Additional File 4– Quality of evidence
Question 1. 
Should Group A β-haemolytic streptococcus (GABHS) pharyngotonsillitis be treated with antibiotics?  
Question: [antibiotic therapy] compared to [no therapy or symptomatic therapy] for [streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient
Table A4.1. Quality of evidence for Question 1
	Certainty assessment
	№ of patients
	Effect
	Certainity
	Importance

	Number ot study
	Study design
	Risk of Bias
	Inconsistency
	Indirecteness
	Imprecision
	Other considerations
	Antibiotic therapy
	No therapy
	RR
(95% CI)
	Absolute
(95% CI)
	
	

	Symptoms on day 3 (follow-up: average 3 days; assessed with: % of patients with symptoms)

	111
	Randomized study
	seriousa
	not important
	seriousb
	not important
	strong association
	471/1073 (43.9%) 
	544/766 (71.0%) 
	RR 0.58
(0.48 to 0.71)
	298 less per 1.000
(from 369 less to 206 less)
	⨁⨁⨁◯
Moderate
	IMPORTANT

	Symptoms on day 7 – GABHS positive swab (follow-up: range 6-8 days; assessed with: % of patients with symptoms)

	72
	Randomized study
	not important
	not important
	seriousb
	not important
	strong association
	22/650 (3.4%) 
	57/467 (12.2%) 
	RR 0.29
(0.12 to 0.70)
	87 less per 1.000
(from 107 less to 37 less)
	⨁⨁⨁⨁
HIgh
	IMPORTANT

	Complications: Acute Rheumatic Fever (ARF) within 2 months (follow-up: average 2 months; assessed with: % of patients with ARF)

	143
	Randomized study
	not important
	not important
	seriousb
	not important
	strong association
	22/4332 (0.5%) 
	74/3843 (1.9%) 
	RR 0.27
(0.14 to 0.50)
	14 less per 1.000
(from 17 less to 10 less)
	⨁⨁⨁⨁
HIgh
	CRITICAL

	Complications: Peritonsillar abscess (follow-up: average 2 months; assessed as  % of patients with abscess)

	84
	Randomized study
	seriousa
	not important
	seriousb
	not important
	strong association
	2/1438 (0.1%) 
	23/995 (2.3%) 
	RR 0.15
(0.05 to 0.47)
	20 less per 1.000
(from 22 less to 12 less)
	⨁⨁⨁◯
Moderate
	CRITICAL


CI: Confidence interval; RR: Risk ratio
Explanations: 
a. Data aggregated from patients with sore throat of various etiologies; 
b. Data aggregated from studies on pediatric and adult patients
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[bookmark: _Hlk171527327]Question 2. Should amoxicillin be considered the antibiotic of choice in the treatment of GABHS pharyngotonsillitis besides penicillin V?  
Question: [antibiotic therapy with antibiotics other than amoxicillin (amoxi-clav, macrolides, cephalosporins, etc)] compared to [amoxicillin] for [streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient
Table A4.2. Quality of evidence for Question 2
	Certainty assessment
	№ of patients
	Effect
	Certainity
	Importance

	Number ot study
	Study design
	Risk of Bias
	Inconsistency
	Indirecteness
	Imprecision
	Other considerations
	Other Antibiotic therapy
	amoxicillin
	RR
(95% CI)
	Absolute
(95% CI)
	
	

	Amoxicillin-clavulanate (3 days) vs. Amoxicillin (10 days)- Resolution of symptoms at the end of treatment (follow-up: 10 days; assessed with: % difference in patients)

	11
	Randomized study
	seriousa
	seriousb
	not important
	not important
	none
	53/54 (98.1%) 
	40/43 (93.0%) 
	RR 1.06
(0.96 to 1.15)
	56 less per 1.000
(from 37 less to 140 less)
	⨁⨁◯◯
Low
	CRITICAL

	Eradication of GABHS after 15 days (follow-up: 15 days; assessed with: % of patients with negative swab for GABHS)

	11
	Randomized study
	seriousa
	seriousb
	not important
	not important
	none
	35/54 (64.8%) 
	37/43 (86.0%) 
	RR 0.73
(0.53 to 0.92)
	232 less per 1.000
(from 404 less to 69 less)
	⨁⨁◯◯
Low
	

	Cephalosporins vs. Penicillin V - Resolution of symptoms after treatment (ITT subgroup analysis of 855 pediatric patients) (follow-up: 2 to 15 days; assessed with: % of patients with persistent symptoms)

	32
	Randomized study
	very seriousa,c
	not important
	not important
	not important
	Publication bias suspecteda
	
	
	OR 0.83
(0.40 to 1.73)
	1 less per 1.000
(from 2 less to 0 less)
	⨁◯◯◯
Very low
	CRITICAL

	Risk of recurrence in 1386 patients (follow-up: 15 to 90 days; assessed as % of patients with recurrence)

	42
	Randomized study
	seriousa,d
	not important
	seriouse
	not important
	none
	
	
	OR 0.55
(0.30 to 0.99)
	1 less per 1.000
(from 1 less to 0 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Risk of adverse events - ITT analysis on 1279 patients (follow-up: 15 days; assessed with: % of patients with adverse events)
	

	32
	Randomized study
	seriousa
	not important
	seriouse
	seriousf
	none
	
	
	OR 0.94
(0.27 to 3.25)
	1 less per 1.000
(from 3 less to 0 less)
	⨁◯◯◯
Very low
	IMPORTANT

	MACROLIDES vs. PENICILLIN V - Clinical efficacy (ITT analysis on 1728 patients) (follow-up: 2 to 20 days; assessed with: % of patients with symptom resolution post-treatment)

	62
	Randomized study
	seriousa,f
	not important
	seriouse
	seriousf
	none
	
	
	OR 1.11
(0.92 to 1.35)
	1 less per 1.000
(from 1 less to 1 less)
	⨁◯◯◯
Very low
	CRITICAL

	Risk of Adverse Events (ITT analysis on 1727 patients) (follow-up: 2 to 20 days; assessed with: % of patients with adverse events)

	62
	Randomized study
	seriousa
	not important
	seriouse
	not important
	none
	
	
	OR 1.19
(0.82 to 1.73)
	1 less per 1.000
(from 2 less to 1 less)
	⨁⨁◯◯
Low
	IMPORTANT


CI: Confidence interval; OR: Odds ratio; RR: Risk ratio

Explanations:
· a. Low methodological quality
· b. Single study
· c. Subgroup analysis
· d. Very low methodological quality
· e. Aggregated data from adult and pediatric patients
· f. Wide 95% CI
References
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Question 2. Should amoxicillin be considered the antibiotic of choice in the treatment of GABHS pharyngotonsillitis besides penicillin V?  
Question: [antibiotic therapy with antibiotics other than amoxicillin (amoxi-clav, macrolides, cephalosporins, etc)] compared to [amoxicillin] for [streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient
	Certainty assessment
	№ of patients
	Effect
	Certainity
	Importance

	Number ot study
	Study design
	Risk of Bias
	Inconsistency
	Indirecteness
	Imprecision
	Other considerations
	Other Antibiotic therapy
	amoxicillin
	RR
(95% CI)
	Absolute
(95% CI)
	
	

	AZITHROMYCIN (10 mg/kg/day for 3 days) vs. AMOXICILLIN (30 mg/kg/day in 3 divided doses for 10 days) (follow-up: 14 to 30 days; assessed with: % of patients with symptom remission)

	11
	Randomized study
	seriouse
	seriousb
	not important
	not important
	none
	80/83 (96.4%) 
	71/78 (91.0%) 
	RR 0.40
(0.11 to 1.50)
	546 less per 1.000
(from 810 less to 455 less)
	⨁⨁◯◯
Low
	CRITICAL

	Bacterial eradication (follow-up: 14 to 30 days; assessed with: % of patients with a negative swab at the end of treatment)

	11
	Randomized study
	seriouse
	seriousb
	not important
	not important
	none
	78/83 (94.0%) 
	69/78 (88.5%) 
	RR 0.52
(0.18 to 1.49)
	425 less per 1.000
(from 725 less to 433 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Adverse events (follow-up: 14 to 30 days; assessed with: % of patients with adverse events during treatment)

	11
	Randomized study
	seriouse
	seriousb
	not important
	not important
	none
	2/83 (2.4%) 
	9/79 (11.4%) 
	RR 0.21
(0.05 to 0.95)
	90 less per 1.000
(from 108 less to 6 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Azithromycin (10 mg/kg/day for 3 days) vs. Penicillin v for 10 days - clinical efficacy on 1366 patients (follow-up: 1 to 10 days; assessed with: % of patients with symptom remission at the end of treatment)
	

	62
	Randomized study
	seriousc
	not important
	seriousd
	not important
	none
	
	
	OR 1.05
(0.66 to 1.66)
	1 less per 1.000
(from 2 less to 1 less)
	⨁⨁◯◯
Low
	CRITICAL

	
Bacterial eradication (failure) on 1354 patients (follow-up: 1 to 10 days; assessed with: % of patients with a positive swab at the end of treatment)

	62
	Randomized study
	seriousa
	not important
	seriousd
	not important
	none
	
	
	OR 3.25
(2.47 to 4.27)
	3 less per 1.000
(from 4 less to 2 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Adverse events in 1538 patients (assessed with: % of patients experiencing adverse events during treatment)

	62
	Randomized study
	seriousa
	not important
	seriousd
	not important
	none
	
	
	OR 2.20
(1.49 to 3.24)
	2 less per 1.000
(from 3 less to 1 less)
	⨁⨁◯◯
Low
	IMPORTANT


CI: Confidence interval; OR: Odds ratio; RR: Risk ratio
Explanations:
· a. Low methodological quality
· b. Single study
· c. Very low methodological quality
· d. Aggregated data from adult and pediatric patients
· e. Risk of bias due to lack of allocation concealment and blinding
References
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Question 2. Should amoxicillin be considered the antibiotic of choice in the treatment of GABHS pharyngotonsillitis besides penicillin V?  
Question: [antibiotic therapy with antibiotics other than amoxicillin (amoxi-clav, macrolides, cephalosporins, etc)] compared to [amoxicillin] for [streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient
	Certainty assessment
	№ of patients
	Effect
	Certainity
	Importance

	Number ot study
	Study design
	Risk of Bias
	Inconsistency
	Indirecteness
	Imprecision
	Other considerations
	Other antibiotic therapy
	Amoxicillin
	RR
(95% CI)
	Absolute
(95% CI)
	
	

	AZITHROMYCIN (20 mg/kg/die for 3 days) vs. PENICILLIN V for 10 days- 520 patients (follow up: 3 to 10 days; assessed by: % patients with clinical resolution)

	21
	Randomized study
	seriousa,b
	not important
	not important
	not important
	none
	
	
	OR 0.80
(0.67 to 0.94)
	1 less per 1.000
(from 1 less to 1 less)
	⨁⨁⨁◯
Moderate
	CRITICAL

	Bacterial eradication in 520 patients (follow-up: 1 to 10 days; assessed by: % of patients with a negative swab at the end of treatment)

	21
	Randomized study
	seriousa
	not important
	not important
	not important
	none
	
	
	OR 0.29
(0.14 to 0.61)
	0 less per 1.000
(from 1 less to 0 less)
	⨁⨁⨁◯
Moderate
	IMPORTANT

	Late clinical recurrence in 465 patients (follow-up: 2 weeks to 1 year; assessed with: % of patients with recurrence of GABHS pharyngotonsillitis)

	21
	Randomized study
	seriousa,b
	not important
	not important
	not important
	none
	
	
	OR 0.95
(0.83 to 1.08)
	1 less per 1.000
(from 1 less to 1 less)
	⨁⨁⨁◯
Moderate
	IMPORTANT

	Adverse events in 653 patients (assessed with: % of patients experiencing adverse events)

	21
	Randomized study
	seriousa,b
	not important
	not important
	not important
	none
	
	
	OR 5.13
(2.76 to 9.54)
	5 less per 1.000
(from 10 less to 3 less)
	⨁⨁⨁◯
Moderate
	IMPORTANT


CI: Confidence interval; OR: Odds ratio; RR: Risk ratio
Explanations:
- a. Low methodological quality
- b. Aggregated data from adult and pediatric patients

References
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[bookmark: _Hlk171527378]Question 3. Should the duration of antibiotic therapy for GABHS pharyngotonsillitis be shorter than 10 days?
Question: [amoxicillin therapy lasting < 10 days] compared to [amoxicillin therapy for 10 days] for [streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient
Table A4.3 Quality of evidence for question 3
	Certainty assessment
	№ of patients
	Effect
	Certain
	Importance

	N° of studies
	Study design
	Risk of bias
	Risk of bias
	Inconsistency
	Imprecision
	Other considerations
	amoxicillin < 10 days
	amoxicillin 10 days
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Remission of symptoms (follow-up: 10 days; assessed with: % of patients with symptom remission at the end of treatment)

	11
	Randomized study
	seriousa
	seriousa
	not important
	not important
	none
	128/141 (90.8%) 
	121/136 (89.0%) 
	RR 1.02
(0.94 to 1.10)
	18 less per 1.000
(from 53 less to 89 less)
	⨁⨁◯◯
Low
	CRITICAL

	Risk of recurrence (follow-up: 30 days; assessed with: % of patients with positive swab recurrence)

	11
	Randomized study
	seriousa
	seriousa
	not important
	not important
	none
	11/141 (7.8%) 
	6/136 (4.4%) 
	RR 1.77
(0.67 to 4.65)
	34 less per 1.000
(from 15 less to 161 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Safety (follow-up: 10 days; assessed with: % of patients with adverse events)

	11
	Randomized study
	seriousa
	seriousa
	not important
	not important
	none
	4/160 (2.5%) 
	8/158 (5.1%) 
	RR 0.53
(0.16 to 1.53)
	24 less per 1.000
(from 43 less to 27 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Adherence (follow-up: 10 days; assessed by: % of patients non-adherent to the treatment)

	11
	Randomized study
	seriousa
	seriousa
	not important
	not important
	none
	20/159 (12.6%) 
	50/153 (32.7%) 
	RR 0.38
(0.24 to 0.62)
	203 less per 1.000
(from 248 less to 124 less)
	⨁⨁◯◯
Low
	IMPORTANT

	Risk of suppurative and non-suppurative complications (rheumatic disease, glomerulonephritis) (follow-up: 30 days; assessed by: Incidence of patients with complications)

	11
	Randomized study
	very seriousa,b
	very seriousa,b
	very seriousb
	extremely serioususb
	none
	159
	153
	Suppurative and non suppurative complications not assessed (critical outcomes)
	⨁◯◯◯
Very low
	CRITICAL


CI: Confidence interval; RR: Risk ratio
Explanations: a. Single study with a high risk of bias b. Outcome not assessed
Abbreviations: CI: Confidence Interval; RR: Risk Ratio
Explanations: a. Single study with a high risk of bias
References 1 Cohen..2016

[bookmark: _Hlk171527444]Question 5: Which antibiotic(s) should be recommended as first-choice therapy for relapsing GABHS pharyngotonsillitis despite several courses of amoxicillin?
	Question: [therapy with other antibiotics (amoxicillin-clavulanate, macrolides, cephalosporins)] compared to [therapy with amoxicillin] for [recurrent streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient
Table A3.4. Quality of Evidence for Question 5

	Certainty assessment
	Sintesi dei risultati
	Importance

	Participants
(studies)
Follow up
	
Risk of bias
	Risk of bias
	Inconsistency
	Imprecision
	Other considerations
	Quality of Evidence
	Clinical Events (%)
	Relative Risk 
(95% CI)
	Expected absolute effect

	
	
	
	
	
	
	
	Amoxicillin/penicillin V
	Other antibiotics
	
	Risk with penicillin V/amoxicillin
	Risk difference other antibiocs 

	Amoxicillin-Clavulanate vs. Penicillin V - Prevention of recurrent PT (follow-up: 10 days; assessed by: difference in % of patients without recurrence)

	37
(1 RCT)1
	seriousa,b
	seriousb
	not important
	not important
	none
	⨁⨁◯◯
Low
	16/19 (84.2%) 
	8/18 (44.4%) 
	RR 0.19
(0.05 to 0.75)
	842 per 1.000
	682 less per 1.000
(from 800 less to 211 less)

	Clindamycin vs. Penicillin V - Prevention of recurrent PT (follow-up: range 2 days to 15 days; assessed by: % of patients without recurrence)

	29
(1 RCT)2
	seriousa,b
	seriousb
	not important
	not important
	nessunoa
	⨁⨁◯◯
Low
	1/14 (7.1%) 
	12/15 (80.0%) 
	RR 0.08
(0.01 to 0.52)
	71 per 1.000
	66 less per 1.000
(from 71 less to 34 less)


CI: Confidence interval; RR: Risk ratio
Explanations:
a. Low methodological quality
b. Single study
References
1. Brook,I,(1989).
2.1985, Brook.





















[bookmark: _Hlk171527466]Question 6: Which is the appropriate dosage of amoxicillin in the treatment of GABHS pharyngotonsillitis? 
Question: [amoxicillin 50 mg/kg/day in 2 daily doses] compared to [amoxicillin 50 mg/kg/day in 3 daily doses] for [streptococcal pharyngotonsillitis in pediatric patients]
Setting: Outpatient

Table A3.5. Quality of evidence question 6
	Certainty assessment
	№ of patients
	Effect
	Certain
	Importance

	number of studies
	Study design
	Risk of bias
	Risk of bias
	Inconsistency
	Imprecision
	Other considerations
	[amoxicilline 50 mg/kg/die in 2 daily doses giornaliere ]
	[amoxicilline 50 mg/kg/die in 3 daily doses]
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Differences in therapeutic success (follow up:8 to 14 days;  assessed by: differences in % of success (95% CI)

	11
	Randomized study
	not important
	not important
	not important
	not important
	none
	262
	255
	-
	MD 0.014 more
(0.051 inferior to 0.023 maggiore)
	⨁⨁⨁⨁
HIgh
	CRITICAL

	Relapse risk (follow up: 28 to 42 days; assessed by: differences in % of success (95% CI)

	11
	Randomized study
	not important
	not important
	not important
	not important
	none
	262
	255
	-
	MD 0.009 more (0.018 inferior to 0.035 maggiore)
	⨁⨁⨁⨁
HIgh
	IMPORTANT


CI: Confidence interval; MD: Mean difference
References
1.Aguilar TO, Tinoco JC,Macias M,Huicho L,Levy J,Trujillo H,Lopez P,Pereira M,Maqbool S,Bhutta ZA,Sacy RA,Deacon S. Clinical and bacteriologic efficacy of amoxycillin b.d. (45 mg/kg/fromy) versus amoxycillin t.d.s (40 mg/kg/fromy) in children with group TO beta-hemolytic streptococcal tonsillopharyngitis. J Chemother. 2000 Oct, 10.1179/joc.2000.12.5.396, 12(5):396-405.,doi:. .




















Question 7: May parenteral antibiotics, specifically intramuscular benzathine-penicillin, be recommended as treatment alternative to oral amoxicillin in selected GABHS pharyngotonsillitis patients?  
Question: [antibiotics administered parenterally (benzathine penicillin, ceftriaxone)] compared to [amoxicillin] for [streptococcal pharyngotonsillitis in pediatric patients] 
Setting: Outpatient
Table A3.6 Quality of Evidence for Question 7
	Certainty assessment
	№ of patients
	Effect
	Certain
	Importance

	number of studies
	Study design
	Risk of bias
	Risk of bias
	Inconsistency
	Imprecision
	Other considerations
	Parenteral antibiotic therapy (benzatin-penicillin ceftriaxone]
	amoxicillin
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Therapeutic failure - persistence of symptoms (follow-up: 2 days; assessed by: % of patients with symptoms after therapy)

	11
	Randomized study
	seriousa,b
	not important
	seriousc
	not important
	none
	2/31 (6.5%) 
	13/68 (19.1%) 
	RR 0.34
(0.08 to 1.41)
	126 less per 1.000
(from 176 less to 78 less)
	⨁⨁◯◯
Low
	CRITICAL


CI: Confidence interval; RR: Risk ratio
**Explanations:**
a. Small sample size
b. No protocol cited, lack of sample size calculation, separate results for PP and ITT analyses missing
c. Amoxicillin administration once daily, doubtful transferability of results, study conducted in Low Income Country
References
1.Eslami ST, Nassirian TO,Nassirian H,Hatami E,Sobhani E,Najibpour R. Comparing performance of amoxicillin and intramuscular benzathine penicillin in relieving manifestations of streptococcal pharyngitis in children. Ghana Med J. 2014 Dec, 10.4314/gmj.v48i4.3, 48(4):185-8.

[bookmark: _Hlk171527504]Question 8.  Is it necessary to treat non-streptococcal bacterial pharyngotonsillitis (Fusobacterium spp., other anaerobes, Staphylococcus aureus, etc.) with antibiotics?
Question: [antibiotic therapy] compared to [no therapy or symptomatic therapy] for [non-streptococcal pharyngotonsillitis in pediatric patients] 
Setting: Outpatient
Table A3.7. Quality of Evidence for Question 8
	Certainty assessment
	№ of patients
	Effect
	Certain
	Importance

	N° of studies
	Study design
	Risk of bias
	Risk of bias
	Inconsistency
	Imprecision
	Other considerations
	Antibiotic therapy
	No therapy
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Symptoms on 3rd day (sore throat) (follow-up: median 3 days; assessed by: % patients with sore throat)

	71,2,to
	Randomized study
	seriousb
	not importantc
	not important
	not important
	none
	262/458 (57.2%) 
	202/278 (72.7%) 
	RR 0.78
(0.63 to 0.97)
	160 less per 1.000
(from 269 less to 22 less)
	⨁⨁⨁◯
Moderate
	IMPORTANT

	Symptoms on 7th day (sore throat) (follow-up: median 7 days; assessed by: % of patients with symptoms)

	53
	Randomized study
	seriousb
	not important
	not important
	not important
	none
	42/315 (13.3%) 
	43/326 (13.2%) 
	RR 0.73
(0.50 to 1.07)
	36 less per 1.000
(from 66 less to 9 less)
	⨁⨁⨁◯
Moderate
	IMPORTANT

	Symptoms on 3rd day (fever) (follow-up: median 3 days)

	12
	Randomized study
	seriousc
	seriousd
	not important
	seriouse
	none
	Non available
Not significant difference reported
	⨁◯◯◯
Very low
	CRITICAL


CI: Confidence interval; RR: Risk ratio
Explanations:
a. Aggregated data from 6/7 studies. For 1 study (Little 1997) data not available, but differences are not statistically significant
b. Studies on pediatric and adult patients. Very old studies, pre-1997 (EBM)
c. For the study by Little 1997, data available. However, no significant differences in pain, cough, and malaise 
d. Study on pediatric and adult patients
e. Missing RR and 95% CI data
References
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