GP

RESEARCH REVIEW

™

Making Education Easy

In this issue:
Once-weekly insulin for
type 2 diabetes
Rivaroxaban for AF with
bioprosthetic mitral valve
Hydroxychloroquine +/azithromycin for COVID-19
Low-density lipoprotein and
mortality

Issue 165 – 2021

Welcome to issue 165 of GP Research Review.

First up, the findings of
a phase II trial inform us that once-weekly insulin icodec has glucose-lowering efficacy and a safety profile similar to
that of once-daily insulin glargine U100 in patients with type 2 diabetes. Following on, the findings of a randomised trial
indicate that in patients with atrial fibrillation and a bioprosthetic mitral valve, rivaroxaban is non-inferior to warfarin with
respect to the mean time until death, major cardiovascular events, or major bleeding at 12 months. In the Natural Health
section, Dr Chris Tofield has reviewed two interesting studies, one investigating the cost of complementary medicine use
in Australians with type 2 diabetes, and the other, mind-body therapies for opioid-treated pain.
I hope you enjoy this issue and I welcome your comments and feedback.
Jim
Assoc Professor Jim Reid
jimreid@researchreview.co.nz
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Summary: Patients with inadequately controlled type 2 diabetes who had not previously received long-term insulin
therapy (n = 247) were randomised 1:1 to receive weekly insulin icodec or daily insulin glargine U100 for 26 weeks
in this phase II trial. The respective estimated mean changes from baseline in HbA1c level in the insulin icodec and
glargine arms were -1.33 and -1.15 percentage points (p = 0.08), with no significant between-group difference for
observed rates of hypoglycaemia with severity of level 2 or 3, key insulin-related adverse events, hypersensitivity rates,
or injection-site reaction rates. There were no serious events related to the trial medications.
Comment: Remember the treatment of asthma. This study has something that rings a bell. First there were shortacting bronchodilators, then those that lasted for 12 hours, and now this has expanded to 24 hours. This study on
a long-acting insulin used in type 2 diabetes has expanded injection times out to once weekly and demonstrated
a similar blood sugar control and safety profile to daily injections with insulin glargine on daily dosing. Maybe, just
maybe, the way of the future.
Reference: N Engl J Med. 2020;383(22):2107-2116
Abstract
Abbreviations used in this issue
AF = atrial fibrillation
bd = twice daily
CBT = cognitive behavioural therapy
CI = confidence interval
COVID-19 = coronavirus disease 2019
DOACS = direct-acting oral anticoagulants
HF = heart failure
HR = hazard ratio
LDL = low-density lipoprotein

MACE = major adverse cardiovascular event
OR = odds ratio
qd = once daily
RA = rheumatoid arthritis
RCT = randomised controlled trial
RR = rate ratio
RRR = relative rate ratio
QoL = quality of life
SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2
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Rivaroxaban in patients
with atrial fibrillation and a
bioprosthetic mitral valve
Authors: Guimarães HP et al

FULLY FUNDED
with Special Authority criteria*
February 1st, 2021

NEW. For your patients
with type 2 diabetes
†

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

Summary: At total of 1005 patients with atrial fibrillation
(AF) and a bioprosthetic mitral valve were randomised
to receive either rivaroxaban 20 mg once daily or doseadjusted warfarin (target international normalised ratio
2-3) at 49 sites in Brazil. A primary outcome event
(death, MACE, or major bleeding) occurred at a mean
347.5 days in the rivaroxaban group and 340.1 days in
the warfarin group (p < 0.001 for non-inferiority). Death
from cardiovascular causes or thromboembolic events
occurred in 3.4% of patients in the rivaroxaban group and
5.1% in the warfarin group (HR 0.65; 95% CI 0.35-1.20),
and the incidence of stroke in the corresponding groups
was 0.6% and 2.4% (HR 0.25; 95% CI 0.07-0.88). Major
bleeding occurred less often in the rivaroxaban group
(1.4% vs 2.6%; HR 0.54; 95% CI 0.21-1.35).
Comment: Until now, the DOACS (rivaroxaban and
dabigatran) have been a no-no for use in those
needing anticoagulation for heart valvular problems.
This is the first study that I have seen with a
valvular component need for anticoagulation and it
is promising that it has not demonstrated inferiority
to daily warfarin in outcome with respect to death,
major cardiovascular events or even bleeding over a
12-month period.
Reference: N Engl J Med. 2020;383:2117-26
Abstract

38% RRR in CV death in patients with established CV disease (CAD, PAD, MI or stroke) and T2D (HR=0.62; p<0.001).#2
*JARDIANCE is a funded medicine. Restrictions apply: Pharmaceutical Schedule, Hospital Medicines List. †In adult patients
with insufficiently controlled type 2 diabetes and CAD, PAD, or a history of MI or stroke. #The absolute risk for CV death
was reduced from 5.9% in patients receiving standard of care plus placebo to 3.7% in patients receiving standard of care
plus JARDIANCE® (p<0.001).1,2
1.JARDIANCE® Data Sheet 2019 2.Zinman B et al. N Engl J Med. 2015;373(22):2117-2128
JARDIANCE® empagliflozin 10mg, 25mg film coated tablets Before prescribing, please review full Data Sheet which
is available on request from Boehringer Ingelheim or from http://www.medsafe.govt.nz/profs/datasheet/dsform.asp
INDICATION: Glycaemic control: Treatment of type 2 diabetes mellitus (T2DM) to improve glycaemic control in adults
as: Monotherapy - When diet and exercise alone do not provide adequate glycaemic control in patients for whom use
of metformin is considered inappropriate due to intolerance; Add-on combination therapy - With other glucose-lowering
medicinal products including insulin, when these, together with diet and exercise, do not provide adequate glycaemic
control. Prevention of cardiovascular (CV) death: In patients with T2DM and established CV disease to reduce the
risk of CV death. To prevent CV deaths, JARDIANCE® should be used in conjunction with other measures to reduce CV
risk in line with the current standard of care. DOSAGE AND ADMINISTRATION: Recommended starting dose is 10mg
once daily taken with or without food. Dose can be increased to 25mg once daily. No dose adjustment is necessary
for patients based on age, patients with eGFR ≥30mL/min/1.73m2 or hepatic impairment. When JARDIANCE® is used in
combination with a sulfonylurea (SU) or with insulin, a lower dose of the sulfonylurea or insulin may be considered.
CONTRAINDICATIONS: Hypersensitivity to empagliflozin or any of the excipients; patients with CKD stage 4 or 5 (severely
impaired renal function including patients receiving dialysis; eGFR <30mL/min/1.73m2 or CrCl <30mL/min). WARNINGS AND
PRECAUTIONS: Patients with type 1 diabetes; diabetic ketoacidosis; necrotising fasciitis of the perineum (Fournier’s
gangrene); discontinue when eGFR is below 30mL/min/1.73m2; assess renal function before treatment and regularly
thereafter; patients for whom a drop in BP could pose a risk (e.g. those with known CV disease, on anti-hypertensive
therapy with a history of hypotension, or aged ≥75 years); urinary tract infections (UTIs); rare hereditary conditions of
galactose intolerance, e.g. galactosaemia; pregnancy; lactation; children (<18 years). INTERACTIONS: Diuretics; insulin
and SU; interference with 1,5-anhydroglucitol assay. ADVERSE REACTIONS: Very common: hypoglycaemia (when used
with combination with SU or insulin). Common: hypoglycaemia (combination with metformin; pioglitazone with or
without metformin; metformin and linagliptin); vaginal moniliasis, vulvovaginitis, balanitis and other genital infections;
UTIs (including pyelonephritis and urosepsis); pruritus; allergic skin reactions (e.g. rash, urticaria); increased urination;
thirst; serum lipids increased; volume depletion (patients aged ≥75 years). For other adverse reactions, see full Data
Sheet. ACTIONS: Empagliflozin is a reversible, highly potent and selective competitive inhibitor of sodium-glucose cotransporter 2 (SGLT2), which is responsible for glucose absorption in the kidney. It improves glycaemic control in patients
with type 2 diabetes by reducing renal glucose reabsorption through SGLT2. Through inhibition of SGLT2, excessive glucose
is excreted in urine. PRESCRIPTION MEDICINE. JARDIANCE® is a funded medicine – Restrictions apply: Pharmaceutical
Schedule, Hospital Medicines List. BOEHRINGER INGELHEIM (N.Z.) Ltd. Level 3, 2 Osterley Way. Manukau Auckland 2104.
TAPS MR7142 PC-NZ-100141 BOE000370
‡

Hydroxychloroquine with or
without azithromycin in
mild-to-moderate Covid-19
Authors: Cavalcanti AB et al.
Summary: This multicentre, open-label, randomised,
controlled trial compared standard care with standard
care plus hydroxychloroquine 400 mg twice daily,
or standard care plus hydroxychloroquine 400 mg
twice daily plus azithromycin 500 mg once daily in
504 hospitalised confirmed COVID-19 patients receiving
either no supplemental oxygen or a maximum of
4 L/min. Modified intention-to-treat analysis showed
that compared to standard care, the proportional odds of
having a higher score for clinical status at 15 days (7-point
ordinal scale) did not differ with hydroxychloroquine alone
(OR 1.21; 95% CI 0.69-2.11) or hydroxychloroquine plus
azithromycin (OR 0.99; 95% CI 0.57-1.73). Corrected
QT interval prolongation and liver-enzyme level elevation
was more frequent in hydroxychloroquine recipients.
Comment: Is this the last gasp of false news
propagated by that great proponent of such, Donald
Trump, that will put the hydroxychloroquine saga to
rest? Even with the combination with azithromycin
there was no improvement with overall clinical status
or outcome over a 15-day period. I hope there is now
a full stop to this.
Reference: N Engl J Med. 2020;383(21):e119
Abstract

Boehringer Ingelheim (NZ) Ltd.
PO Box 76216 Manukau City,
Auckland 2241. Phone 0800 802 461

Eli Lilly and Company (NZ) Ltd.
PO Box 109197 Newmarket,
Auckland 1149. Phone 0800 500 056
NZBN 9429039560643

For more information, please go to www.medsafe.govt.nz
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Association between low-density
lipoprotein and all cause and cause
specific mortality in Denmark:
Prospective cohort study

Association between home insulation and hospital
admission rates: Retrospective cohort study using
linked data from a national intervention programme

Authors: Johannesen CDL et al.

Summary: This NZ quasi-experimental retrospective cohort study used linked datasets to
evaluate a national intervention programme to investigate whether retrofitting home insulation
would reduce cold-associated hospital admission rates among 994,317 residents of 204,405
houses participating in the Energy Efficiency and Conservation Authority Warm-up New Zealand:
Heat Smart retrofit programme (2009-14). There were 234,873 hospital admissions during the
study period and rates increased in both intervention and control groups across all population
categories and conditions with the exception of acute hospital admissions among Pacific Peoples
(RR 0.94, 95% CI 0.90-0.98), asthma (RR 0.92; 95% CI 0.86-0.99), cardiovascular disease
(RR 0.90; 95% CI 0.88-0.93), and ischaemic heart disease in adults >65 years old (RR 0.79;
95% CI 0.74-0.84). Post-intervention increases were lower (11%) in the intervention versus
the control group (RRR 0.89; 95% CI 0.88-0.90), representing 9.26 (95% CI 9.05-9.47) fewer
hospital admissions per 1000 people. These effects were more pronounced in those with
respiratory disease (RRR 0.85; 95% CI 0.81-0.90), asthma (RRR 0.80; 95% CI 0.70-0.90), and
ischaemic heart disease in those >65 years old (RRR 0.75; 95% CI 0.66-0.83).

Summary: Data from the prospective Copenhagen General Population Study
(2003-15; n = 108,243) was analysed to assess the relationship between
levels of low-density lipoprotein cholesterol (LDL-C) and all-cause mortality,
and LDL-C levels associated with the lowest risk of all-cause mortality.
In total, there were 11,376 (10.5%) deaths during the study. The relationship
between LDL-C and the risk of all-cause mortality was U shaped, with low and
high LDL-C levels being associated with increased all-cause mortality. The
multivariate adjusted HRs for all-cause mortality were 1.25 (95% CI 1.151.36) for LDL-C levels of <1.8 mmol/L and 1.15 for LDL-C >4.8 mmol/L when
compared with LDL-C levels of 3.4-3.9 mmol/L. The lowest risk of all-cause
mortality was associated with an LDL-C level of 3.6 mmol/L in the overall
population and those not receiving lipid-lowering treatment; in those receiving
lipid-lowering treatment it was 2.3 mmol/L. Results were similar in men and
women across age groups, and for cancer and other mortality, but not for
cardiovascular mortality. Increases in LDL-C levels were associated with an
increased myocardial infarction risk.
Comment: This was a large study (n >100,000) which looked at the
relationship between LDL-C and all-cause mortality in those between
the age of 20 to 100 years. Surprisingly the mortality rate curve was U
shaped, with an increase in mortality in those with low LDL-C levels as well
as those with high levels. This was applicable to both men and women.
The optimal level producing the lowest risk was 3.6 mmol/L.
Reference: BMJ. 2020;371:m4266
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.

Authors: Fyfe C et al.

Comment: This paper reported on outcome of provision of a subsidy to provide insulation to
over 200,000 houses in New Zealand, serving a population of almost one million inhabitants.
It showed that after installation, hospital admissions reduced by 11% as compared with a
control group. There was particular reduction in admissions for respiratory cause in all age
groups and for ischaemic heart disease in those >65 years old.
Reference: BMJ. 2020 Dec 29;371:m4571
Abstract

Use of proton pump inhibitors to treat persistent
throat symptoms: Multicentre, double blind,
randomised, placebo controlled trial
Authors: O’Hara J et al.
Summary: This pragmatic, double-blind, randomised, placebo-controlled, trial examined the
use of proton-pump inhibitors (PPIs; lansoprazole) for 16 weeks in 346 patients (mean age
52.2 years; 57% women) with persistent throat symptoms. Mean Reflux Symptom Index (RSI)
scores did not differ between treatment arms at baseline; lansoprazole 22.0 (95% CI 20.423.6), placebo 21.7 (95% CI 20.5-23.0). Improvements in mean RSI occurred in both groups
by the end of the treatment period; lansoprazole 17.4 (95% CI 15.5-19.4), placebo 15.6
(95% CI 13.8 to 17.3) and there was no difference between treatment arms. In addition, there was
no benefit of lansoprazole over placebo for any secondary outcome measure, including RSI scores at
12 months (lansoprazole 16.0; 95% CI 13.6-18.4; placebo 13.6; 95% CI 11.7-15.5).
Comment: Persistent sore throat (or discomfort) is not an uncommon presentation in general
practice. This study looked at the use of a PPI (lansoprazole) as a treatment option. There was
no evidence of benefit and the PPI was of no greater benefit than placebo.
Reference: BMJ. 2021 Jan 7;372:m4903
Abstract

New Patient Information Sheets to help support your NVAF
and VTE patients who have been prescribed XARELTO.
Access patient sheets here: Te Reo Maori, English, Samoan and Tongan

NVAF = nonvalvular atrial fibrillation; VTE = venous thromboembolism
Xarelto® (rivaroxaban) Prescription Medicine. Oral tablets containing 10 mg, 15 mg or 20 mg rivaroxaban. INDICATIONS: 1) For the prevention of venous
thromboembolism in elective hip and knee replacement surgery. 2) Prevention of stroke and systemic embolism in non-valvular atrial fibrillation and at least
one additional risk factor. 3) Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE) and prevention of recurrent DVT and PE. Before prescribing
Xarelto® please review the Data Sheet for information on dosage, contraindications, precautions, interactions and adverse effects. The Data Sheet is available
at https://medsafe.govt.nz/profs/Datasheet/x/Xareltotab.pdf or click here. Bayer New Zealand Ltd, B:HIVE, Smales Farm, 74 Taharoto Road, Takapuna, Auckland
0622. Xarelto® is a registered trademark of the Bayer Group, Germany. PP-XAR-NZ-0130-1. TAPS NA 12618. December 2020. BY10036.
For more information, please go to www.medsafe.govt.nz

www.researchreview.co.nz

a RESEARCH REVIEW™ publication
3

GP

RESEARCH REVIEW

™

Ferric carboxymaltose for iron
deficiency at discharge after
acute heart failure: A multicentre,
double-blind, randomised,
controlled trial
Authors: Ponikowski P et al.
Summary: Adults hospitalised for acute heart failure (HF)
who were iron deficient and had a left ventricular ejection
fraction of <50% were randomised to receive intravenous
ferric carboxymaltose (dose according to iron deficiency;
evaluable n = 558) or placebo (evaluable n = 550) for
≤24 weeks. The difference between the ferric carboxymaltose
and placebo groups for primary outcome events (composite of
total hospitalisations for HF and cardiovascular [CV]-related
death during the 52-week post-randomisation period) failed to
reach statistical significance (57.2 vs 72.5 per 100 patientyears; p = 0.059), with no significant between-group difference
in the risk of CV-related death (HR 0.96; 95% CI 0.70-1.32),
but a significantly lower risk of hospitalisation for HF (RR 0.74;
95% CI 0.58-0.94) and a composite of first HF hospitalisation
or CV-related death (32% vs 38%; HR 0.80; 95% CI 0.660.98). The respective serious adverse event rates in the ferric
carboxymaltose and placebo arms were 45% and 51%.
Comment: This paper looked at the use of IV ferric
carboxymaltose versus placebo in patients (>18 years of
age) who were hospitalised for acute HF and who were
found to be anaemic with associated low ferritin level, and
reduced iron saturations. While there was no difference in
CV death rates between the groups, the carboxymaltose
group fared better with lower hospitalisations for HF, and
when they were hospitalised, it was for fewer days. They
also had fewer serious adverse events versus placebo.
Reference: Lancet. 2020;396(10266):1895-1904
Abstract

Long-term cardiovascular safety of febuxostat compared
with allopurinol in patients with gout (FAST):A multicentre,
prospective, randomised, open-label, non-inferiority trial
Authors: Mackenzie IS et al.
Summary: The prospective, randomised, open-label, blinded-endpoint trial assessed non-inferiority of febuxostat
versus allopurinol in patients with gout. Eligible patients were already receiving allopurinol and had at least
one additional CV risk factor. Patients were randomly allocated to receive allopurinol (n = 3065) or febuxostat
(n = 3063). Median follow-up time was 1467 days and median on-treatment follow-up was 1324 days. The
primary outcome was a composite of hospitalisation for non-fatal myocardial infarction or biomarker-positive
acute coronary syndrome, non-fatal stroke, or CV death. For incidence of the primary endpoint, on-treatment,
febuxostat (172 patients) was non-inferior to allopurinol (241 patients; adjusted HR 0.85; p < 0.0001). In the
febuxostat group, 222 (7.2%) of 3063 patients died and 1720 (57.3%) of 3001 in the safety analysis set had
at least one serious adverse event (with 23 events in 19 [0.6%] patients related to treatment). In the allopurinol
group, 263 (8.6%) of 3065 patients died and 1812 (59.4%) of 3050 had one or more serious adverse events (with
five events in five [0.2%] patients related to treatment).
Comment: Febuxostat in New Zealand is very much a second-line prophylactic medication for gout as
compared to allopurinol. When looking at the “side-effect” profile in the NZ Formulary one could be discouraged
from prescribing febuxostat as “first-line”, but this study is somewhat reassuring. While the authors say that it
is non-inferior to allopurinol, on the other hand it is not superior!
Reference: Lancet. 2020;396(10264):1745-1757
Abstract
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.

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 in pharmacy. He undertook postgraduate work at the University of Miami
in Florida. For full bio CLICK HERE.

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

Reasons to use Lantus.

Lantus® once-daily in Type 2 Diabetes2:
• Has proven efficacy in reducing HbA1c2-4
• Is associated with a lower risk of hypoglycaemia compared with NPH5-7*
• Is easy to initiate and for patients to self titrate8
#

After lifestyle and oral diabetes medication optimisation. *Excluding severe hypoglycaemia

References: 1. Melanie J. Davies et al. Diabetes Care 2018; 41:2669-2701. 2. Lantus Data Sheet. 31 July 2017. 3. DeVries J H. Eur Endocrinol 2014;10(1):23-30. 4. Gerstein HC, et al. N Engl J Med 2012;367:319–28. 5. Bazzano L A, et
al. Diabetic Medicine 2008;25:924-932. 6. Horvath K, et al. Long acting insulin analogues vs NPH insulin (Human isophane insulin) for Type 2 Diabetes Mellitus. Cochrane Review 2009. 7. Home P.D, et al. Diabetes, Obesity and
Metabolism. 2010; 12:772-779. 8. 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 PP7110 MAT-NZ-2000374. Date of preparation December 2020.

For more information, please go to www.medsafe.govt.nz
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Efficacy and safety of lowering LDL cholesterol in older
patients
Authors: Gencer B et al.
Summary: This systematic review and meta-analysis evaluated the clinical benefit of lowering LDL cholesterol levels in
patients aged ≥75 years. A search of MEDLINE and Embase identified 24 trials from the Cholesterol Treatment Trialists’
Collaboration and 5 individual trials of lipid-lowering therapy that were suitable for inclusion. Among a total of 244,090
patients, 8.8% were aged ≥75 years; median follow-up ranged from 2.2-6.0 years. Lowering of LDL cholesterol
levels significantly reduced the risk of major vascular events (CV death, myocardial infarction or other acute coronary
syndrome, stroke, or coronary revascularisation) in older patients by 26% per 1 mmol/L reduction in LDL cholesterol
(RR 0.74; 95% CI 0.61-0.89; p = 0.0019). The risk reduction was similar to that seen in patients aged <75 years.
Comment: This is a further look this month on the effect of lowering LDL, this time a systemic review and metaanalysis. They analysed almost a quarter of a million patients. Of these 21,492 were aged >75 years. The outcome
after follow-up for up to six years was that lowering of the LDL significantly reduced the risk of major cardiovascular
events (26% per 1 mmol/L) including CV death, myocardial infarction, and stroke.
Reference: Lancet 2020;396(10263):1637-43
Abstract

The carcinogenicity of pesticides used in New Zealand
Authors: ’t Mannetje AM et al.
Summary: This study aimed to estimate the amount of pesticides used in New Zealand agriculture that are suspected
human carcinogens extracted from the most recent (2005) report on pesticide use. None of the pesticides identified
are known human carcinogens. Suspected carcinogens included 56 active ingredients listed by one or more of four
agencies; New Zealand Environmental Protection Authority (EPA NZ), US Environmental Protection Agency, European
Chemicals Agency, and the International Agency for Research on Cancer. Suspected carcinogen weight was highest
among fungicides (72-540 tonnes), followed by herbicides (60-200 tonnes) and insecticides (16 tonnes).
Comment: This is a particularly relevant study to include this month, with the report of the level of glyphosate being
identified in New Zealand honey threatening exports. The data on yearly usage reported is 15 years old (2005) and
one presumes there has been no data collected since then. I did a quick and dirty search and did not come up
with anything. The amount being used is staggering, between 72 and 540 tonnes of fungicide alone, but what is
most worrying is the difference between 72 tonnes and 540 tonnes. Basically it means that we have no idea of the
amount of these agents that are entering our food chain.
Reference: N Z Med J. 2020;133(1526):76-88
Abstract

Iron
Matters
Clinical
Series

11 Feb – 1 Apr
6pm – 7pm

Association of therapies with
reduced pain and improved
quality of life in patients with
fibromyalgia: A systematic
review and meta-analysis
Authors: Mascarenhas RO et al.
Summary: This meta-analysis examined therapies
for reducing pain and improving quality of life (QoL) in
people with fibromyalgia based on 224 trials including
29,962 patients. High-quality evidence (based on
Grading of Recommendations Assessment [GRADE])
favoured cognitive behavioural therapy (CBT; weighted
mean difference [WMD] –0.9; 95% CI –1.4 to –0.3)
for pain in the short term, and favoured central nervous
system (CNS) depressants (WMD –1.2; 95% CI –1.6 to
–0.8) and antidepressants (WMD –0.5; 95% CI –0.7
to –0.4) for pain in the medium term. High-quality
evidence also favoured antidepressants (WMD –6.8;
95% CI –8.5 to –5.2) for QoL in the short term and
favoured CNS depressants (WMD –8.7; 95% CI –11.3
to –6.0) and antidepressants (WMD –3.5; 95% CI –4.5
to –2.5) for QoL in the medium term. The associations
were small and did not exceed a minimum clinically
important change. Evidence for long-term outcomes
was absent.
Comment: Fibromyalgia is often an end-point for
diagnosis of ill-defined musculoskeletal pain. The
diagnosis of such is controversial and while the
literature on it is extensive, there is little agreement
about definitive treatment. This meta-analysis aptly
recognised this and outlines that current therapies
are not supported with evidence of effect.
Reference: JAMA Intern Med. 2021;181(1):104-112
Abstract

Chances are, you have
patients with iron deﬁciency
Join us for the 2021 Iron Matters Clinical Webcast series.
This clinical series comprises eight 1 hour webcasts
over eight weeks, addressing iron deﬁciency diagnosis
and management across various therapeutic areas.
To view session topics and register your place,
click here.

The Iron Matters Clinical Series activity 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.
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Risk for serious infection with
low-dose glucocorticoids in patients
with rheumatoid arthritis
Authors: George MD et al.
Summary: The safety of low-dose glucocorticoids remains uncertain,
although they are frequently prescribed in RA patients. This retrospective
cohort study aimed to quantify the risk for hospitalised infection in RA patients
treated with low-dose glucocorticoids long term in combination with stable
DMARDs for more than 6 months. The associations between glucocorticoid
dose (none, ≤5 mg/d, >5 -10 mg/d, and >10 mg/d) and hospitalised
infection were evaluated with 1-year cumulative incidence predicted.
A total of 305,576 observations among 216,159 patients were identified
in 2 databases (Medicare and Optum). 47.1% of Medicare patients and
39.5% of Optum patients received glucocorticoids after 6 months of stable
DMARD use. At 1 year, the cumulative incidence of hospitalised infection
in Medicare patients not treated with glucocorticoids was 8.6%, 11.0%
(95% CI 10.6-11.5%) for glucocorticoids ≤5 mg/d, 14.4% (95% CI 13.815.1%) for >5-10 mg/d and 17.7% (95% CI 16.5-19.1%) for >10 mg/d
(all p < 0.001 vs no glucocorticoids). In the Optum cohort, these values
were 4% in patients not receiving glucocorticoids, 5.2% (95% CI 4.75.8%) for glucocorticoid dose ≤5 mg/d, 8.1% (95% CI 7.0-9.3%) for
>5 -10 mg/d and 10.6% (95% CI 8.5-13.2%) for >10 mg/d (all p < 0.001
vs no glucocorticoids).
Comment: This study looked at the risk of serious infection occurring
in RA patients using steroids as well as DMARDs. The accumulative risk
of hospitalisation for serious infection increased depending on the dose
of steroid. This was minimal for doses of less than 5 mg prednisone/
day, whereas it increased to 17.7% for doses greater than 10 mg.
Something to consider!
Reference: Ann Intern Med. 2020;173(11):870-878
Abstract

EVIDENCE-BASED NATURAL HEALTH
by Dr Chris Tofield

Complementary medicine use and its cost in
Australians with type 2 diabetes: The Fremantle
Diabetes Study Phase II
Authors: Yarash T et al.
Summary: This study examined the prevalence, associations and costs of complementary
medicine (CM) use in a contemporary Australian urban, community-based cohort (Fremantle
Diabetes Study Phase II) of 1543 type 2 diabetics. A total of 672( 43.6%) participants used
≥1 type of CM, 92% were nutritional supplements including omega-3 fatty acids/fish oil,
calcium and glucosamine. Factors associated with CM use included older age, female sex,
mobility problems, and, inversely, Southern European or Indigenous Australian background,
lack of English fluency, ex/current smoking status, oral glucose-lowering medication use and
higher HbA1c. The total annual estimated cost of CM was A$121,640 or A$79 per person.
Extrapolation suggests that the 1 million Australian type 2 diabetics spend A$79 million/year
on CM.
Comment: Although this was an Australian paper, I see no reason why results would
be any different in New Zealand. While the findings showed fish oil to be the most
commonly used supplement in type 2 diabetics, it was somewhat surprising to see
calcium supplements in second place. Calcium has numerous drug interactions, including
thyroxine, bisphosphonates and various antibiotics such as quinolones and doxycycline.
Definitely worth asking patients about.
Reference: Intern Med J. 2020;50(8):944-950
Abstract

Mind-body therapies for opioid-treated pain:
A systematic review and meta-analysis
Authors: Garland EL et al.
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Goodfellow Gems
Oral magnesium may be effective for leg
cramps in pregnancy
Leg cramps are common in pregnancy. A recent Cochrane review found
moderated quality evidence in papers more than 20 years old.1
They concluded that the best evidence was for Magnesium tablets either
with a lactate or citrate base taken as 125 mg man or 250 mg nocte.
The number needed to treat was about 3.
There was old evidence that supplemental sodium may help but felt
that community intake of sodium has increased that the findings may
no longer be relevant.
They also concluded that extra calcium was not effective, and while
multivitamins were also effective, they could not tell which components
were the effective ones.
References:
1. Interventions for leg cramps in pregnancy.
Cochrane Database of Systematic Reviews (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
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Summary: This was a systematic review with meta-analysis of 60 RCTs (n = 6404)
evaluating meditation (five RCTs), hypnosis (25 RCTs), relaxation (14 RCTs), guided imagery
(seven RCTs), therapeutic suggestion (six RCTs) or CBT (seven RCTs) for managing symptoms
in adults who had also been prescribed opioids for clinical pain; most of the studies used
active or placebo controls and were assessed to have a low risk of bias. Overall, mind-body
therapies were found to reduce pain and opioid doses (respective Cohen d values, –0.51 [95%
Goodfellow Logo Blue
CI –0.76 to –0.26] and –0.26
[95% CI –0.44 to –0.08]), with moderate-to-large effect sizes
RGB 0 126 197
#007ec5
for improvements in pain outcomes
seen for meditation, hypnosis, suggestion and CBT, but
not for the other mind-body
therapies
assessed. Improvements for opioid-related outcomes
Goodfellow
Logo Green
RGB 115 191 69
were reported in most meditation,
#73bf45 CBT and hypnosis studies, but in fewer suggestion, guided
imagery and relaxation studies.
Goodfellow Logo Red
RGB 233 10 91

Comment: Knowledge #e90a5b
of the nervous system has progressed hugely in the last few
Goodfellow
Logo only
Yellow scratching the surface. Nice to see then that
decades and still we are
probably
RGB 250 207 13
therapies such as guided#facfod
imagery are being studied. This meta-analysis looked at a variety
of ‘mind-body’ therapies,Goodfellow
includingLogo
guided
imagery and hypnosis, and found some positive
Grey
97 97 97in mind for our chronic pain patients who get declined
responses overall. WorthRGB
bearing
#6161616
by the pain clinic.
Reference: JAMA Intern Med. 2019;180(1):91–105
Abstract

Dr Christopher Tofield
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 shortlisting national and international studies for GP Research Review. He also selects papers and
provides commentary for the Natural Health section in GP Research Review.
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