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eTable 1: Oral Outpatient Antibiotic Drugs Included in the Various Antibiotic Classes 

Antibiotic Class Antibiotic Drug Name 
Most Common 

Indication for Use 

Penicillin without Beta-lactamase 

Inhibitors 

Amoxicillin  

Ampicillin 

Cloxacillin 

Penicillin V potassium 

Pivmecillinam  

Respiratory infections 

Penicillin with Beta-lactamase 

Inhibitors 
Amoxicillin-clavulanate  Respiratory infections 

First Generation Cephalosporins 
Cefadroxil 

Cephalexin 
Skin infections 

Second/Third Generation 

Cephalosporins 

Cefaclor 

Cefdinir 

Cefixime 

Cefpodoxime 

Cefprozil 

Ceftibuten 

Cefuroxime 

Respiratory infections 

Second Generation Fluoroquinolones 

Gemifloxacin 

Ciprofloxacin 

Norfloxacin 

Ofloxacin 

Urinary infections 

Third Generation Fluoroquinolones 
Levofloxacin 

Moxifloxacin 
Respiratory infections 

Macrolides 

Azithromycin  

Clarithromycin  

Erythromycin  

Spiramycin 

Telithromycin 

Respiratory infections 



© 2021 American Medical Association. All rights reserved. 

Trimethoprim and/or Sulphonamides 

Sulfamethoxazole 

Sulfamethoxazole-

trimethoprim  

Sulfisoxazole 

Trimethoprim  

Urinary infections 

Tetracyclines 

Doxycycline  

Minocycline 

Tetracycline  

Other 

Lincosomides Clindamycin Skin infections 

Nitrofurantoin Nitrofurantoin Urinary infections 

Metronidazole Metronidazole Other 

Others 

Rifabutin 

Rifampin  

Fidaxomicin 

Fosfomycin 

Linezolid  

Methenamine 

Tedizolid 

Vancomycin 

Other 

 

  



© 2021 American Medical Association. All rights reserved. 

eTable 2: Comparison of primary care physicians in Ontario, Canada included and not included in this 
intervention 

Physician variables Primary care physicians 
not included in study 
(n=9,388) 

Physicians randomized 
to receive a letter 
(n=3000) 

p-value 

Gender 
  

<0.0001 
        Male 4456 (47.5%)  2086 (69.5%)  

 

        Female 4932 (52.5%)  914 (30.5%)  
 

Years from medical graduation 
  

<0.0001 
        ≤10 years 2022 (21.5%)  366 (12.2%)  

 

        11-24 years 2911 (31%)  791 (26.4%)  
 

        ≥25 years 4455 (47.5%)  1843 (61.4%)  
 

Practice region 
  

<0.0001 
        Rural 747 (8%)  177 (5.9%)  

 

        Urban 8641 (92%)  2823 (94.1%)  
 

Antibiotic prescriptions in the previous 12 
months, median (IQR) 

182 (74 to 304) 740 (562 to 1160) 
 

Proportion of antibiotics prescribed to patient age and sex groups (%) <0.0001 

        <18 year males 7.5% 9.4% 
 

        <18 year females 7.8% 9.5% 
 

        18-64 year males 18.1% 21.9% 
 

        18-64 year females 36.6% 36.9% 
 

        ≥65 year males 10.9% 8.6% 
 

        ≥65 year females 19.2% 13.6% 
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eTable 3: Absolute mean number of total antibiotic prescriptions and marginal differences compared to controls 

Group Number of Antibiotic Prescriptions, mean (SD) Marginal difference compared to control 
 Baseline 12 months Marginal RR (97.5%CI) p-value 
Control 988 (723) 881 (695) - - 
All letters  994 (737) 850 (721) -37.0 (-70.8 to -1.7)* 0.017 
Initiation letter  988 (732) 849 (730) -32.0 (-68.1 to 5.8) 0.423 
Duration letter  1,000 (743) 851 (711) -41.9 (-78.5 to -3.6)* <0.001 

*Statistically significant at p<0.025; SD=standard deviation; RR=relative risk; CI=confidence interval 

eTable 4: Absolute mean number of prolonged duration (>7 days) antibiotic prescriptions and marginal differences compared to controls 

Group Number of Prolonged (>7 days) Antibiotic 
Prescriptions, mean (SD) 

Marginal difference compared to control 

 Baseline 12 months Marginal RR (97.5%CI) p-value 
Control 347 (430) 299 (351) - - 
All letters  333 (389) 278 (355) -14.9 (-28.3 to -0.9)* 0.017 
Initiation letter  333 (384) 288 (372) -5.4 (-20.1 to 10.0) 0.423 
Duration letter  332 (393) 268 (337) -24.1 (-38.7 to -8.6)* <0.001 

*Statistically significant at p<0.025; SD=standard deviation; RR=relative risk; CI=confidence interval 

eTable 5: Absolute mean antibiotic costs (CAN$) and marginal differences compared to controls 

Group Drug costs, mean (SD) Marginal difference compared to control 
 Baseline 12 months Marginal RR (97.5%CI) p-value 
Control $14,166 ($11,421) $12,615 ($10,025) - - 
All letters  $14,338 ($11,162) $12,181 ($10,703) -$571 (-$1138 to $21) 0.031 
Initiation letter  $14,206 ($10,859) $12,269 ($10,740) -$370 (-$973 to $265) 0.187 
Duration letter  $14,470 ($11,459) $12,093 ($10,669) -$771 (-$1369 to -$140)* 0.006 

*Statistically significant at p<0.025; SD=standard deviation; RR=relative risk; CI=confidence interval 
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eTable 6: Regression model coefficients  

Group Estimate Standard 
deviation 

Lower 97.5% 
confidence 
interval 

Upper 97.5% 
confidence 
interval 

Z p-value 

Total antibiotic outcome       
Intercept 6.901 0.013 6.873 6.929 548.08 <0.001 
Time (12 months) -0.118 0.017 -0.155 -0.080 -7.04 <0.001 
Initiation letter*time -0.037 0.019 -0.081 0.007 -1.91 0.057 
Duration letter*time -0.049 0.020 -0.093 -0.004 -2.45 0.014 

Prolonged duration outcome       
Intercept 5.812 0.020 5.766 5.857 289.13 <0.001 
Time (12 months) -0.137 0.019 -0.179 -0.094 -7.21 <0.001 
Initiation letter*time -0.018 0.023 -0.070 0.033 -0.80 0.423 
Duration letter*time -0.084 0.024 -0.139 -0.029 -3.44 0.001 

Cost outcome       
Intercept 9.569 0.013 9.539 9.599 719.25 <0.001 
Time (12 months) -0.120 0.020 -0.165 -0.075 -5.96 <0.001 
Initiation letter*time -0.030 0.023 -0.080 0.021 -1.32 0.187 
Duration letter*time -0.063 0.023 -0.115 -0.011 -2.72 0.007 
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eFigure 1:  Change in total antibiotic prescriptions over time between the initiation letter and control 

 

CI = confidence interval  
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eFigure 2: Change in total antibiotic prescriptions over time between the duration letter and control 

 

CI = confidence interval 
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eFigure 3:   Change in prolonged duration prescriptions over time between the initiation letter and control 

 

CI = confidence interval 
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eFigure 4: Change in prolonged duration prescriptions over time between the duration letter and control 

 

CI = confidence interval 
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eFigure 5: Forest plot showing subgroup analysis of the duration letter compared to the initiation letter 
for the outcome of total antibiotic use. Rx=antibiotic prescriptions, F=female, M=male; *pinteraction<0.05 
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eFigure 6: Forest plot showing subgroup analysis of duration letter compared to the initiation letter for 
the outcome of prolonged antibiotic duration. Rx=antibiotic prescriptions, F=female, M=male; 
*pinteraction<0.05 
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eFigure 7: Forest plot showing subgroup analysis of the initiation letter compared to control for the 
outcome of total antibiotic use. Rx=antibiotic prescriptions, F=female, M=male; *pinteraction<0.05 
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eFigure 8: Forest plot showing subgroup analysis of initiation letter compared to control for the 
outcome of prolonged antibiotic duration. Rx=antibiotic prescriptions, F=female, M=male; 
*pinteraction<0.05 
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eFigure 9: Forest plot showing subgroup analysis of duration letter compared to control for the outcome 
of total antibiotic use. Rx=antibiotic prescriptions, F=female, M=male; *pinteraction<0.05 
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eFigure 10: Forest plot showing subgroup analysis of the initiation or duration letters compared to 
control for the outcome of total antibiotic use. Rx=antibiotic prescriptions, F=female, M=male; 
*pinteraction<0.05 
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eFigure 11: Forest plot showing subgroup analysis of the initiation or duration letters compared to 
control for the outcome of prolonged antibiotic duration. Rx=antibiotic prescriptions, F=female, 
M=male; *pinteraction<0.05 


