[bookmark: _Toc47092369][bookmark: _Toc48904267]Supplementary Table 1: Comparison of 25 most commonly prescribed antibiotic products in CPRD Aurum and CPRD GOLD.
	Product Name
	CPRD Aurum
	CPRD GOLD
	CPRD GOLD England

	
	Freq.
	Percent
	Rank
	Freq.
	Percent
	Rank
	Freq.
	Percent
	Rank

	Amoxicillin 500mg capsules
	16,684
	16.5
	1
	19,985
	17.7
	1
	6,699
	17.8
	1

	Doxycycline 100mg capsules
	8,993
	8.9
	2
	10,500
	9.3
	2
	2,559
	6.8
	3

	Flucloxacillin 500mg capsules
	8,925
	8.8
	3
	9,575
	8.5
	3
	3,154
	8.4
	2

	Trimethoprim 200mg tablets
	5,931
	5.9
	4
	9,064
	8.0
	4
	2,277
	6.1
	4

	Nitrofurantoin 100mg modified-release capsules
	4,948
	4.9
	5
	3,789
	3.4
	7
	1,653
	4.4
	6

	Clarithromycin 500mg tablets
	4,656
	4.6
	6
	4,889
	4.3
	5
	1,842
	4.9
	5

	Phenoxymethylpenicillin 250mg tablets
	3,855
	3.8
	7
	4,510
	4.0
	6
	1,254
	3.3
	7

	Amoxicillin 250mg/5ml oral suspension sugar free
	3,030
	3.0
	8
	3,645
	3.2
	8
	1,065
	2.8
	9

	Co-amoxiclav 500mg/125mg tablets
	2,765
	2.7
	9
	2,971
	2.6
	9
	1,161
	3.1
	8

	Lymecycline 408mg capsules
	2,379
	2.4
	10
	2,916
	2.6
	10
	1,010
	2.7
	10

	Nitrofurantoin 50mg capsules
	2,295
	2.3
	11
	2,821
	2.5
	11
	848
	2.3
	12

	Trimethoprim 100mg tablets
	2,232
	2.2
	12
	2,519
	2.2
	12
	912
	2.4
	11

	Nitrofurantoin 50mg tablets
	2,169
	2.1
	13
	1,539
	1.4
	18
	610
	1.6
	17

	Amoxicillin 250mg/5ml oral suspension
	1,909
	1.9
	14
	1,525
	1.4
	19
	707
	1.9
	15

	Amoxicillin 125mg/5ml oral suspension sugar free
	1,802
	1.8
	15
	990
	0.9
	25
	369
	1.0
	25

	Azithromycin 250mg tablets
	1,602
	1.6
	16
	1,306
	1.2
	22
	373
	1.0
	24

	Erythromycin 250mg gastro-resistant tablets
	1,418
	1.4
	17
	1,949
	1.7
	13
	727
	1.9
	14

	Metronidazole 400mg tablets
	1,384
	1.4
	18
	1,595
	1.4
	17
	560
	1.5
	19

	Oxytetracycline 250mg tablets
	1,292
	1.3
	19
	1,416
	1.3
	20
	430
	1.1
	22

	Cefalexin 250mg capsules
	1,241
	1.2
	20
	1,661
	1.5
	16
	522
	1.4
	20

	Ciprofloxacin 500mg tablets
	1,236
	1.2
	21
	1,724
	1.5
	15
	662
	1.8
	16

	Amoxil 500mg capsules (GlaxoSmithKline UK Ltd)
	1,193
	1.2
	22
	587
	0.5
	33
	283
	0.8
	29

	Flucloxacillin 250mg capsules
	1,147
	1.1
	23
	1,763
	1.6
	14
	746
	2.0
	13

	Phenoxymethylpenicillin 125mg/5ml oral solution
	1,081
	1.1
	24
	712
	0.6
	27
	354
	0.9
	26

	Amoxicillin 250mg capsules
	1,073
	1.1
	25
	1,397
	1.2
	21
	575
	1.5
	18


[bookmark: _Toc47096749][bookmark: _Toc48904248][bookmark: _Ref534727703][bookmark: _Ref6406238]Supplementary Figure 1: The incidence of first cases of peritonsillar abscess reported from 2002-2017, stratified by gender.
Age-standardised PTA incidence (top) by year from 2002-2017, and age-specific PTA incidence for five-year age groups (bottom) for the period 2002-2017.
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[bookmark: _Toc47096750][bookmark: _Toc48904249]Supplementary Figure 2: Age- and gender-specific monthly probability of PTA in patients who consulted for RTI, with and without antibiotic prescription.
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Top: PTA cases reported in CPRD or HES. Bottom: PTA cases reported in HES


[bookmark: _Toc48904254]Supplementary Figure 3: Probability of an infection consultation in primary care in the 30 days preceding a sepsis diagnosis using CPRD (linked sample) records (red), CPRD and linked HES records (blue), or CPRD, HES and linked ONS mortality records (green).
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[bookmark: _Toc48904255]Supplementary Figure 4: Estimated probability (95% uncertainty interval) of a first sepsis event within 30 days of an infection consultation in primary care if antibiotics prescribed. CPRD (linked sample) records only (red), CPRD and linked HES records (blue), or CPRD, HES and linked ONS mortality records (green).
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[bookmark: _Toc48904256]Supplementary Figure 5: Estimated number of antibiotic prescriptions (95% uncertainty interval) to prevent a first sepsis event within 30 days of an infection consultation in primary care. CPRD (linked sample) records only (red), CPRD and linked HES records (blue), or CPRD, HES and linked ONS mortality records (green).
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Supplementary Figure 6: Age-standardised incidence of first cases of sepsis in CPRD and HES and age-standardised sepsis mortality in ONS reported from 2002-2017, stratified by gender. 
CPRD, Clinical Practice Research Datalink; HES, Hospital Episode Statistics; ONS, Office for National Statistics
2

[image: ]
Supplementary Figure 7: Logistic regression model of variables associated with the outcome of a) concurrent index sepsis recording HES given sepsis event in CPRD and b) concurrent index sepsis recording in CPRD given index sepsis event in HES.
CPRD, Clinical Practice Research Datalink; HES, Hospital Episode Statistics; ONS, Office for National Statistics




Supplementary Figure 8: Probability of localised serious bacterial infections following general practice consultations for any infection. Red symbols, no antibiotic prescribed; blue symbols, antibiotic prescribed. Upper panel, males; lower panel, females.
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Supplementary Figure 9: Probability of localised serious bacterial infections following general practice consultations for urinary tract infection. Red symbols, no antibiotic prescribed; blue symbols, antibiotic prescribed.
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Supplementary Figure10: Probability of bacterial infection complications after respiratory tract infection consultations in general practice. Red symbols, no antibiotic prescribed; blue symbols, antibiotic prescribed.
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Supplementary Figure 11: Probability of localised serious bacterial infections following general practice consultations for skin infections. Red symbols, no antibiotic prescribed; blue symbols, antibiotic prescribed.

[image: ]


Supplementary Table 1: Proportion of consultations with antibiotics prescribed and consultation rates per person year for different common infections, 2002 to 2017. RTI, respiratory tract infections; UTI, urinary tract infections.

	
	Proportion of consultations with AB prescribed
	
	Consultation rate per patient year
	

	
	
	All
	RTI
	Skin
	UTI
	
	All
	RTI
	Skin
	UTI
	

	
	
	
	
	
	
	
	
	
	
	
	

	Male
	0-4
	0.43
	0.43
	0.54
	0.55
	
	1.310
	1.233
	0.069
	0.011
	

	
	5-14
	0.48
	0.47
	0.63
	0.68
	
	0.428
	0.381
	0.044
	0.005
	

	
	15-24
	0.58
	0.56
	0.68
	0.74
	
	0.232
	0.196
	0.034
	0.003
	

	
	25-34
	0.60
	0.58
	0.69
	0.73
	
	0.186
	0.152
	0.032
	0.003
	

	
	35-44
	0.62
	0.59
	0.71
	0.78
	
	0.201
	0.163
	0.032
	0.006
	

	
	45-54
	0.62
	0.59
	0.72
	0.77
	
	0.216
	0.175
	0.033
	0.008
	

	
	55-64
	0.63
	0.61
	0.71
	0.78
	
	0.284
	0.233
	0.037
	0.014
	

	
	65-74
	0.64
	0.61
	0.71
	0.79
	
	0.391
	0.319
	0.045
	0.028
	

	
	75-84
	0.63
	0.60
	0.71
	0.77
	
	0.473
	0.363
	0.060
	0.052
	

	
	85+
	0.61
	0.57
	0.71
	0.72
	
	0.573
	0.398
	0.083
	0.094
	

	
	
	
	
	
	
	
	
	
	
	
	

	Female
	0-4
	0.43
	0.42
	0.52
	0.64
	
	1.215
	1.120
	0.062
	0.035
	

	
	5-14
	0.51
	0.48
	0.62
	0.76
	
	0.494
	0.422
	0.045
	0.029
	

	
	15-24
	0.61
	0.55
	0.66
	0.86
	
	0.481
	0.364
	0.045
	0.073
	

	
	25-34
	0.63
	0.58
	0.68
	0.87
	
	0.458
	0.343
	0.047
	0.070
	

	
	35-44
	0.66
	0.61
	0.72
	0.88
	
	0.434
	0.327
	0.047
	0.062
	

	
	45-54
	0.66
	0.61
	0.73
	0.88
	
	0.424
	0.321
	0.044
	0.060
	

	
	55-64
	0.67
	0.62
	0.72
	0.89
	
	0.479
	0.363
	0.046
	0.072
	

	
	65-74
	0.67
	0.61
	0.72
	0.88
	
	0.539
	0.391
	0.052
	0.099
	

	
	75-84
	0.66
	0.59
	0.73
	0.85
	
	0.564
	0.371
	0.067
	0.128
	

	
	85+
	0.64
	0.55
	0.72
	0.79
	
	0.598
	0.345
	0.094
	0.162
	

	
	
	
	
	
	
	
	
	
	
	
	





Supplementary Table 2: Estimated distribution of CPRD GOLD population by frailty level. PY, sum of person-years from 2002 to 2017.

	
	Age -group (years)
	Frailty level

	Gender
	
	Total
	Non-frail
	Mild
	Moderate
	Severe

	
	
	PY
	PY
	%
	PY
	%
	PY
	%
	PY
	%

	
	
	
	
	
	
	
	
	
	
	

	Male
	55-64
	4248353
	3428566
	80.7
	708434.3
	16.7
	98301.92
	2.3
	13050.77
	0.3

	
	65-74
	3078449
	1872763
	60.8
	938048.1
	30.5
	224575.2
	7.3
	43063.57
	1.4

	
	75-84
	1784234
	685799.8
	38.4
	699969.2
	39.2
	306134.1
	17.2
	92331.3
	5.2

	
	85+
	541225.5
	131139.9
	24.2
	195808.9
	36.2
	145432.8
	26.9
	68843.92
	12.7

	
	
	
	
	
	
	
	
	
	
	

	Female
	55-64
	4218980
	3022092
	71.6
	973288.8
	23.1
	193037.1
	4.6
	30561.39
	0.7

	
	65-74
	3309699
	1791749
	54.1
	1096905
	33.1
	340026.6
	10.3
	81018.27
	2.4

	
	75-84
	2364536
	800222.4
	33.8
	899877.3
	38.1
	480864.1
	20.3
	183572.5
	7.8

	
	85+
	1141183
	221669.4
	19.4
	389870.5
	34.2
	327228
	28.7
	202415.1
	17.7
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Supplementary Table 3: Distribution of sepsis cases by gender, region and period.

	
	
	
Male

	Female

	
	
	
	

	Region
	North East
	375
	361

	
	North West
	1,750
	1,843

	
	Yorkshire & The Humber
	420
	431

	
	East Midlands
	447
	472

	
	West Midlands
	1,652
	1,779

	
	East of England
	1,195
	1,272

	
	South West
	1,280
	1,235

	
	South Central
	1,813
	1,810

	
	London
	1,236
	1,384

	
	South East Coast
	1,688
	1,777

	
	Northern Ireland
	899
	935

	
	Scotland
	2,558
	2,578

	
	Wales
	2,045
	2,009

	
	
	
	

	Period
	2002-2005
	2,703
	3,090

	
	2006-2009
	3,780
	4,043

	
	2010-2013
	5,093
	5,007

	
	2014-2017
	5,782
	5,746
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Supplementary Table 


1


: Comparison of 25 most commonly prescribed antibiotic products in CPRD Aurum and CPRD GOLD.


 


Product Name


 


CPRD Aurum


 


CPRD GOLD


 


CPRD GOLD England


 


 


Freq.


 


Percent


 


Rank


 


Freq.


 


Percent


 


Rank


 


Freq.


 


Percent


 


Rank


 


Amoxicillin 500mg capsules


 


16,684


 


16.5


 


1


 


19,985


 


17.7


 


1


 


6,699


 


17.8


 


1


 


Doxycycline 100mg capsules


 


8,993


 


8.9


 


2


 


10,500


 


9.3


 


2


 


2,559


 


6.8


 


3


 


Flucloxacillin 500mg capsules


 


8,925


 


8.8


 


3


 


9,575


 


8.5


 


3


 


3,154


 


8.4


 


2


 


Trimethoprim 200mg tablets


 


5,931


 


5.9


 


4


 


9,064


 


8.0


 


4


 


2,277


 


6.1


 


4


 


Nitrofurantoin 100mg modified


-


release capsules


 


4,948


 


4.9


 


5


 


3,789


 


3.4


 


7


 


1,653


 


4.4


 


6


 


Clarithromycin 500mg tablets


 


4,656


 


4.6


 


6


 


4,889


 


4.3


 


5


 


1,842


 


4.9


 


5


 


Phenoxymethylpenicillin 250mg tablets


 


3,855


 


3.8


 


7


 


4,510


 


4.0


 


6


 


1,254


 


3.3


 


7


 


Amoxicillin 250mg/5ml oral suspension sugar free


 


3,030


 


3.0


 


8


 


3,645


 


3.2


 


8


 


1,065


 


2.8


 


9


 


Co


-


amoxiclav 500mg/125mg tablets


 


2,765


 


2.7


 


9


 


2,971


 


2.6


 


9


 


1,161


 


3.1


 


8


 


Lymecycline 408mg capsules


 


2,379


 


2.4


 


10


 


2,916


 


2.6


 


10


 


1,010


 


2.7


 


10


 


Nitrofurantoin 50mg capsules


 


2,295


 


2.3


 


11


 


2,821


 


2.5


 


11


 


848


 


2.3


 


12


 


Trimethoprim 100mg tablets


 


2,232


 


2.2


 


12


 


2,519


 


2.2


 


12


 


912


 


2.4


 


11


 


Nitrofurantoin 50mg tablets


 


2,169


 


2.1


 


13


 


1,539


 


1.4


 


18


 


610


 


1.6


 


17


 


Amoxicillin 250mg/5ml oral suspension


 


1,909


 


1.9


 


14


 


1,525


 


1.4


 


19


 


707


 


1.9


 


15


 


Amoxicillin 125mg/5ml oral suspension sugar free


 


1,802


 


1.8


 


15


 


990


 


0.9


 


25


 


369


 


1.0


 


25


 


Azithromycin 250mg tablets


 


1,602


 


1.6


 


16


 


1,306


 


1.2


 


22


 


373


 


1.0


 


24


 


Erythromycin 250mg gastro


-


resistant tablets


 


1,418


 


1.4


 


17


 


1,949


 


1.7


 


13


 


727


 


1.9


 


14


 


Metronidazole 400mg tablets


 


1,384


 


1.4


 


18


 


1,595


 


1.4


 


17


 


560


 


1.5


 


19


 


Oxytetracycline 250mg tablets


 


1,292


 


1.3


 


19


 


1,416


 


1.3


 


20


 


430


 


1.1


 


22


 


Cefalexin 250mg capsules


 


1,241


 


1.2


 


20


 


1,661


 


1.5


 


16


 


522


 


1.4


 


20


 


Ciprofloxacin 500mg tablets


 


1,236


 


1.2


 


21


 


1,724


 


1.5


 


15


 


662


 


1.8


 


16


 


Amoxil 500mg capsules (GlaxoSmithKline UK Ltd)


 


1,193


 


1.2


 


22


 


587


 


0.5


 


33


 


283


 


0.8


 


29


 


Flucloxacillin 250mg capsules


 


1,147


 


1.1


 


23


 


1,763


 


1.6


 


14
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1     Supplementary Table  1 : Comparison of 25 most commonly prescribed antibiotic products in CPRD Aurum and CPRD GOLD.  

Product Name  CPRD Aurum  CPRD GOLD  CPRD GOLD England  

 Freq.  Percent  Rank  Freq.  Percent  Rank  Freq.  Percent  Rank  

Amoxicillin 500mg capsules  16,684  16.5  1  19,985  17.7  1  6,699  17.8  1  

Doxycycline 100mg capsules  8,993  8.9  2  10,500  9.3  2  2,559  6.8  3  

Flucloxacillin 500mg capsules  8,925  8.8  3  9,575  8.5  3  3,154  8.4  2  

Trimethoprim 200mg tablets  5,931  5.9  4  9,064  8.0  4  2,277  6.1  4  

Nitrofurantoin 100mg modified - release capsules  4,948  4.9  5  3,789  3.4  7  1,653  4.4  6  

Clarithromycin 500mg tablets  4,656  4.6  6  4,889  4.3  5  1,842  4.9  5  

Phenoxymethylpenicillin 250mg tablets  3,855  3.8  7  4,510  4.0  6  1,254  3.3  7  

Amoxicillin 250mg/5ml oral suspension sugar free  3,030  3.0  8  3,645  3.2  8  1,065  2.8  9  

Co - amoxiclav 500mg/125mg tablets  2,765  2.7  9  2,971  2.6  9  1,161  3.1  8  

Lymecycline 408mg capsules  2,379  2.4  10  2,916  2.6  10  1,010  2.7  10  

Nitrofurantoin 50mg capsules  2,295  2.3  11  2,821  2.5  11  848  2.3  12  

Trimethoprim 100mg tablets  2,232  2.2  12  2,519  2.2  12  912  2.4  11  

Nitrofurantoin 50mg tablets  2,169  2.1  13  1,539  1.4  18  610  1.6  17  

Amoxicillin 250mg/5ml oral suspension  1,909  1.9  14  1,525  1.4  19  707  1.9  15  

Amoxicillin 125mg/5ml oral suspension sugar free  1,802  1.8  15  990  0.9  25  369  1.0  25  

Azithromycin 250mg tablets  1,602  1.6  16  1,306  1.2  22  373  1.0  24  

Erythromycin 250mg gastro - resistant tablets  1,418  1.4  17  1,949  1.7  13  727  1.9  14  

Metronidazole 400mg tablets  1,384  1.4  18  1,595  1.4  17  560  1.5  19  

Oxytetracycline 250mg tablets  1,292  1.3  19  1,416  1.3  20  430  1.1  22  

Cefalexin 250mg capsules  1,241  1.2  20  1,661  1.5  16  522  1.4  20  

Ciprofloxacin 500mg tablets  1,236  1.2  21  1,724  1.5  15  662  1.8  16  

Amoxil 500mg capsules (GlaxoSmithKline UK Ltd)  1,193  1.2  22  587  0.5  33  283  0.8  29  

Flucloxacillin 250mg capsules  1,147  1.1  23  1,763  1.6  14  746  2.0  13  

Phenoxymethylpenicillin 125mg/5ml oral solution  1,081  1.1  24  712  0.6  27  354  0.9  26  

Amoxicillin 250mg capsules  1,073  1.1  25  1,397  1.2  21  575  1.5  18  

