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Welcome to Issue 172 of GP Research Review.

First up we discover that among
patients with peripheral artery disease, low-intensity home-based exercise is significantly less effective than high-intensity
home-based exercise for improving 6-minute walk distance. A study involving patients with COVID-19 treated with a 5-day
course of ivermectin did not show significant improvement in time to resolution of symptoms compared with controls. In the
Natural Health section, Dr Chris Tofield has reviewed two interesting studies, one investigating vegetable intake and its effect
on inflammation and the other, the effect of vitamin D supplementation on falls risk in the elderly.
I hope you enjoy this issue and I welcome your comments and feedback.
Jim
Assoc Professor Jim Reid
jimreid@researchreview.co.nz

Effect of low-intensity vs high-intensity home-based walking
exercise on walk distance in patients with peripheral artery disease:
The LITE randomized clinical trial
Authors: McDermott MM et al.
Summary: This US multicentre, randomised clinical trial compared low-intensity (n = 116) versus high-intensity (n = 124)
home-based walking exercise, plus a non-exercise control (n = 65), in 305 people (mean age 69.3 years) with peripheral artery
disease. Overall, 250 (82%) patients completed 12-month follow-up. Six-minute walk distance did not change in the low-intensity
exercise group (332.1 vs 327.5 metres) and increased from 338.1 to 371.2 metres in the high-intensity exercise group (difference
34.5 metres; 95% CI 20.1-48.9; p < 0.001); the between-group difference was -40.9 metres (97.5% CI -61.7 to -20.0 ;
p < 0.001). The 6-minute walk distance in the non-exercise control group (within-group mean change -15.1 metres;
95% CI -35.8 to 5.7), did not differ from the low-intensity exercise group (between-group mean change 8.7 metres;
97.5% CI -17.0 to 34.4). In total, there were 184 serious adverse events, one serious adverse event in each exercise group
was related to study participation.
Comment: The concept of exercise is to encourage development of collateral arterial circulation in patients with
peripheral arterial disease. This study demonstrates that the only exercise that is worthwhile is high intensity, which in this
case is exercise that produces claudication. This produced improvement in distance walked in 6 minutes by 10% after
1 year, whereas in the low-intensity group (no claudication), the distance actually decreased as did the no-exercise group.
Reference: JAMA. 2021;325(13):1266-1276
Abstract

SARS-CoV-2 infection rates of antibody-positive compared with
antibody-negative health-care workers in England: A large,
multicentre, prospective cohort study (SIREN)
Authors: Hall VJ et al.
Summary: This English multicentre, prospective cohort study examined whether people with antibodies against SARS-CoV-2
after recovery from COVID-19 (n = 30,625 ) had a decreased risk of symptomatic or asymptomatic reinfection. Overall, there
were 155 infections in the baseline positive cohort (antibody positive, or previous positive PCR or antibody test; n = 8278)
over 2,047,113 person-days of follow-up. In the negative cohort (antibody negative, no previous positive PCR or antibody test;
n = 17 383) there were 1704 new PCR positive infections over 2,971,436 person-days of follow-up. Incidence density was
7.6 versus 57.3 primary infections per 100,000 person-days between June 2020 and January 2021. The adjusted incidence
rate ratio (IRR) indicated an 84% lower risk of infection (IRR 0.159; 95% CI 0·13–0·19) for all reinfections versus PCRconfirmed primary infections.
Comment: The development of future infection is a very important aspect with respect to not only previous infection
from COVID-19, but also outcome from vaccination. This study investigated whether antibodies against SARS-CoV-2
were associated with a decreased risk of symptomatic and asymptomatic reinfection. It demonstrated that the presence
of antibodies provided an 84% reduction in risk of re-infection. This is much better than the risk reduction with influenza
vaccination for influenza infection.
Reference: Lancet. 2021;397(10283):1459-1469
Abstract
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Effect of ivermectin on time to
resolution of symptoms among
adults with mild COVID-19:
A randomized clinical trial
Authors: López-Medina E 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 Mexican double-blind, randomised,
placebo-controlled trial examined whether ivermectin
300 μg/kg was effective in 400 adult patients (median
age 37 years; 58% women) with mild COVID-19. Median
time to symptom resolution was 10 days with ivermectin
versus 12 days with placebo (HR 1.07; 95% CI 0.87-1.32).
By day 21, 82% of ivermectin and 79% of placebo
recipients had resolved symptoms. The most common
adverse event was headache (ivermectin 52%; placebo
56%). The most common serious adverse event was
multiorgan failure (2 in each group).
Comment: Hydroxychloroquine, azithromycin, and
now ivermectin. The latter has been strongly promoted
on social media as the next miracle in the control of the
COVID-19 epidemic, especially by the conspiracy/antivaxers/doctors telling untruths group. In a nutshell,
this study demonstrated that a 5-day course does not
work, but the authors concede that larger studies may
be needed to cover other possible long-term outcomes
from the infection.
Reference: JAMA. 2021;325(14):1426-1435
Abstract

Appropriate use of shortcourse antibiotics in common
infections: Best practice advice
from the American College of
Physicians
Authors: Lee RA et al.
Summary: This narrative literature review used clinical
guidelines, systematic reviews, and individual studies
to describe best practice for prescribing appropriate
and short-duration antibiotic therapy for common
bacterial infections, such as acute bronchitis with COPD
exacerbation, community-acquired pneumonia, UTIs
and cellulitis. The advice provided included: (1) limiting
antibiotic treatment duration to 5 days in patients with
COPD exacerbations and acute uncomplicated bronchitis
and clinical signs of a bacterial infection; (2) minimum of
5 days of antibiotics for community-acquired pneumonia
guided by validated measures of clinical stability (e.g.,
resolution of vital sign abnormalities, ability to eat, normal
mentation); (3) short-course antibiotics for uncomplicated
bacterial cystitis using nitrofurantoin for 5 days,
trimethoprim-sulfamethoxazole for 3 days, or single-dose
fosfomycin and short-course therapy for uncomplicated
pyelonephritis using 5 to 7 days of fluoroquinolones
or 14 days of trimethoprim-sulfamethoxazole based
on antibiotic susceptibility; (4) 5- to 6-day course of
antibiotics for non-purulent cellulitis using agents active
against streptococci.
Comment: This advice is a little bit like motherhood
and apple pie with respect to antibiotic stewardship.
Recommended are short-course antibiotics with
formal clinical review after 5 days, and extension only
if clinically indicated.
Reference: Ann Int Med. 2021;Apr 6 [Epub ahead of
print]
Abstract

For more information, please go to www.medsafe.govt.nz
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Absolute risk assessment for
guiding cardiovascular risk
management in a chest pain
clinic
THEY SURVIVED A CV EVENT

Authors: Black JA et al.
1

NOW PROTECT THEM
WITH PRALUENT
1,2

*

*Praluent significantly reduced the relative risk of the primary MACE endpoint vs. placebo (HR 0.85 (95% CI 0.78-0.93) P=0.0003).†^1,2
†
Praluent is indicated to reduce the risk of CV events (myocardial infarction, stroke, unstable angina requiring hospitalisation) in adults
with established cardiovascular disease, in combination with optimally dosed statins and/or other lipid lowering therapies.1

Summary: This Australian single-centre, prospective,
randomised, open-label, blinded study assessed the
efficacy of a proactive, absolute cardiovascular riskguided approach to modifying cardiovascular risk
factors in patients without coronary ischaemia but with
intermediate- to high-absolute cardiovascular risk scores
(5-year risk ≥8%). Patients were counselled about their
5-year cardiovascular risk score and individual risk factors
and a strategy was developed to reduce the risk score,
with recommendations guided by primary prevention
guidelines. Mean change in risk at 12-month followup was +0.4% (95% CI -0.8 to 1.5) in 98 controls and
-2.4% (95% CI -1.5 to -3.4%) in 91 intervention patients
(difference 2.7 %; 95% CI 1.2-4.1). Mean changes in lipid
profile, systolic blood pressure and smoking status did not
differ between groups.
Comment: Patients in this study who presented to
the chest pain clinic had cardiovascular risk scores of
> 8%, but who had no known cardiac disease. Blood
pressure, smoking status, body mass index, and lipid
profile was addressed in one group while the other
was “usual” treatment. The intervention group, not
surprisingly, reduced its 5-year cardiovascular risk
by 2.4% while the control group increased theirs by
0.4%. As I see it, it is not necessary for this to be done
in a chest pain clinic, it can be done in primary care!
Reference: Med J Aust. 2021;214(6):266-271
Abstract

Praluent® is an unfunded medicine - a prescription charge will apply.
STUDY DESIGN: ODYSSEY OUTCOMES trial involved 18,924 patients with recent ACS (1-12 months prior) and elevated atherogenic lipoproteins (92.1%
qualified on the basis of LDL-C ≥ 1.8 mmol/L) despite receiving statin therapy at high-intensity dose or at the maximum tolerated dose. Patients
were randomly assigned to receive alirocumab (n=9462) or placebo (n=9462) every 2 weeks. The median duration of follow-up was 2.8 years. The
primary MACE endpoint was a composite of CHD death, nonfatal myocardial infarction, fatal and nonfatal ischaemic stroke, or unstable angina requiring
hospitalisation and occurred in 903 patients (9.5%) on alirocumab and 1052 (11.1%) on placebo. The incidence of adverse events was similar in the two
groups, with the exception of local injection-site reactions (3.8% in the alirocumab group vs. 2.1% in the placebo group, P<0.001).2

CLICK HERE TO REVIEW FULL DATA SHEET BEFORE PRESCRIBING OR CONTACT
SANOFI MEDICAL INFORMATION ON 0800 283 684 FOR FURTHER INFORMATION.
References: 1. Praluent Approved Data Sheet, February 2020. 2. Schwartz GG et al. N Eng J Med 2018; 379:2097–107.
Abbreviations: CV events = cardiovascular events; ACS = acute coronary syndrome; CHD = coronary heart disease; CI = confidence interval. HR = hazard
ratio; LDL-C = low density lipoprotein cholesterol; MACE = major adverse cardiovascular event; MI = myocardial infarction.

PRALUENT® (alirocumab (rch)) Abridged Data Sheet
INDICATIONS Primary hypercholesterolaemia: In adults with primary hypercholesterolaemia (heterozygous familial and non-familial) or mixed
dyslipidaemia, as an adjunct to diet: -in combination with a statin, or statin with other lipid-lowering therapies in patients unable to reach LDL-C goals
with maximum tolerated dose of a statin or, -alone or in combination with other lipid lowering therapies in patients who are statin intolerant or for whom
a statin is contraindicated. Prevention of cardiovascular events: to reduce the risk of cardiovascular events (myocardial infarction, stroke, unstable
angina requiring hospitalisation) in adults with established cardiovascular disease, in combination with optimally dosed statins and/or lipid-lowering
therapies (see full Data Sheet) DOSAGE AND ADMINISTRATION Usual starting dose is 75 mg subcutaneously once every 2 weeks. May increase to 150
mg every 2 weeks if inadequate LDL-C response. Patients requiring larger LDL-C reduction (>60%) may be started on 150 mg subcutaneously once
every 2 weeks, or 300 mg once every 4 weeks (monthly), administered subcutaneously. Measure lipid levels after 4 weeks of initiating/titrating Praluent,
to assess response and adjust dose if needed. Patients should be treated with the lowest dose necessary to achieve the desired LDL-C reduction.
If additional LDL-C reduction is needed in patients treated with 75 mg once every 2 weeks or 300 mg once every 4 weeks (monthly), the dosage may
be adjusted to the maximum dosage of 150 mg once every 2 weeks. Allow to warm at room temperature for 30-40 min before injecting; do not warm
in any other way. Inject into thigh or abdomen or upper arm that is not tender, bruised, red or hard (rotate site). See full DS. CONTRAINDICATIONS
Hypersensitivity to the active substance or to any of the excipients. PRECAUTIONS Allergic reactions, immunogenicity, very low LDL-C levels (longterm effects unknown), pregnancy, lactation, children (<18 years). Severe hepatic (Child-Pugh C) or severe renal impairment (eGFR < 30 mL/min/1.
73 m2) not studied. INTERACTIONS Not anticipated. ADVERSE EFFECTS Common adverse reactions: injection site reactions, pruritus,
upper respiratory tract signs and symptoms. Others, see full DS. MEDICINE CLASSIFICATION Prescription Medicine SPONSOR sanofiaventis new zealand limited, Level 8, 56 Cawley Street, Ellerslie, Auckland. Before prescribing Praluent, please refer to the data sheet
(available at www.medsafe.govt.nz) for information on dosage, contraindications, precautions,
interactions and adverse effects. Date of Preparation: 25 March 2020. Based on Full DS, with
most recent amendment on 27 February 2020. sanofi-aventis new zealand limited, Level 8, 56
Cawley Street, Ellerslie, Auckland. TAPS PP7286 MAT-NZ-2100029. Date of preparation February 2021.

The efficacy and safety of
paracetamol for pain relief: An
overview of systematic reviews
Authors: Shaheed CA et al.
Summary: This systematic review of 36 systematic
reviews examined the efficacy and safety of paracetamol
as an analgesic in 44 painful conditions. The analysis
indicated that paracetamol gives modest pain relief (high
quality evidence) for people with knee or hip osteoarthritis
(mean difference [MD; standardised 0-10-point scale]
-0.3 points; 95% CI -0.6 to -0.1) and after craniotomy
(MD -0.8 points; 95% CI -1.4 to -0.2); it also had some
effect (moderate quality evidence) in providing pain relief
at 2 hours in tension-type headache (RR 1.3; 95% CI
1.1-1.4) and 50% perineal pain relief soon after childbirth
(RR 2.4; 95% CI 1.5-3.8). Paracetamol was not effective
(high quality evidence) for relieving acute low back pain
(MD 0.2 points; 95% CI -0.1 to 0.4). Evidence in other
conditions was of low or very low quality. Transient
elevation of blood liver enzyme levels was more frequent
during repeated administration of paracetamol for spinal
pain (RR 3.8; 95% CI 1.9-7.4).
Comment: Paracetamol as a pain reliever, yes
for osteoarthritis of the hip and knee, following
craniotomy (!), tension type headache and perineal pain
after childbirth. In general it is not effective in the likes of
neurogenic pain (e.g., chronic regional pain syndrome)
and in this study it was disappointing in acute low back
pain, at least some of which can be neurogenic.
Reference: Med J Aust. 2021;214(7):324-331
Abstract

For more information, please go to http://www.medsafe.govt.nz
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Efficacy of a combination of
conservative therapies vs
an education comparator on
clinical outcomes in thumb base
osteoarthritis: A randomized
clinical trial
Authors: Deveza LA et al.
Summary: This randomised, parallel-group trial examined
the efficacy of a 6-week combination of conservative
treatments (education on self-management and ergonomic
principles, base-of-thumb splint, hand exercises, diclofenac
sodium; n = 102) compared with education on selfmanagement and ergonomic principles alone (n = 102)
for the treatment of thumb base osteoarthritis. At 6 weeks,
Functional Index for Hand Osteoarthritis (0-30) score
improved more in the intervention than the comparator
group (difference -1.7 units; 97.3% CI -2.9 to -0.5;
p = 0.002) and this was maintained at 12 weeks (-2.4 units;
95% CI -3.5 to -1.3; p < 0.001). Pain Visual Analog Scale
scores also improved at week 12 in the intervention group
(-8.6 mm; 95% CI -15.2 to -2.0; p = 0.01). 34 nonserious
adverse events occurred in the intervention group, mostly
skin reactions and exercise-related pain exacerbations.
Comment: Osteoarthritis at the base of the thumb is
not an uncommon presentation in general practice.
Patients, in my experience, do not complain so much
about function as they do about pain. The two groups in
this study varied only in so far that one group received
exercises, a thumb splint, and used topical diclofenac as
well as the self-management and ergonomic principles
that were common to both. The exercise group improved
in both pain and function over a 12-week period.
Interesting, though, that nearly 30% of this group had
skin reactions, presumably due to the topical diclofenac.
Reference: JAMA Intern Med. 2021;181(4):429-438
Abstract

Patterns of care for men with prostate cancer: The 45 and Up Study
Authors: Yap ML et al.
Summary: In a New South Wales analysis of individual patient data, researchers describe patterns of care and factors
associated with receiving different types of treatment in 4003 prostate cancer patients. Overall, 1619 (40%) patients
underwent radical prostatectomy, 893 (22%) received external beam radiotherapy (EBRT), 848 (21%) no active treatment,
373 (9%) androgen deprivation therapy, 183 (5%) brachytherapy, and 87 (2%) chemotherapy. Of those receiving radical
prostatectomies, 205 (13%) had radiation oncology consultations prior to surgery. Radical prostatectomy was more common
in those aged 45-59 years, with regional stage disease, living ≥100 km from a radiotherapy centre, with partners or private
health insurance, while it was less common in those with lower physical functioning, obesity and living in regions of greater
socioeconomic disadvantage. EBRT was more likely in those aged 70-79 years, with non-localised or unknown stage
disease, living <100 km from a radiotherapy centre or not having private health insurance – likelihood was less in those
aged 45-59 years or >80 years of age or with several comorbid conditions.
Comment: These Australian data are now at least 7 years old and have, of course, application to Australia. I think the
message to all men with prostate cancer should be to explore all options. As outlined in this paper, radical prostatectomy
is perhaps more appropriate in younger patients. The treatment choice (including watchful expectancy only) should be
made by the patient with informed consent and there lies the problem, helping the patient wade through the plethora of
information available. In my opinion, that is the job of the GP!
Reference: Med J Aust. 2021;214(6):271-278
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.
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.

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.

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

#

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
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Research Review New Zealand
is now on LinkedIn.
FOLLOW US TO KEEP UP TO DATE

Goodfellow Gems
Surgery an option in Obstructive Sleep Apnoea
when CPAP fails
In a multi-centre RCT, 102 patients who had failed CPAP therapy for moderate or
severe OSA underwent either surgery or continued medical management.1
Surgery consisted of standardised single-stage minimally resective uvulopalatopharyngoplasty (UPPP) and minimally invasive tongue base radiofrequency ablation.
There were statistically significant improvements in objective measures such as Apnea
Hypopnea Index and subjective measures such as excessive sleepiness, snoring and
sleep-related quality of life in the surgical group compared to the control group.
This study’s multi-level surgical approach showed a greater treatment effect with a
similar serious adverse event risk to previously published single-level procedures.
The findings have broader clinical relevance because the surgical exclusion criteria
were relatively limited (participants were predominantly overweight or obese), and
the surgical technique used in this study reduces upper airway obstruction while
preserving palate function and is thus compatible with any future application of CPAP.
This Gem was written by Dr Sumit Samant, ORL and sleep surgeon at ADHB and
ENT Associates.
References:

1. The SAMS Randomized Clinical Trial. JAMA. (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

Substance Impaired Driving
Research Review E-Learning Module

It has been endorsed by the RNZCGP and has been approved
for up to 1 CME credit for the GPEP and CPD purposes.
The E-Learning Module covers important issues relating to
medication prescribing and the risk of substance impaired
driving. It is based on a series of four New Zealand Transport
Authority (NZTA) video podcasts designed for healthcare
professionals.
This E-Learning Module covers:
• Definitions of substance impaired driving.
• Why substance impaired driving is an issue in NZ.
• How substance impaired driving relates to medicines
prescribing.
• How to identify substance related impairment.
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EVIDENCE-BASED NATURAL HEALTH
by Dr Chris Tofield

High intake of vegetables is linked to lower
white blood cell profile and the effect is
mediated by the gut microbiome
Authors: Menni C et al.Goodfellow Logo Blue
RGB 0 126 197

#007ec5
Summary: This analysis
of data from the PREDICT-1 nutritional intervention study
Goodfellow
Logo Green
examined the relationship
between
white blood cell profile as markers of chronic
RGB 115 191 69
#73bf45
inflammation, habitual diet
and gut microbiome composition in 986 healthy individuals.
Higher levels of total white
blood
lymphocytes and basophils were correlated
Goodfellow
Logocells,
Red
RGB 233 10 91
with lower habitual vegetable
#e90a5bintake, explaining between 3.59-6.58% of the variation
in white blood cells. NoGoodfellow
association
was seen with fruit intake. Mediation analysis
Logo Yellow
207 13 was mediated by the bacterial genus Collinsella,
suggested that 20% ofRGB
the250effect
#facfod
which is known to increase with processed foods and which has been previously
Goodfellow Logo Grey
associated with fatty liver
White blood cell levels were also correlated with
RGBdisease.
97 97 97
#6161616
inflammatory markers including IL-6 and GlycA (glycoprotein acetylation), and fasting
and post-prandial glucose levels, and suggested a relationship between inflammation
and diet.

Comment: Around 70% of the immune system is in the gut, so it makes perfect
sense that you are what you eat. Not surprisingly, therefore, this UK study found a
‘significant relationship between inflammation and diet’, as measured by various
white cell markers. Interestingly, the inflammation-lowering effect was achieved
by a vegetable-rich diet but not one rich in fruit.
Reference: BMC Med. 2021;19(1):37
Abstract

The effects of four doses of vitamin D
supplements on falls in older adults:
A response-adaptive, randomized clinical trial
Authors: Appel LJ et al.
Summary: This 2-stage Bayesian, response-adaptive, randomised trial examined
the use of 200 (control), 1000, 2000 or 4000 IU of vitamin D3 per day in 688 older
(≥70 years) patients with an elevated fall risk and a serum 25-hydroxyvitamin D
[25-(OH)D] level of 25-72.5 nmol/L. During an initial dose-finding stage, time to first fall
or death over 2 years (primary outcome) rates were higher among 2000 and 4000 IU
per day recipients than in those receiving 1000 IU per day. However, event rates were
not different between participants receiving 1000 IU per day and those receiving
200 IU per day during the confirmatory stage (HR 0.94; 95% CI 0.76-1.15). Analysis
of falls with adverse outcomes indicated greater risk in those receiving 1000 IU per
day versus the 200 IU per day; serious fall HR 1.87 (95% CI 1.03-3.41), fall with
hospitalisation HR 2.48 (95% CI 1.13-5.46).
Comment: This study adds to the melange of research findings on vitamin D’s
ability to prevent falls, or in this case not. Ambiguity of published data has been
further illustrated by a meta-analysis published in the Medicine journal last
August, which found that vitamin D supplementation reduced falls and fractures
only when taken with calcium. The jury is still out.
Reference: Ann Intern Med. 2021;174(2):145-156
Abstract
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