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Learning Objectives
At the end of this presentation, the attendee will be able to: 

1. Cite important and clinically-relevant research articles of the past year 
in the field of Family Medicine. 

2. Describe methods for staying current in clinical medicine. 





How Did I Choose Things?
Essential Evidence/Daily POEMS

Journal Watch

Our Faculty

Various “Top” Lists

Prioritized:
◦ key areas of FM practice
◦ might directly change clinical practice
◦ might be leading to paradigm changes



Proton Pump Inhibitors



PPI’s work and have their uses. 
But...

Increased risks: Cdif, atrophic gastritis, B12 malabsorption, Inflammatory Bowel Disease, 
Interstitial Nephritis, Drug-induced Lupus, effects on bone metabolism (partial list)

Associations of unclear significance (potential for confounders):

▪ Covid 19

▪ Dementia

▪ Pneumonia

▪ Mortality

Can be hard to deprescribe PPI’s

~15 million taking PPI’s. Large % of PPI prescriptions are “inappropriate” (>50%). Also 
available OTC. 



PPI’s and Gastric Cancer
PPIs cause hypergastrinemia -> hyperplasia of the gastric mucosa

Study compared 973,000 new users of PPIs to 198,000 new users of histamine-2–
receptor antagonists (H2RAs/”H2 Blockers”) 

New PPI users: more likely than new H2 blocker users to develop new gastric 
cancer (hazard ratio, 1.45); NNH ~2100 at 5 years, 1200 at 10 years

Association strengthened with higher PPI dose and longer time use 

Prior studies also said this but were observational

Abrahami D, McDonald EG, Schnitzer ME, Barkun AN, Suissa

S, Azoulay L. Proton pump inhibitors and risk of gastric 

cancer:population-based cohort study. Gut 2022;71(1):16-24







Choosing

Wisely Canada

“Bye Bye PPI” 

toolkit





New GERD Guideline

Katz  PO, Dunbar KB, Schnoll-Sussman FH, Greer KB, Yadlapati R, Spechler SJ.  ACG clinical guideline for the 

diagnosis and management of  gastroesophageal reflux disease.. Am J Gastroenterol 2022;117(1):27-56.



Outpatient Antibiotics



Primary care physicians prescribe antibiotics in ~10% of all outpatient visits

2014: outpts:>250 million Rx for antibiotics in the US, ≥30% were unnecessary, and
often continued for too long. Particularly for bronchitis and sinusitis

Antimicrobial overuse, especially with broad-spectrum antibiotics, drives resistance and 
causes adverse events in up to 20% of patients, from allergic reactions to cdif infections

Where there’s evidence we should decrease antibiotic duration, and avoid when not 
clinically indicated 
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Two More Antibiotic 
Studies



Bielicki JA, Stohr W, Barratt S, et al, for PERUKI, GAPRUKI, and the CAP-IT  Trial Group. Effect of amoxicillin dose 

and treatment duration on the  need for antibiotic re-treatment in children with community-acquired  pneumonia. The 

CAP-IT randomized clinical trial. JAMA  2021;326(17):1713-1724.

Children with CAP seen in ED or 
hospitalized <2d: 
Double-blinded RCT

Patients randomly received (concealed allocation assignment) 1 of 4 treatments: 

▪ amoxicillin (35-50 mg/kg/d) for 3 days 

▪ amoxicillin (35-50 mg/kg/d) for 7 days

▪ amoxicillin (70-90 mg/kg/d)  for 3 days

▪ amoxicillin (70-90 mg/kg/d) for 7 days

Primary outcome: clinically indicated antibiotic re-treatment within 28 days of 
randomization

Lower-dose was noninferior to higher-dose outpatient oral amoxicillin and 3 days was 
noninferior to 7 days



A Brief Shared Decision-Making Intervention for Acute Respiratory Infections on Antibiotic Dispensing 

Rates in Primary Care: A Cluster Randomized Trial. Ann Fam Med. Jan-Feb 2022;20(1):35-41.

Cluster randomized trial of 27 Australian general practices (13 intervention, 14 control) 
involving 122 GPs

Intervention group GPs were given brief decision aids for 3 ARIs (acute otitis media, 
acute sore throat, acute bronchitis) and video-delivered training

Primary outcome: dispensing rate of target antibiotic classes 12 months before and 
following randomization

The baseline mean dispensing rate of ARI-related antibiotics was 3.5% (intervention 
GPs) and 3.2% (control GPs). After 12 months, mean rates decreased (to 2.9% 
intervention; 2.6% control): an 18% relative reduction from baseline but similar in both 
groups







https://www.safetyandquality.gov.au/our-work/partnering-consumers/shared-

decision-making/decision-support-tools-consumers



“Increase in knowledge”
Greater increases in knowledge of GPs were seen in the intervention group than control in the number of 
correct responses to the 22 knowledge questions. Intervention and tools seen as helpful.



Aspirin



Aspirin for Primary Prevention Story
Early trials of aspirin use in primary prevention: 
▪ reduction in myocardial infarction risk (Physicians’ Health Study)

▪ subsequent studies, (including Women’s Health Study): no reduction in major cardiovascular 
disease with primary prevention aspirin use 

▪ reduction in stroke risk in the Women’s Health Study

Early trials: small increases in major bleeding risk

Several guidelines (and guidance docs, including 2016 USPSTF) recommended use of 
primary prevention aspirin for patients aged 50-59 years at elevated CV risk without 
history of bleeding (Grade B) 

2016 USPSTF rec included individual decision making for patients aged 60-69 years at 
elevated CV and no bleeding (Grade C) and made no recommendation for patients aged 
<50 or >69 years (lack of evidence)  

USPSTF Report on Aspirin for Primary Prevention. JAMA 

Cardiol 2022;Apr 26:[Epub ahead of print]. 



Aspirin for Primary Prevention Story
Over the past 30 years: large CV preventative efforts: use of statins and 
antihypertensive medications along with reductions in tobacco use

2018:  three key trials of primary prevention with aspirin: 

◦ ASPREE: (Pts ≥65 years), use of low-dose daily aspirin associated with increased risk for 
mortality and cancer mortality. There were similar rates of major bleeding

◦ ASCEND: (Patients with diabetes), reduced the risk of CV events but offset by increased 
major bleeding risk

◦ ARRIVE trial: (Middle-aged and older adults at intermediate risk for CVD cardiovascular 
disease without diabetes), nonsignificant reduction in CV events but increased GI bleeding

By 2018: rates of antihypertensive and statin medications high, tobacco use lower. Maybe less 
opportunity for primary prevention aspirin to demonstrate benefit?

USPSTF Report on Aspirin for Primary Prevention. JAMA 

Cardiol 2022;Apr 26:[Epub ahead of print]. 





Effect of Aspirin on Cancer
RCT: 19,114 older adults living in Australia and the United States. ASPREE data.

Randomized the participants (allocation was concealed) received a daily dose of enteric-
coated aspirin (100 mg; n = 9525) or placebo (n = 9589)

Study was terminated after just 3 years because of unexpected increase in all-cause 
mortality in the aspirin-treated group. This paper provides more details 

McNeil  JJ, Gibbs P, Orchard SG, et al, for the ASPREE Investigator Group.  Effect of aspirin 

on cancer incidence and mortality in older adults. J  Natl Cancer Inst 2021;113(3):258-265.



Effect of Aspirin on Cancer
Distribution of prior cancer at baseline (19%) and known cancer risk factors between the 
two groups were comparable

Rate of incident cancers: similar for aspirin and placebo-treated persons (23.9 vs 23.0 per 
1000 person-years). However, cancer mortality higher among those treated with aspirin 
(6.4 vs 4.8 per 1000 person-years; number needed to treat to harm [NNTH] = 629)

Higher mortality partially explained by higher rates of metastatic cancers (6.1 vs 5.1 per 
1000 person-years; NNTH = 1006)

Rate of stage 4 cancers also higher in those treated with aspirin (6.5 vs 5.3 per 1000-
person years; NNTH = 839)

McNeil  JJ, Gibbs P, Orchard SG, et al, for the ASPREE Investigator Group.  Effect of aspirin 

on cancer incidence and mortality in older adults. J  Natl Cancer Inst 2021;113(3):258-265.







Stopping 
Antidepressants



Discontinuing Antidepressants
RCT: 478 patients (75% women) with depression in remission who were taking 
sertraline, fluoxetine, citalopram, or mirtazapine and who felt ready to discontinue their 
antidepressant

Had to be taking for >9 months. Majority reported at least three prior episodes of 
depression and had been taking antidepressants continuously for at least 3 years. 

Patients were randomized to continue their current antidepressant or to taper over 2 
months 

N Engl J Med Sep 30; 385:1257



Discontinuing Antidepressants
At 1 year: relapse occurred in 39% of the maintenance group and in 56% of the 
discontinuation group. So relapse could be attributed to discontinuing antidepressants in 
only about 1 in 6 patients discontinuing (17%)

By the end of the trial, most patients who relapsed in the discontinuation group had 
resumed antidepressant medications. 

No suicides or suicide attempts were reported 

The largest differences between groups in secondary outcomes like PHQ–9 scores 
occurred soon after discontinuation, so some worsening symptoms in the 
discontinuation group likely be attributable/impacted by withdrawal (vs relapse)

N Engl J Med Sep 30; 385:1257



Discontinuing Antidepressants
After stopping antidepressants, about ½ will have a relapse of depression by 1 year

This is a high %, but many pts on antidepressants also have relapses

Some are going through med withdrawal, so pay attention early on

Counseling about all this is important

Referral for psychotherapy can help prevent relapses in patients who discontinue 
medications

Question for the future: what are the predictors of relapse? Should we be encouraging 
things like CBT even more, specifically as a way to try to make discontinuation more  
successful?



Sodium, Potassium and 
CV Disease



Salt Substitute Study 1
RCT from rural China, 21k people (600 rural villages) with histories of stroke or 
inadequately controlled hypertension, older than 60. Mean age 65

Randomized to replace regular salt with a salt substitute (75% sodium chloride, 25% 
potassium chloride) or to continue using regular salt (100% sodium chloride) 

To further enhance sodium restriction, intervention participants were instructed to use the 
salt substitute more sparingly than they had used regular salt

Neal B, Wu Y, Feng X, et al. Effect of salt substitution on 

cardiovascular events and death. N Engl J Med 

2021;385(12):1067-1077



Salt Substitute Study 1
At 5 years, rates of stroke, major adverse CV events, and mortality were each 
significantly lower in the salt-substitute group — by roughly 2 or 3 events per 100 
participants

Blood pressure was reduced in the salt substitute group by a mean of 3 mm Hg/1 mm Hg

According to 24-hour urine electrolyte measurements, the intervention lowered sodium 
intake by only about 10% but increased potassium intake by about 50%

No difference in hyperkalemia

Neal B, Wu Y, Feng X, et al. Effect of salt substitution on 

cardiovascular events and death. N Engl J Med 

2021;385(12):1067-1077



Salt Substitute Study 2
Pooled data from 6 cohort studies, 10,709 total participants 

People with no history of CV or renal disease submitted multiple 24-hour urine 
collections for sodium and potassium levels, reflecting dietary intake

At average follow-up of 9 years, those with sodium excretion of ~2 g daily had 2-3 fewer 
CV events per 100 people, compared with those whose sodium excretion was ~5 g daily.

Also: people with high potassium excretion had 1 fewer CV event per 100 people, 
compared with those whose potassium excretion was low

Applied to people with or without diagnosed hypertension

24-Hour Urinary Sodium and Potassium Excretion and Cardiovascular Risk. 

N Engl J Med. 2022 Jan 20;386(3):252-263.





Salt Substitute Study 3
Meta-analysis of 85 studies

Conclusion: ~linear, dose-response relation between estimated sodium intake and SBP 
and DBP, seen during entire range of exposure (1-36 months)

More pronounced effect in pts with higher BP levels during all months (1 to 36) months 
of observation

At the extremes of intake (6 g vs. 1 g of sodium intake), the systolic BP difference was 
~12 mm Hg; for diastolic BP, the difference was ~5 mm Hg

Blood Pressure Effects of Sodium

Reduction. Circulation. 2021;143:1542–1567



Conclusions of the Na/K studies
We now have patient-oriented outcomes

Lifestyle change is hard, but we should increase our efforts to promote low sodium, high-
potassium diets for many patients, especially those with hypertension 

Caveat: that excessive potassium intake should be avoided in patients at risk for 
hyperkalemia

Blood Pressure Effects of Sodium

Reduction. Circulation. 2021;143:1542–1567



Weight Loss Meds



Medications for Weight loss
Meta-analysis

Weight, but not health outcomes. Did look at some surrogate outcomes like BP

included 143 unique trials with 49,810 participants, 75% of whom were women

Median length of the trials was 24 weeks

Methodologic concerns: authors identified a high risk of bias due to protocol deviations, 
some missing outcome data, concerns about how adverse events were assessed

Shi Q, Wang Y, Hao Q, et al. Pharmacotherapy for adults with overweight 

and obesity: a systematic review and network meta-analysis of randomised

controlled trials. Lancet 2022;399(10321):259-269





What now?
No long term outcomes...yet?

Low NNTs

High potential cost

GLP1 may be the best option of these?

Many of us have existing biases against weight loss meds. Good thing? Bad thing?

Shi Q, Wang Y, Hao Q, et al. Pharmacotherapy for adults with overweight 

and obesity: a systematic review and network meta-analysis of randomised

controlled trials. Lancet 2022;399(10321):259-269



Quicker Summaries



Large increases seen in the risk of CV events in the year following COVID-19 infection 
that required hospitalization. Hazard ratio for most kinds of CV events: between 1.5 and 
2.5. Large population effects!

2027 (English) Adults at least 60, followed 8 years:

▪Among the participants with prediabetes based on HbA1C, 12.9% developed diabetes, 
11.6% died, and 37.6% became normoglycemic

▪Of those with prediabetes based on fasting glucose levels, 15.6% developed diabetes, 
13.8% died, and 58.2% became normoglycemic

Veronese N, Noale M, Sinclair A, et al. Risk of progression to diabetes 

and mortality in older people with prediabetes: The English longitudinal 

study on ageing. Age Ageing 2022;51(2):afab222.

Xie Y, Xu E, Bowe B, Al-Aly Z. Long-term cardiovascular outcomes of 

COVID-19. Nat Med 2022;28:583-590.

Quick Summaries



Dual antiplatelet therapy, either with clopidogrel or ticagrelor, is more effective than 
aspirin monotherapy in preventing recurrent stroke but not death in adults with a recent 
minor stroke or transient ischemic attack

Combination therapy using an SSRI, SNRI or TCA with an antagonist of presynaptic 
alpha 2-autoreceptors (mirtazapine or trazodone) more effective than monotherapy for 
first-line treatment of acute severe depression and for those patients who are initially 
nonresponders to monotherapy

Henssler J, Alexander D, Schwarzer G, Bschor T, Baethge C. Combining 

antidepressants vs antidepressant monotherapy for treatment of patients with acute 

depression. A systematic review and meta-analysis. JAMA Psychiatry 2022;79(4):300-

312.

Lun R, Dhaliwal S, Zitikyte G, Roy DC, Hutton B, Dowlatshahi D. Comparison of 

ticagrelor vs clopidogrel in addition to aspirin in patients with minor ischemic stroke and 

transient ischemic attack: a network meta-analysis. JAMA Neurol 2022;79(2):141-148.

Quick Summaries



Negative Platelet-Rich Plasma studies for: achilles tendinopathy, ankle OA, knee OA

Oral is the new IV? For infective endocarditis, bacteremia, osteomyelitis. Meta-analysis 
of RCTs. Oral antibiotics are at least as effective, safer, and lead to shorter 
hospitalizations than IV-only therapy; no contrary data were identified. Maybe guidelines 
to adjust soon?

Wald-Dickler N, Holtom PD, Phillips MC, et al. Oral Is the new IV. Challenging decades 

of blood and bone infection dogma: a systematic review. Am J Med 2022;135(3):369-

379.e1.

JAMA Jul 13; 326:137

JAMA Oct 26; 326:1595

JAMA Nov 23; 326:2021

Quick Summaries



Quick Summaries

USPSTF: more evidence from multiple RCTs that aspirin use in pregnant persons at 
increased risk of preeclampsia was significantly associated with lower risks of 
preeclampsia, perinatal mortality, preterm birth, and IUGR. No significant association of 
aspirin use with postpartum hemorrhage or other bleeding-related harms. Grade B, 
consistent with 2014 recs.

One cerumenolytic assists with in-office manual disimpaction of ear wax (vs saline) in one 
dose: chlorobutanol/Cerumol. Many others work after multiple applications 

US Preventive Services Task Force, Davidson KW, Barry MJ, et al. Aspirin use to prevent 

preeclampsia and related morbidity and mortality: US Preventive Services Task Force 

recommendation statement. JAMA 2021;326(12):1186-1191.

Sridharan K, Sivaramakrishnan G. Cerumenolytics with or without manual 

extraction for impacted earwax: A network meta-analysis of randomised

clinical trials. Clin Otolaryngol 2021;46(3):464–473



And finally…



POCUS!

Accuracy of Ultrasound Jugular Venous Pressure Height inPredicting

Central Venous Congestion. Ann Intern Med. 2022;175:344-351





Accuracy of Ultrasound Jugular Venous Pressure Height inPredicting

Central Venous Congestion. Ann Intern Med. 2022;175:344-351





Findings
100 participants undergoing right heart catheterization for HF indications

Visualization of the uJVP was possible in 100%, vs 61% of patients examined via 
traditional visualization 

uJVP similar to traditional physical examination technique, similar threshold for elevated 
filling pressure of greater than 3 cm of vertical height from the sternal angle (greater than 
8 cm from the right atrium)

The uJVP well correlated with a range of RAP measured on right heart catheterization

Accuracy of Ultrasound Jugular Venous Pressure Height inPredicting

Central Venous Congestion. Ann Intern Med. 2022;175:344-351





https://sm.stanford.edu/archive/sono
doc/#/home



How to Stay Current?



Read everything….? (good luck)

Journal clubs with your colleagues

**Services: Essential Evidence, Journal Watch, etc

Podcasts (including Frank Domino’s)

Teach and Precept.

ABFM CKSA’s: 25 q’s per quarter (they also have an app)

Do a talk like this!

Staying Current



Thanks!


