
260 Canadian Family Physician | Le Médecin de famille canadien } Vol 65: APRIL | AVRIL 2019

C L I N I C A L  R E V I E W

Editor’s key points 
} Staying apprised of the vast 
amount of new literature relevant to 
primary care presents a considerable 
challenge. The authors of this review 
summarize what they believe were 
the top 10 topics (and 5 runners-up) 
of 2018 that could have meaningful 
effects on comprehensive family 
medicine practice.

} Topics included primary 
prevention of cardiovascular 
disease, diets for weight 
loss, vulvovaginal symptoms 
in menopause, opioid versus 
nonopioid pain management, 
recurrent cystitis, omega-3 fatty 
acids, cardiovascular outcomes 
with icosapent, bath additives 
for eczema, febrile seizure, and 
glycemic targets.

} Runners-up included increasing 
inhaled steroids for pediatric 
and adult asthma; human 
papillomavirus testing versus 
cytology for Papanicolaou tests; 
the effect of remeasuring blood 
pressure; antibiotics versus 
appendectomy for appendicitis; 
and steroids versus night splints for 
carpal tunnel syndrome.
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Abstract
Objective To summarize high-quality studies for 10 topics from 2018 that have 
strong relevance to primary care practice.

Quality of evidence Study selection involved routine literature surveillance by a 
group of primary care health professionals. This included screening abstracts of 
important journals and Evidence Alerts, as well as searching ACP Journal Club.

Main message Topics of the 2018 articles include whether low-dose 
acetylsalicylic acid improves health outcomes like cardiovascular disease (CVD); 
whether a low-carbohydrate diet is better than a low-fat diet for weight loss 
(and whether genetics matter); whether vaginal estradiol is superior to placebo 
for vulvovaginal symptoms of menopause; whether opioid management is 
better than nonopioid management for chronic back or osteoarthritis pain; 
whether additional water intake will decrease recurrent urinary tract infections; 
whether omega-3 fatty acids prevent CVD or reduce dry eyes; whether the new 
drug icosapent improves CVD; whether bath additives help eczema; whether 
acetaminophen can prevent recurrent febrile seizures; and recommendations 
for glycemic targets in diabetes based on reviews of evidence and other 
guidelines. Five “runner-up” studies are also briefly reviewed.

Conclusion Research from 2018 produced several high-quality studies in CVD 
but also spanned the breadth of primary care including pediatrics, women’s 
health, and pain management, among other areas. 

Keeping apprised of the large volume of new medical literature relevant 
to primary care presents a virtually impossible challenge. In this annual 
article, we summarize the top 10 topics (and 5 runners-up) that we sus-

pect could have meaningful effects on comprehensive family medicine practice. 

Quality of evidence
The studies are identified by first scanning the tables of content from 
selected high-impact medical journals (like the New England Journal of 
Medicine and JAMA). Second, we review Evidence Alerts,1 a service that 
daily identifies highly rated articles relevant to primary care. Last, we 
review the ACP Journal Club, which is published every 6 weeks and iden-
tifies important and high-quality articles for general internal medicine. 
These articles are then ranked by the PEER (Patients, Experience, Evidence, 
Research) Group, comprising family physicians and primary care health 
practitioners focused on providing actionable evidence for primary care 
providers and their patients. 
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Main message
Does daily low-dose acetylsalicylic acid (ASA) improve 
cardiovascular outcomes in primary prevention?

Bottom line: Daily, low-dose (100 mg) ASA in pri-
mary prevention did not prevent cardiovascular disease 
(CVD)2,3 or only slightly reduced it (1% over 7 years).4 Any 
benefit in CVD was offset by an increased risk of bleeding. 
Additionally, there were no reductions in cancer, and 1 
trial found increased mortality.3,5 Overall, ASA should not 
be used for primary prevention (ie, patients without CVD).

Methods: Three randomized controlled trials (RCTs) of 
100 mg of ASA daily versus placebo for primary prevention 
followed 12 546 adults (mean age 64, 70% male) at moder-
ate CVD risk (10% to 20%) for 5 years2; 15 480 patients with 
type 2 diabetes (mean age 63, 63% male) for 7.4 years4; and 
19 114 older adults (mean age 74, 44% male) for 4.7 years.3,5

Results: Taking 100 mg of ASA daily did not improve 
cardiovascular outcomes for adults at moderate risk 
(4.29% vs 4.48%)2 or older adults (3.5% vs 3.9%).3 In 
adults with type 2 diabetes, CVD occurred in 8.5% of 
those taking ASA compared with 9.6% taking placebo 
(rate ratio of 0.88; 95% CI 0.79 to 0.97).4 Gastrointestinal2 
and major3,4 bleeds were 0.5% to 1% higher for ASA 
users in all studies, giving a number needed to harm 
(NNH) of 100 to 200 over 5 to 7 years. No study found 
improvement in cancers, and 1 found ASA increased 
mortality (5.9% vs 5.2%; NNH = 143 over about 5 years).5 

Which diet, low carbohydrate or low fat, is superior for 
achieving weight loss?

Bottom line: Diet type, regardless of genetic predis-
position, does not lead to statistically significant differ-
ences in weight loss for obese adults at 1 year. The diet 
that a patient can sustain is likely more important.6

Methods: An RCT (N = 609) compared low-fat (< 20 g/d) 
and low-carbohydrate (< 20 g/d) diets for weight loss 
in obese adults (mean age 40, mean body mass index 
33 kg/m2, 43% male) over 1 year. Participants could slowly 
increase the fat or carbohydrate to reach the minimum 
sustainable in the long term. The study used genotyping to 
determine if genetically predisposed participants lost more 
weight on the matched diet. Participants met frequently 
with a dietitian and were not asked to reduce caloric intake; 
however, mean caloric intake decreased by 500 to 600 kcal 
daily. Eating well and activity were encouraged.

Results: At 1 year, no statistical difference in weight 
loss was found between the low-fat (mean loss of about 
5.3 kg) and low-carbohydrate (mean loss of about 6 kg) 
diets. Results from genetic testing found no significant 
interaction between diet and genotype. Weight changed 
in both groups from a 10-kg gain to a 30-kg loss. 

What works best for improving vulvovaginal symptoms 
in menopausal women?

Bottom line: For treating bothersome vulvovagi-
nal symptoms in menopausal women, placebo gel has 

comparative effectiveness to estradiol (10 µg) or com-
mercial vaginal moisturizers.7

Methods: An RCT (N = 302) compared estradiol 10 µg 
(Vagifem), vaginal moisturizer (Replens), and placebo 
gel for improvement in vulvovaginal “most bothersome 
symptom(s)” (vaginal penetration pain, dryness, itching, 
irritation, and pain) in menopausal women (mean age 61) 
over 12 weeks. Symptoms were scored from 0 to 3, with 
higher scores indicating more bothersome symptoms. 

Results: No statistical differences between estradiol, 
vaginal moisturizer, or placebo gel were found. From a 
2.5 baseline mean score, symptom scores improved to 
1.2 to 1.4 in all groups. No differences in adverse events 
or almost any other outcomes were found.

Do opioid or nonopioid medications work better for 
treating chronic back and osteoarthritis pain?

Bottom line: In adults with chronic back or osteo-
arthritis pain, nonopioid management led to similar or 
slightly better (0.5 on a 10-point scale) pain control than 
opioid management at 1 year. Function and quality of 
life were not different. Opioids led to more medication-
related adverse effects.8 

Methods: An RCT (N = 240) compared opioids with 
nonopioid agents (acetaminophen, nonsteroidal anti-
inflammatory drugs, tricyclic antidepressants, lidocaine, 
capsaicin, pregabalin, duloxetine) in adults with chronic 
back (65%) or osteoarthritis (35%) pain over 1 year. 
Participants (mean age 58, 87% male) started with a 
baseline pain score of 5.4 out of 10. 

Results: At 1 year, pain score was significantly (P = .03) 
lower in the nonopioid group (3.5 out of 10) versus the opi-
oid group (4 out of 10). Other outcomes, including function, 
quality of life, and emergency department use, were not 
significantly different. Side effects occurred more frequently 
in those taking opioids compared with those taking non-
opioid agents (2 symptoms reported vs 1 from a 19-item 
checklist; P = .03). Tramadol was used by 11% of the non-
opioid group for additional pain relief, and 85% of the opioid 
group used less than 50 mg of morphine equivalent per day. 

Does increasing daily water intake improve recurrent 
urinary tract infections in women?

Bottom line: Encouraging premenopausal women 
with recurrent cystitis to increase daily water consump-
tion by 1.5 L per day can help reduce cystitis episodes.9 

Methods: An RCT (N = 140) compared increasing 
water consumption (1.5 L extra per day) with regular 
daily water consumption for prevention of cystitis in 
premenopausal women (mean age 36, mean of 3 epi-
sodes of cystitis in the past year) over 1 year.

Results: At 1 year, mean occurrence of cystitis was 
significantly less (P < .001) in those randomized to addi-
tional water consumption (mean 1.7 episodes) com-
pared with unchanged water consumption (mean 3.2 
episodes). Most (93%) women drinking extra water had 
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fewer than 3 cystitis episodes a year (compared with 
12% in the unchanged water consumption group), giving 
a number needed to treat (NNT) of 2 at 1 year. 

Do omega-3 fatty acids reduce CVD in patients with 
diabetes or improve symptoms of dry eye disease?

Bottom line: Omega-3 fatty acids do not reduce CVD, 
cancer, or death10,11 and do not improve dry eye disease 
better than placebo.12

Methods: Two large primary prevention RCTs com-
pared 1000 mg daily of omega-3 fatty acids with pla-
cebo in 15 480 patients with diabetes (mean age 63, 63% 
male) over 7.4 years10 and 25 871 patients (mean age 67, 
49% male) over 5.3 years.11 Another RCT (N = 535) com-
pared 3000 mg of omega-3 fatty acids (oral) with pla-
cebo for dry eye symptoms over 1 year (mean age 58, 
19% male, baseline symptom score of 44 out of 100).12

Results: No difference was found in CVD, cancer, or 
death from any cause between patients taking omega-3 
fatty acids and those taking placebo.10,11 Improvement in 
dry eye symptoms was similar with omega-3 fatty acids 
and placebo (symptom score reduced by 14 vs 13 out of 
100; P = .40).12

Does icosapent improve cardiovascular outcomes in 
patients with a history of diabetes or CVD?

Bottom line: In patients with a history of diabetes or CVD, 
icosapent reduced CVD for 1 in 21 patients over placebo 
after 5 years. Compared with placebo, icosapent caused 1 
more patient in 72 to develop atrial fibrillation at 5 years.13 

Methods: An RCT (N = 8179) compared icosapent 
ethyl (2 g) twice daily with placebo for prevention of 
CVD in adults with established CVD or diabetes (median 
age 64, 71% male, 58% with diabetes, 71% with existing 
CVD, all taking statins) over 5 years. Icosapent is derived 
from eicosapentaenoic acid, one of the components of 
omega-3 fatty acids. 

Results: At 5 years, CVD occurred less frequently in 
those taking icosapent (17.2%) compared with placebo 
(22.0%; hazard ratio of 0.75; 95% CI 0.68 to 0.83; NNT = 21). 
Specifically, stroke, myocardial infarction, and CVD death 
occurred less often in the icosapent group (11.2%) com-
pared with placebo (14.8%; hazard ratio of 0.74; 95% CI 
0.65 to 0.83; NNT = 28). Atrial fibrillation was more com-
mon in those taking icosapent (5.3%) compared with 
placebo (3.9%; NNH = 72). Icosapent reduced triglyceride 
levels by approximately 20% compared with placebo. 

Can acetaminophen prevent recurrent febrile seizures 
in children?

Bottom line: Treating fever in children with aceta-
minophen reduces recurrent seizures for that fever. 
Ability to prevent initial seizure or future seizures with 
new fever is unclear.14

Methods: An RCT (N = 438) compared using ace-
taminophen (10 mg/kg) suppository every 6 hours with 

no antipyretics for prevention of recurrent febrile sei-
zures in children at 24 hours (aged 6 months to 5 years, 
54% male, with 1 seizure and fever ≥ 38°C).

Results: At 24 hours, recurrent seizure occurred less 
frequently in children taking acetaminophen (9%) versus 
no therapy (24%; NNT = 7). Note that this study was done 
in Japan, where recurrent febrile seizure is more com-
mon, making successful intervention more likely. 

Can bath additives improve symptoms of eczema in 
children?

Bottom line: Bath additives did not statistically or 
clinically significantly improve eczema scores. Other 
outcomes important to patients remained unchanged.15

Methods: An RCT (N = 483) compared emollient 
bath additives to no additives and assessed the patient- 
oriented eczema measure (POEM; scored 0 to 28; higher 
scores indicate more severe symptoms) at 16 weeks and 
1 year in children (mean age 5, 49% male, mean POEM 
score of 10 [or moderate severity]).

Results: At 16 weeks, children in the bath additives 
group had improved 0.41 POEM points more, compared 
with those not using additives. The difference was not sta-
tistically or clinically significant, as POEM’s minimally clini-
cally important difference is 3. No difference was found in 
eczema exacerbations, quality of life, or steroid use. 

American College of Physicians: guidance statement on 
hemoglobin A1c (HbA1c ) targets for nonpregnant adults 
with diabetes

Bottom line: Recommendations for HbA1c tar-
gets vary considerably among practice guidelines. 
Recommendations for lower targets are often based on 
weaker evidence.16

Methods: Authors reviewed and assessed the qual-
ity of 6 diabetes guidelines specifically addressing HbA1c 
targets in nonpregnant adults. 

Results: The 4 key recommendations were as follows: 
• implement a personalized approach to glycemic con-

trol, considering cost, treatment burden, benefits and 
harms, and the patient’s health, life expectancy, and 
preferences;

• target HbA1c levels between 7% and 8% for most patients; 
• consider reducing pharmacotherapy for patients with 

HbA1c levels less than 6.5%; and
• treat to minimize symptoms of hyperglycemia and 

avoid HbA1c targets in patients with a life expectancy 
of less than 10 years. 
Lower HbA1c targets in some guidelines appear to be 

linked to poorer use or assessment of evidence. 

Runners-up
Increasing inhaled steroids for pediatric asthma: In 

children taking daily low-dose steroids who had had at 
least 1 asthma exacerbation in the previous year, giving 
5 times the dose of inhaled steroids at early signs of loss 
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of control does not improve symptoms or the number of 
exacerbations but might lead to small reductions (2 mm) 
in growth at 1 year.17

Increasing inhaled steroids for adult asthma: In adults 
taking daily low-dose steroids who had at least 1 asthma 
exacerbation in the past year, giving 4 times the dose of 
inhaled steroids when asthma deteriorated prevented 
exacerbations for 1 in 15 but caused thrush or dyspho-
nia for 1 in 36 patients at 1 year.18

Human papillomavirus testing versus cytology for 
Papanicolaou tests: In women with no history of cervi-
cal cancer or cervical intraepithelial neoplasia grade 2 
or worse, human papillomavirus testing every 4 years 
leads to less cervical intraepithelial neoplasia grade 3 or 
worse lesions (2 in 1000 women) compared with cytol-
ogy screening every 2 years (5 in 1000 women).19

Effects of remeasuring blood pressure (BP): A study 
using an automated electronic medical record prompt to 
repeat BP measurement in all patients with BP greater 
than 140/90 mm Hg found an average decrease of 
8 mm Hg, with 36% of these patients having a normal 
reading on repeat measure.20

Antibiotics versus appendectomy for appendicitis: In a 
5-year follow-up to an RCT, adults treated with antibiot-
ics for acute appendicitis had a cumulative recurrence 
of 39% but had fewer complications (7%) compared with 
those who had had an immediate appendectomy (24%).21

Steroids versus night splints for carpal tunnel syn-
drome: Adults with mild to moderate carpal tunnel 
syndrome randomized to methylprednisolone injections 
had improved pain (1.1 out of 10 more improvement) 
and symptoms at 6 weeks compared with those wearing 
night splints; however, this improvement was not sus-
tained at 6 months.22 

Conclusion
Research from 2018 produced several high-quality stud-
ies in CVD but also spanned the breadth of primary care, 
including pediatrics, women’s health, and pain manage-
ment, among other areas.     
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