference -12.37; 95%
CrI -19.01 to -5.36) and reminiscence therapy (mean
difference -2.30; 95% CrI -3.68 to -0.93). Massage
and touch therapy, cognitive stimulation combined with
a cholinesterase inhibitor, and cognitive stimulation
combined with exercise and social interaction were
more efficacious than some drug interventions.
Comment: This is an interesting study of a large
number of patients who were suffering from
dementia, and who also had a non-major diagnosis
of depression. The long and short of the outcome
was that drug interventions were not efficacious
and were found to be inferior to massage and
touch, cognitive stimulation, and exercise.
Reference: BMJ. 2021;372:n532
Abstract

For more information, please go to http://www.medsafe.govt.nz
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FOR WHEN YOUR PATIENT THOUGHT
IT WAS A GOOD IDEA…

Screening for lung cancer with low-dose computed tomography:
Updated evidence report and systematic review for the US
Preventive Services Task Force
Authors: Jonas DE et al.
Summary: This report provides analysis of data from 7 randomised clinical trials (n = 86,486) that assessed
screening for lung cancer with low-dose CT. It suggested that trial participants were more likely to benefit than
the US screening-eligible population based on life expectancy. The National Lung Screening Trial (NLTS; n = 53,454;
3 rounds of annual low-dose CT screening versus a chest radiograph for high-risk current and former smokers aged
55-74 years) identified a reduction in lung cancer mortality (IRR 0.85; 95% CI 0.75-0.96; number needed to screen to
prevent 1 lung cancer death [NNS] 323 over 6.5 years). The Nederlands-Leuvens Longkanker Screenings Onderzoek
(n = 15,792; 4 rounds of low-dose CT screening with increasing intervals versus no screening in high-risk current and
former smokers aged 50-74 years) also identified a reduction in lung cancer mortality (IRR 0.75; 95% CI 0.61-0.90;
NNS 130 over 10 years). Harms included radiation-induced cancer, false-positive results leading to unnecessary tests
and invasive procedures, overdiagnosis, incidental findings and distress. In the NLST, false-positives led to 17 invasive
procedures per 1000 screens (number needed to harm, 59) and <1 major complication. Overdiagnosis estimates
varied from 0-67%, while incidental findings were common (4.4-40.7%).
Comment: This is an extension of the previous paper on the recommendation for screening for lung cancer by
the US-based Task Force. It does provide a balance to that recommendation, in so far that false-positive results in
asymptomatic patients may lead to unnecessary tests and invasive procedures, overdiagnosis, incidental findings,
increases in distress, and, rarely, radiation-induced cancers. Time to reflect, especially in general practice.
Reference: JAMA. 2021;325(10):971-987
Abstract

Discontinuing β-lactam treatment after 3 days for patients with
community-acquired pneumonia in non-critical care wards (PTC):
A double-blind, randomised, placebo-controlled, non-inferiority trial
Authors: Dinh A et al.

For effective
relief of painful
muscle spasms1

Summary: The French, multicentre, randomised, double-blind, placebo-controlled, non-inferiority Pneumonia Short
Treatment [PTC] trial examined the effect of an additional 5-days of β-lactam therapy in 310 community-acquired
pneumonia patients who were stable after 3 days of β-lactam treatment. Intention-to-treat (ITT) analysis indicated
non-inferiority for cure at day 15 between placebo (n = 157) and β-lactam (n = 153) treatment (77% vs 68%;
between-group difference 9.42%; 95% CI -0.38 to 20.04). Per-protocol analysis also demonstrated non-inferiority
between placebo (n = 145) and β-lactam (n = 146) treatment (78% vs 68%; difference 9.44%; 95% CI -0.15 to
20.34). Adverse event incidence was similar between the placebo and β-lactam treatment groups (14% vs 19%),
with the most common adverse events being digestive disorders (11% vs 19%). By day 30, deaths had occurred in
3 placebo (bacteraemia due to Staphylococcus aureus, cardiogenic shock after acute pulmonary oedema, heart failure
associated with acute renal failure) and two β-lactam recipients (pneumonia recurrence and possible acute pulmonary
oedema).
Comment: β-lactam antibiotics contain a β-lactam ring in their molecular structure. This includes penicillin
derivatives and cephalosporins. In this study, patients admitted to hospital aged 18 years or more, with a communityacquired pneumonia were divided into 2 groups, one was treated for 3 days with amoxicillin/clavulanate followed by
5 days of placebo, and the other was treated with 8 days of amoxicillin/clavulanate. And the outcome – 3 days
treatment was as effective as eight!

Or phenadrine Citrate 100mg
References: 1. NORFLEX Data Sheet. 2018. 2. PHARMAC Online Pharmaceutical Schedule February 2020. NORFLEX is a prescription medicine. Please review the full Data Sheet before
prescribing, available on the Medsafe website www.medsafe.govt.nz NORFLEX Tablets are
fully funded on the Pharmaceutical Schedule. NORFLEX™: Orphenadrine citrate 100 mg tablets.
Indications: NORFLEX is indicated for the relief of stiffness and pain resulting from skeletal muscle
non-articular rheumatism, acute torticollis, surgery, fractures, anxiety and tension. Orphenadrine
citrate has also been shown to be effective for treatment of tension headache and persistent
hiccoughs. Contraindications: Hypersensititvity to orphenadrine, glaucoma, paralytic ileus, pyloric
or duodenal obstruction, stenosing peptic ulcers, prostatic hypertrophy or obstruction of the
prostate or bladder neck, oesophageal spasm (megaesophagus) and myasthenia gravis. Warnings
and Precautions: Hepatic, renal impairment, tachycardia, cardiac decompensation, coronary

Reference: Lancet. 2021;397(10280):1195-1203
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.

orphenadrine has not been established. Therefore, periodic monitoring of blood, urine and liver
function values is recommended if orphenadrine is prescribed for prolonged use. Pregnancy and
lactation: Safe use of orphenadrine has not been established with respect to adverse effects
on foetal development. NORFLEX should therefore be used in women of childbearing potential
Orphenadrine is excreted in breast milk and is not recommended for use while breastfeeding.
Effects on ability to drive and operate machinery: NORFLEX may impair the ability of the patient to
engage in potentially hazardous activities such as operating machinery or driving a motor vehicle.
Elderly patients: The elderly may be more susceptible to anticholinergic side effects and should
be given a reduced dosage. Adverse Effects: common: dryness of mouth, tachycardia, palpitation,
urinary hesitancy or retention, blurred vision, dilation of pupils, increased ocular tension, weakness,
nausea, vomiting, headache, dizziness, constipation, drowsiness, hypersensitivity reactions, pruritus,
hallucinations, agitation, tremor, gastric irritation, and rarely urticaria and other dermatoses. Less
common: transient episodes of light-headedness, dizziness or syncope. Infrequently, mental
confusion in the elderly. These adverse reactions can usually be eliminated by reduction in dosage.
Serious or life-threatening reactions: Very rare cases of aplastic anaemia associated with the use of
orphenadrine tablets have been reported. No causal relationship has been established. Interactions:
Confusion, anxiety and tremors have been reported in some patients receiving dextropropoxyphene
or dextropropoxyphene combinations and orphenadrine concomitantly. Interactions have also been
reported with phenothiazines and other drugs with anti-muscarinic properties. Avoid concomitant
use of alcohol or other CNS depressants. Dosage and Administration: Adults -NORFLEX tablets:
Two tablets per day; one in the morning and one in the evening. Children: not recommended for
children under 12 years. iNova Pharmaceuticals (Australia) Pty Limited. Level 10, 12 Help Street
Chatswood NSW 2067. Distributed in New Zealand by Radiant
Health Ltd C/O Supply Chain Solutions, 74 Westney Road, Airport
Oaks, Auckland. Free Phone 0508 375 394.
NZ-2020-02-0003. TAPS NA 11684.

We invite you to come and participate in
solution-focused conversations directed
towards achieving equity in rehabilitation
service delivery within Aotearoa
www.nzrehabconference2021.co.nz

For more information, please go to www.medsafe.govt.nz
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Diagnosis of non-consensus transient ischaemic attacks
with focal, negative, and non-progressive symptoms:
Population-based validation by investigation and prognosis
Authors: Tuna MA et al.
Summary: This UK, multicentre, prospective study assessed all strokes and sudden onset transient neurological
symptoms in a population of 92,728 people who sought medical attention. Overall, 2878 patients had minor ischaemic
stroke (n = 1287), classic transient ischaemic attack (TIA; n = 1021) or non-consensus TIA (n = 570; sudden-onset,
non-progressive, focal negative symptoms [e.g., isolated diplopia, dysarthria, vertigo, ataxia, sensory loss, bilateral
visual disturbance]). Over a median follow-up of 5.2 years (17,009 person-years of follow-up), 577 first recurrent
strokes occurred; 90-day stroke risk after a non-consensus TIA 10.6%; 95% CI 7.8-12.9) did not differ from that of
classic TIA (11.6%; 95% CI 9.6-13.6; HR 0.87; 95% CI 0.64-1.19) and was higher than after amaurosis fugax(4.3%;
95% CI 0.6-8.0; p = 0.042). However, non-consensus TIA patients were less likely to seek medical attention on the
day of the event (59% vs 75%; OR 0.47; 95% CI 0.38-0.59; p < 0.0001) and more likely to experience recurrent
strokes before seeking attention (8% vs 5%; OR 1.77; 95% CI 1.16-2.71; p = 0.007). Seven-day stroke risk after nonconsensus TIA (2.9%; 95% CI 1.5-4.3) was still higher after excluding recurrent strokes than expected background
risk (RR 203; 95% CI 113-334). The 10-year risk of all major vascular events did not differ between non-consensus
and classic TIAs (27.1%; 95% CI 22.8-31.4 vs 30.9%; 95% CI 27.2-33.7) and baseline prevalence of atrial fibrillation,
patent foramen ovale and arterial stenoses were also similar, although posterior circulation stenoses were more
frequent with non-consensus TIA (OR 2.21; 95% CI 1.59-3.08; p < 0.0001).
Comment: TIA symptoms are not an uncommon presentation in general practice. Sometimes diagnosis is easy,
but when symptomatology is outside the square, it is not. This study looked at the outcome of those who presented
with classic symptoms and those who were atypical. All those presenting were treated along standard prevention
guidelines. The outcome was that those presenting with atypical symptoms were at similar risk and outcome to
those presenting with classical symptoms.
Reference: Lancet. 2021;397(10277):902-912
Abstract

Influenza Vaccine for Older Adults - E-Learning Module
Our latest E-Learning Module endorsed by the RNZCGP and College of Nurses
is now available to complete just in time for the 2021 influenza season.
This is based on the Research Review Product Review of MF59®-Adjuvanted
Inactivated Quadrivalent Influenza Vaccine for Older Adults (Fluad Quad®),
with expert commentary by Infectious disease expert Professor Tim Blackmore.
This review summarises data relevant to the use
of the MF59-Adjuvanted inactivated quadrivalent
influenza vaccine (Fluad® Quad) for the prevention of
seasonal influenza in adults aged ≥65 years, against the
background of a high burden of disease in older adults
and factors that can reduce vaccine effectiveness.

Summary: This follow up to the randomised Folic Acid
Supplementation in the Second and Third Trimesters
(FASSTT) study, examined the effect of maternal folic
acid (FA) supplementation throughout pregnancy
on cognitive performance and brain function in
68 children at 11 years of age. Compared with placebo
exposed children, those exposed to FA scored higher
in two processing speed tests, the symbol search
test (mean difference 2.9 points; 95% CI 0.3-5.5:
p = 0.03) and cancellation (men difference
11.3 points; 95% CI 2.5-20.1; p = 0.04), while a
positive effect on verbal comprehension was observed
only in girls (mean difference 6.5 points; 1.2-11.8;
p = 0.03). Magnetoencephalographic assessment
of neuronal response to a language task identified
increased beta (13-30 Hz; p = 0.01) and high gamma
(49-70 Hz; p = 0.04) power in FA-exposed children.
Comment: Interesting. The NZ guidelines suggest
that folate should be taken for 4 weeks before
conception and for the first 12 weeks of pregnancy,
but this study demonstrates that continuing
supplementation improved a number of parameters
of cognitive function in offspring after 11 years.
Maybe time to reconsider the recommendation?
Reference: BMC Med. 2021;19(1):73
Abstract

NURSES:
START MODULE

CLICK HERE to read our latest

The review summarises data relevant to the use of the
MF59-Adjuvanted inactivated quadrivalent influenza vaccine
(Fluad®Quad) for the prevention of seasonal influenza in adults
aged ≥65 years, against the background of a high burden of
disease in older adults and factors that can reduce vaccine
effectiveness. The effects of Covid-19 on influenza and influenza
vaccination are also discussed.

Authors: Caffrey A et al.

GPs:
START MODULE

CLICK here to read the review

Product review on
MF59®-Adjuvanted Inactivated
Quadrivalent Influenza Vaccine
(Fluad® Quad) for Older Adults

Effects of maternal folic acid
supplementation during the
second and third trimesters of
pregnancy on neurocognitive
development in the child:
An 11-year follow-up from a
randomised controlled trial

A RESEARCH REVIEW
PRODUCT REVIEW

™

MF59®-Adjuvanted
Inactivated Quadrivalent
Influenza Vaccine
(Fluad® Quad) for Older Adults

Making Education Easy

About the Reviewer
Professor
Tim Blackmore
MB ChB (Otago) Dip Obst (Auck)
FRACP FRCPA

Tim Blackmore is based in Wellington where
he works as a microbiologist and infectious
diseases physician. He provides specialist
support to Wellington, and Hutt hospitals. He
trained in New Zealand and South Australia
where he completed fellowships with the
RCPA and RACP, and completed a PhD
thesis. He has a busy clinical and laboratory
practice, including infection prevention and
control and is on a Ministry of Health advisory
committee for vaccines and publishes the
occasional paper.

ABOUT RESEARCH REVIEW
Research Review is an independent medical
publishing organisation producing electronic
publications in a wide variety of specialist
areas. Product Reviews feature independent
short summaries of major research affecting an
individual medicine. They include a background
to the particular condition, a summary of the
medicine and selected studies by a key New
Zealand or Australian specialist with a comment on
the relevance to practice in Australasia. Research
Review publications are intended for New Zealand
medical professionals.
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.
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.

2021

This review summarises data relevant to the use of the MF59-Adjuvanted inactivated
quadrivalent influenza vaccine (Fluad®Quad) for the prevention of seasonal influenza in
adults aged ≥65 years, against the background of a high burden of disease in older adults
and factors that can reduce vaccine effectiveness. The effects of COVID-19 on influenza
and influenza vaccination are also discussed. This review is sponsored by Seqirus (NZ) Ltd.

Influenza in the elderly
The elderly are disproportionally affected by seasonal influenza.1-3 They experience more complications,
exacerbation of comorbidities, and excess mortality than younger people. Indeed, influenza is the leading
cause of infectious death among elderly people who are also the age group most at risk of respiratory
complications.2

General Practice Conference & Medical Exhibition

Ninety percent of influenza-related deaths occur in people aged ≥65 years as do 70% of influenzaassociated hospitalisations.4,5 Moreover, the presence of comorbid medical conditions magnifies the risk of
complications and death from influenza in the elderly.2 The greater burden of illness in the elderly makes
them a priority for influenza immunisation campaigns.
Expert comment: COVID-19 has shown us how our appreciation of respiratory viruses is very biased
by how we test. It is misleading to think that influenza is always more severe than a common cold, and
the chances of being accurately diagnosed with influenza depend on whether a person has “classical”
influenza symptoms, test availability and timing of presentation. In other words, there is a huge underrecognition of influenza infection, particularly when it is so commonly part of a mixed respiratory
infection. The likelihood of being tested and diagnosed with influenza appears to be greatly affected
by how quickly results are expected to come back from the laboratory, and how likely clinicians are to
think of influenza. This is compounded by the fact that influenza in the elderly is less often classical in
its presentation and highly variable in frequency from year to year.
We have found that the introduction of point-of-care testing for influenza in the emergency department
has greatly changed our understanding of influenza and given the opportunity to treat with oseltamivir
in a clinically-useful timeline. Generally, 25–30% of people with acute febrile respiratory illness
requiring admission have influenza, at least in “normal” years.
With so many caveats on the data, it is difficult to comment on the true impact of influenza in NZ, and
in the elderly. Modelling data from NZ suggests that the impacts on mortality and admission to hospital
are similar to those observed overseas,1 with 5- to 10-times greater mortality in those over 65 years
of age, a huge under-recognition of influenza-related mortality, and excess mortality and morbidity in
Māori and Pasifika.
The year 2020 provides us with a unique opportunity to assess the effect of influenza on morbidity and
mortality, because the COVID-19-related border closures have essentially eliminated the introduction
of influenza into NZ this winter. Perhaps we will truly understand the wider impacts of influenza
this year.
Reference: 1. Kessaram T, et al. Estimating influenza-associated mortality in New Zealand from 1990 to 2008. Influenza Other
Respir Viruses. 2015;9(1):14-9.
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Goodfellow Gems
Frozen shoulder: Intra-articular injection probably
the best treatment
Frozen shoulder is a condition that consists of moderate to severe pain on shoulder
movement, a restricted range of movement, and wakening at night. The other common
source of shoulder pain is rotator cuff syndrome with some pain but usually a full range of
motion. Both tend to be in older patients with rotator cuff syndrome being very uncommon
in those under 40 years of age.
A review of treatments1 recommends using IA corticosteroid for patients with frozen
shoulder of duration of less than one year because it appeared to have earlier benefits
than other interventions and could last as long as six months.
A home exercise programme with simple ROM exercises and stretches may
also be helpful. They note that frozen shoulder is a self-limiting condition
that usually lasts for a few months but can take more than one year to
resolve.
References:

1. Comparison of Treatments for Frozen Shoulder: A Systematic Review and Metaanalysis JAMA Netw Open (2020). 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

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.
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Authors: King DE & Xiang J
Summary: This analysis of data from 16,686 participants in the US National
Health and Nutrition Examination Survey (NHANES; 1999-2010) and the 2015
Public-use Linked Mortality File, was conducted to identify the relationship
between regular glucosamine/chondroitin consumption and overall and
cardiovascular (CVD) mortality. In total, 658 (3.94%) participants had used
glucosamine/chondroitin for ≥1 year. Over a median follow-up of 107 months,
there were 3366 (20.17%) total deaths of which 674 (20.02%) were a result
of CVD. Glucosamine/chondroitin recipients appeared to have reduced CVD
mortality (HR 0.51; 95% CI 0.28-0.92) even after controlling for age (HR 0.35;
95% CI 0.20-0.61) and a reduction in all-cause mortality (HR 0.61; 95% CI
0.49-0.77). Multivariate adjustment for age, sex, race, education, smoking
status and physical activity suggested that the association was maintained for
both all-cause (HR 0.73; 95% CI 0.57-0.93) and CVD (HR 0.42; 95% CI 0.230.75) mortality.
Comment: It has been relatively quiet on the glucosamine-chondroitin
research front, but this may well change after this cohort study found a
sizeable reduction in both all-cause as well as cardiovascular mortality in
people taking glucosamine/chondroitin supplements. Watch this space.
Reference: J Am Board Fam Med. 2020;33(6):842-847
Abstract

Effect of garlic intake on inflammatory
mediators: A systematic review and metaanalysis of randomised controlled trials
Authors: Koushki M et al.
Summary: This meta-analysis examined the effect of garlic intake on
inflammatory mediators based on 10 trials (n = 530). Random effect metaregression indicated that garlic supplementation resulted in reduction in tumour
necrosis factor alpha (TNF-α) levels (-0.31 pg/mL; 95% CI -1.07 to 0.46) and
C-reactive protein (CRP) levels (-0.20 mg/L; 95% CI -1.4 to 1.05), but had
no effect on interleukin-6 (IL-6) level (0.37 pg/mL; 95% CI -0.58 to 1.33).
Prespecified subgroup analyses suggested that garlic supplementation
decreased TNF-α, high-sensitivity CRP (hs-CRP) and IL-6 levels after >8, >6
and ≥4 weeks; the dose of garlic was 2-2.4 g/day.
Comment: Garlic will be on your menu at some point or another. And
according to this Iranian analysis it will likely reduce your inflammatory
mediators such as hs-CRP, which as we know is associated with strokes and
heart disease. Add to this a previous meta-analysis in 1994 which showed
that garlic reduced cholesterol, and it would appear that garlic can be quite
useful in cardiovascular disease prevention.
Reference: Postgrad Med J. 2021;97(1145):156-163
Abstract
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