Additional file 1

Table S1 – List of the 25 Journals of “General and/or Internal Medicine” with higher Impact Factor in 2015. 

	Rank
	Full Journal Title
	Total Cites
	Journal Impact Factor

	1
	NEW ENGLAND JOURNAL OF MEDICINE
	283,525
	59.558

	2
	LANCET
	195,553
	44.002

	3
	JAMA-JOURNAL OF THE AMERICAN MEDICAL ASSOCIATION
	129,909
	37.684

	4
	BMJ-BRITISH MEDICAL JOURNAL
	93,118
	19.697

	5
	ANNALS OF INTERNAL MEDICINE
	49,618
	16.440

	6
	JAMA INTERNAL MEDICINE
	5,590
	14.000

	7
	PLOS MEDICINE
	20,499
	13.585

	8
	BMC MEDICINE
	7,331
	8.005

	9
	JOURNAL OF CACHEXIA SARCOPENIA AND MUSCLE
	901
	7.883

	10
	JOURNAL OF INTERNAL MEDICINE
	9,090
	7.803

	11
	CANADIAN MEDICAL ASSOCIATION JOURNAL
	12,420
	6.724

	12
	MAYO CLINIC PROCEEDINGS
	10,745
	5.920

	13
	AMERICAN JOURNAL OF MEDICINE
	22,561
	5.610

	14
	ANNALS OF FAMILY MEDICINE
	3,879
	5.087

	15
	TRANSLATIONAL RESEARCH
	2,418
	4.557

	16
	AMERICAN JOURNAL OF PREVENTIVE MEDICINE
	17,735
	4.465

	17
	ANNALS OF MEDICINE
	4,012
	3.763

	18
	DEUTSCHES ARZTEBLATT INTERNATIONAL
	2,403
	3.738

	19
	PALLIATIVE MEDICINE
	3,714
	3.685

	20
	JOURNAL OF GENERAL INTERNAL MEDICINE
	14,808
	3.494

	21
	MEDICAL JOURNAL OF AUSTRALIA
	9,739
	3.369

	22
	AMERICAN JOURNAL OF CHINESE MEDICINE
	2,535
	2.959

	23
	BRITISH MEDICAL BULLETIN
	3,727
	2.921

	24
	PREVENTIVE MEDICINE
	12,516
	2.893

	25
	QJM-AN INTERNATIONAL JOURNAL OF MEDICINE
	5,309
	2.824


Source: InCitesTM Journal Citation Reports® by Thomson Reuters.



Table S2 – Search strategy used to identify studies reporting number needed to treat (NNT), performed in Pubmed on 24th August 2016.

	Search
	Terms
	Results

	#1
	Search ((((((((((((((((((((((((("The New England journal of medicine"[Journal]) OR "Lancet (London, England)"[Journal]) OR "JAMA"[Journal]) OR "British medical journal"[Journal]) OR "Annals of internal medicine"[Journal]) OR "JAMA internal medicine"[Journal]) OR "PLoS medicine"[Journal]) OR "BMC medicine"[Journal]) OR ("Journal of cachexia, sarcopenia and muscle"[Journal])) OR "Journal of internal medicine"[Journal]) OR "Canadian Medical Association journal"[Journal]) OR "Mayo Clinic proceedings"[Journal]) OR "The American journal of medicine"[Journal]) OR "Annals of family medicine"[Journal]) OR ("Translational research : the journal of laboratory and clinical medicine"[Journal])) OR "American journal of preventive medicine"[Journal]) OR "Annals of medicine"[Journal]) OR "Deutsches Ärzteblatt international"[Journal]) OR "Palliative medicine"[Journal]) OR "Journal of general internal medicine"[Journal]) OR "The Medical journal of Australia"[Journal]) OR "The American journal of Chinese medicine"[Journal]) OR "British medical bulletin"[Journal]) OR "Preventive medicine"[Journal]) OR "QJM : monthly journal of the Association of Physicians"[Journal])
	560760

	#2
	Search numbers needed to treat[MeSH Terms]
	160

	#3
	Search "nnt"
	2333

	#4
	Search "nnh"
	639

	#5
	Search "nntb"
	216

	#6
	Search "nnth"
	110

	#7
	Search "number needed to treat"[Title/Abstract]
	3555

	#8
	Search "number needed to harm"[Title/Abstract]
	579

	#9
	Search ((#2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8))
	5040

	#10
	Search (#1 AND #9)
	225

	#11
	Search ((#1 AND #9)) Sort by: PublicationDate Filters: Publication date from 2006/01/01 to 2015/12/31
	138





Table S3 – List of queries used to describe and categorize NNT in selected studies.

	Description and categorization of NNT estimates:

	a) What was the type of variable used to compute NNT for the outcome of interest?	

	· Binary;

	· Time-to-event.

	b) Was the NNT presented together with the result of a relative effect measure? 

	· Yes; 

	· No.

	c) Which was the relative effect measure presented together with the NNT?

	· Hazard Ratio;

	· Odds Ratio;

	· Rate Ratio;

	· Relative Risk;

	· Not applicable;

	d) For which study outcome was the NNT calculated?

	· Primary outcome; 

	· Primary and secondary outcomes; 

	· Other outcomes than the primary outcome.

	e) Was the NNT calculated for beneficial, harmful or both beneficial and harmful outcomes? 

	· NNTB (beneficial outcome); 

	· NNTH (harmful outcome); 

	· NNTB and NNTH.

	f) Which type of NNT was calculated?	

	· Patient-based NNT;

	· Patient-time-based NNT;

	· Event-based NNT (multiple events).

	g) Was the control event rate used to derive the NNT presented?

	· Yes;

	· No.

	h) Was the time horizon clearly defined for the NNT?

	· Yes; 

	· No.

	i) Were the confidence intervals provided for the NNT?

	· Yes;

	· No.


Notes: Patient-based NNT: Number of patients with outcome of interest divided by the total amount of participating patients; Patient-time-based NNT: Number of patients with outcome of interest divided by the total amount of patient-time, to account for varying follow-up times; Event-based NNT (multiple events): Number of outcome events divided by the total amount of patient-time [29].



Table S4 – List of queries used to assess methodologies used to calculate NNT in selected studies.

	Assessment of the methodology used to calculate NNT:

	a) Was the method used to compute NNT defined in the methods section? 

	· Yes; 

	· No;

	b) Which method was used to derive the NNT? 

	· Risk difference (i.e. absolute risk reduction or increase); 

	· Relative effect measure (e.g., Hazard Ratio; Odds Ratio; Rate Ratio; Relative Risk).

	c) What was the source of data used to calculate NNT? 

	· Simple proportions; 

	· Relative effect measure; 

	· Cumulative incidence rates (i.e. using a Kaplan-Meier approach or a Cox regression model); 

	· Pooled risk differences (i.e. derived from meta-analysis);

	· Average risk difference;

	d) Was the method used to derive the NNT in line with recommendations for study design?

	· Yes;

	· No.




Table S5 – Search strategy used to identify studies investigating methods for calculating number needed to treat (NNT), performed in Pubmed on 24th August 2016.

	Search
	Terms
	Results

	#1
	Search numbers needed to treat[MeSH Terms]
	160

	#2
	Search nnt
	2333

	#3
	Search nnh
	639

	#4
	Search nntb
	216

	#5
	Search nnth
	110

	#6
	Search "number needed to treat"[Title/Abstract]
	3555

	#7
	Search "number needed to harm"
	579

	#8
	Search (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7)
	5040

	#9
	Search ("Epidemiologic Methods"[Majr] OR "Data Collection"[Majr] OR "Data Interpretation, Statistical"[Majr] OR "Statistics as Topic"[Majr] OR "Evidence-Based Medicine"[Mesh])
	619049

	#10
	Search (#8 AND #9)
	629






Table S6 – Main characteristics of included studies.
	Reference
	Journal
	Year
	Country
	Studies, N=
	Participants, N=
	Study duration
	Disease or condition
	Disease, SOC
	Intervention
	Control
	Primary outcome measure

	Systematic review and Meta-analysis

	Palmerini et al.
	Lancet
	2015
	Italy
	10
	31,666
	NA
	Patients with CAD undergoing PCI 
	Cardiac disorders
	Short-duration DAPT
	Long-duration (>1 yr) DAPT
	All-cause mortality

	Chatterjee et al.
	JAMA
	2014
	USA
	16
	2,115
	NA
	Pulmonary embolism
	Respiratory, thoracic and mediastinal disorders
	Thrombolytic therapy
	Conventional anticoagulant therapy
	All-cause mortality and major bleeding

	Jonas et al.
	JAMA
	2014
	USA
	123*
	22,803
	NA
	Alcoholism
	Psychiatric disorders
	Medication for alcoholism disorders
	Placebo or other medication
	Not clearly defined. Several outcomes analysed: alcohol consumption, motor vehicle crashes, injuries, quality of life, function, mortality, and harms

	Spielmans et al.
	PLoS Med
	2013
	USA
	7
	3,549
	NA
	Depression
	Psychiatric disorders
	Atypical antipsychotics
	Placebo
	A primary outcome is not clearly defined. Several outcomes analysed: remission, response, and adverse events.

	Kayentao et al.
	JAMA
	2013
	UK
	7
	6,281
	NA
	Pregnancy
	Pregnancy, puerperium and perinatal conditions
	3 or more doses of sulfadoxine-pyrimethamine
	2 doses of sulfadoxine-pyrimethamine
	Low birth weight (LBW); and mean birth weight

	Hempel et al.
	JAMA
	2012
	USA
	82
	11,811
	NA
	Antibiotic-associated diarrhea
	Gastrointestinal disorders
	Probiotics (Lactobacillus, Bifidobacterium, Saccharomyces, Streptococcus, Enterococcus, and/orBacillus)
	No treatment, placebo, or a different probiotic or probiotic dose
	Participants with diarrhea

	Leucht et al.
	Lancet
	2012
	Germany
	65
	6,493
	NA
	Schizophrenia
	Psychiatric disorders
	Antipsychotics
	Placebo
	Relapse between 7 and 12 months

	Shah et al.
	Am J Med
	2012
	USA
	18
	8,595
	NA
	Irritable bowel syndrome
	Gastrointestinal disorders
	Alosetron; tricyclic antidepressants; rifaximin; lubiprostone; or selective serotonin reuptake inhibitors
	Placebo
	Adverse event requiring discontinuation of treatment 

	Maher et al.
	JAMA
	2011
	USA
	393
	 
	NA
	Off-label conditions (agitation in dementia, anxiety, and OCD)
	Injury, poisoning and procedural complications
	Atypical antipsychotics (risperidone, olanzapine, quetiapine, aripiprazole, ziprasidone, asenapine, iloperidone, or paliperidone)
	Placebo, another atypical antipsychotic medication, or other pharmacotherapy for adult off-label conditions 
	A primary outcome is not clearly defined. Several outcomes analysed: improvement in psychosis, improvement in agitation, and a total global score.

	Preiss et al.
	JAMA
	2011
	UK
	5
	32,752
	NA
	Cardiovascular disease
	Cardiac disorders
	Intensive-dose statin therapy 
	Moderate-dose statin therapy
	Major cardiovascular events (prevention); New-onset diabetes (adverse event)

	Shamliyan et al.
	J Gen Intern Med
	2011
	USA
	16
	4,431
	NA
	Chronic hepatitis B
	Infections and infestations
	Antiviral drugs
	Antiviral drugs or placebo
	A primary outcome is not clearly defined. Several outcomes analysed: mortality, incidence of hepatocellular carcinoma, liver failure, prevalence and incidence of cirrhosis, HBeAg or HBsAg presence or seroconversion, viral load of HBV deoxyribonucleotide acid (HBV DNA), ALT levels, histological necroinflammatory and fibrosis scores, and adverse events.

	Coker et al.
	JAMA
	2010
	USA
	7
	2,058
	NA
	Acute Otitis Media
	Infections and infestations
	Antibiotics (immediate initiation)
	Placebo or strategy of observation with possible delayed treatment
	Clinical success

	Testa et al.
	Q J Med
	2008
	UK
	8
	1,318
	NA
	Myocardial infarction
	Cardiac disorders
	Rescue PCI or repeat thrombolysis
	Conservative therapy
	A primary outcome is not clearly defined. Several outcomes analysed: major adverse events, defined as the composite of overall mortality and re-infarction; stroke, congestive heart failure (CHF), major bleeds, and minor bleeds 

	Bangalore et al.
	Lancet
	2008
	USA
	33
	12,306
	NA
	Non-cardiac surgery
	Surgical and medical procedures
	β blockers (intravenous or oral)
	Other drugs, placebo, or no intervention
	A primary outcome is not clearly defined. Several outcomes analysed: 30-day all-cause mortality, cardiovascular mortality, non-fatal myocardial infarction, non-fatal stroke, and heart failure; perioperative adverse events (bradycardia, hypotension, and bronchospasm)

	Christensen et al.
	Lancet
	2007
	Denmark
	4
	4,105
	NA
	Obesity
	Metabolism and nutrition disorders
	Rimonabant 20 mg
	Placebo
	Difference in mean weight change and the number of individuals achieving at least 10% weight reduction handled as a dichotomous responder criterion

	Green et al.
	Mayo Clin Proc
	2007
	Israel
	12
	1,245
	NA
	Pneumocystis pneumonia (PCP) prophylaxis (caused by Pneumocystis jirovecii)
	Infections and infestations
	Antibiotics
	Placebo, no intervention, or antibiotics with no activity against P jirovecii
	PCP infection

	Bridge et al.
	JAMA
	2007
	USA
	27
	5,31
	NA
	Major depressive disorder (MDD), OCD, and non-OCD anxiety disorders
	Psychiatric disorders
	SSRIs and other second generation antidepressants 
	Placebo
	Efficacy: treatment response and the prospectively identified scalar variable assessing change in symptoms from baseline to the end of treatment; safety: suicidal ideation/suicide attempt

	Leontiadis et al.
	Mayo Clin Proc
	2007
	USA
	24
	4,373
	NA
	Peptic ulcer bleeding
	Gastrointestinal disorders
	Proton pump inhibitors (PPIs)
	Placebo or a histamine 2-receptor antagonist 
	Mortality from any cause within 30 days of randomization

	Dentali et al.
	Ann Intern Med
	2007
	Canada
	9
	19,958
	NA
	Hospitalized medical patients at risk for venous thromboembolism
	Vascular disorders
	Anticoagulant prophylaxis
	No anticoagulant prophylaxis
	A primary outcome is not clearly defined. Several outcomes analysed: any pulmonary embolism (PE), fatal PE, symptomatic deep venous thrombosis (DVT), and all-cause mortality; and major bleeding

	Rovers et al.
	Lancet
	2006
	The Netherlands
	6
	1,643
	NA
	Acute media otitis
	Infections and infestations
	Antibiotics (immediate initiation) 
	Placebo (or delayed treatment with antibiotics)
	Extended course of acute otitis media, consisting of pain, fever, or both at 3–7 days

	Hollingsworth et al.
	Lancet
	2006
	USA
	9
	693
	NA
	Urinary stone disease
	Renal and urinary disorders
	Calcium-channel blockers or α-blockers 
	Non-use of calcium-channel blockers or α-blockers 
	Proportion of patients who passed stones (cumulative incidence)

	Bongartz et al.
	JAMA
	2006
	UK
	9
	41,005
	NA
	Rheumatoid arthritis
	Musculoskeletal and connective tissue disorders
	Anti-TNF therapy
	Placebo
	Serious infections and malignancies

	Spiegel et al.
	Am J Med
	2006
	USA
	26
	41,529
	NA
	Chronic arthritis pain
	Musculoskeletal and connective tissue disorders
	COX-2 inhibitors or NSAIDs + PPIs
	NSAIDs
	Dyspepsia

	Randomized Controlled Trial

	Lenze et al.
	Lancet
	2015
	Canada
	NA
	181
	12 weeks
	Depression
	Psychiatric disorders
	Aripiprazole
	Placebo
	Remission of depression

	Unger et al.
	BMC Medicine
	2015
	Australia
	NA
	2,793
	Until delivery
	Pregnancy
	Pregnancy, puerperium and perinatal conditions
	Sulphadoxine-pyrimethamine plus azithromycin
	Sulphadoxine-pyrimethamine and chloroquine plus placebo
	Proportion of live born, singleton infants without congenital malformations with low birthweight

	Imazio et al.
	JAMA
	2014
	Italy
	NA
	360
	3 months
	Patients undergoing cardiac surgery
	Surgical and medical procedures
	Colchicine
	Placebo
	Occurrence of postpericardiotomy syndrome

	Imazio et al.
	Lancet
	2014
	Italy
	NA
	240
	18 months
	Recurrent pericarditis
	Cardiac disorders
	Colchicine
	Placebo
	Recurrence of pericarditis

	Lazzerini et al.
	JAMA
	2013
	Italy
	NA
	54
	8 weeks
	Refractory paediatric Crohn’s disease
	Gastrointestinal disorders
	Thalidomide
	Placebo
	Clinical remission; Reduction in Pediatric Crohn Disease Activity Index (PCDAI) score by 25% or 75%

	Mason et al.
	JAMA Intern Med
	2014
	USA
	NA
	150
	12 weeks
	Alcoholism
	Psychiatric disorders
	Gabapentin
	Placebo
	Complete abstinence; no heavy drinking

	Liou et al.
	Lancet
	2013
	Taiwan
	NA
	900
	7 weeks
	H pylori infection
	Infections and infestations
	S14
	T14
	Eradication rate in first-line treatment

	Enden et al.
	Lancet
	2012
	Norway
	NA
	209
	24 months
	Deep vein thrombosis
	Vascular disorders
	Catheter-directed thrombolysis (CDT) using alteplase + Conventional treatment
	Conventional treatment with initial low molecular weight heparin (LMWH) and warfarin followed by warfarin alone 
	Iliofemoral patency after 6 months; and frequency of post-thrombotic syndrome (PTS) after 24 months

	Ryan et al.
	Lancet
	2012
	Australia
	NA
	62
	8 weeks
	Refractory chronic cough
	Respiratory, thoracic and mediastinal disorders
	Gabapentin
	Placebo
	Change in cough-specifi c quality of life (Leicester cough questionnaire [LCQ] score) from baseline to 8 weeks of treatment

	Srinivasan et al.
	BMC Medicine
	2012
	Uganda
	NA
	352
	7 days‡
	Pneumonia
	Infections and infestations
	Zinc
	Placebo
	Time taken for normalization of respiratory rate, time taken for normalization of temperature and time taken for oxygen saturation to normalize (92% or more), while breathing room air

	Franklin et al.
	JAMA
	2011
	USA
	NA
	124
	12 weeks
	Pediatric OCD
	Psychiatric disorders
	Medication management plus instructions in cognitive behaviour therapy (CBT); medication management plus CBT
	Medication management only
	Proportion of patients responding positively to treatment by improving their baseline obsessive-compulsive scale score by 30% or more

	Imazio et al.
	Ann Intern Med
	2011
	Italy
	NA
	120
	18 months
	Recurrent pericarditis
	Cardiac disorders
	Colchicine
	Placebo
	Recurrence rate of pericarditis

	Brinks et al.
	Ann Fam Med 
	2011
	The Netherlands
	NA
	120
	12 months
	Greater trochanteric pain syndrome (GTPS)
	Musculoskeletal and connective tissue disorders
	Usual care and local corticosteroid injection
	Usual care
	Recovery at 3 and 12 months as measured on a 7-point Likert Scalre, and severity of pain during last week measured with a numeric rating scale

	Zinman et al.
	Lancet
	2010
	Canada
	NA
	207
	3.9 years
	Impaired glucose tolerance 
	Metabolism and nutrition disorders
	Rosiglitazone + Metformin
	Placebo
	Development of new onset type 2 diabetes

	Kenyon et al.
	Lancet
	2008
	UK
	NA
	3,196
	7 years
	Children at age 7 years born to the women who had completed the ORACLE II Study
	Pregnancy, puerperium and perinatal conditions
	Erythromycin and/or amoxicillin–clavulanate
	Placebo
	Any level of functional impairment

	Shepherd et al.
	Mayo Clin Proc
	2008
	UK
	NA
	10,001
	4.8 years
	CAD, Diabetes, and Chronic Kidney Disease 
	Cardiac disorders
	High-dose atorvastatin
	Low-dose atorvastatin
	Major cardiovascular events

	Halonen et al.
	JAMA
	2007
	Finland
	NA
	241
	84 hours
	Cardiac surgery (prevention of atrial fibrillation)
	Surgical and medical procedures
	Hydrocortisone
	Placebo
	Atrial fibrillation

	Retrospective Cohort Study

	Jørgensen et al.
	JAMA Intern Med
	2015
	Denmark
	NA
	55,32
	30 days
	Hypertension
	Vascular disorders
	Beta-blocker
	Other antihypertensive drugs 
	MACE and all-cause mortality

	Smith et al.
	Am J Med
	2015
	USA
	NA
	11,18
	1 year
	Myocardial infarction
	Cardiac disorders
	Statin
	Non-use of statin
	All-cause mortality and CV hospitalizations; and AEs (diabetes mellitus and myopathy)

	Parekh et al.
	JAMA Intern Med
	2014
	USA
	NA
	30,411
	14 days
	Diabetes and concomitant infection
	Metabolism and nutrition disorders
	Antimicrobials known to cause hypoglycaemia
	Antimicrobials not linked to hypoglycemia
	Any hospitalization or emergency department visit owing to hypoglycemia within 14 days of antimicrobial exposure

	Fexer et al.
	Dtsch Arztebl Int
	2014
	Germany
	NA
	2,992
	42 months
	COPD
	Respiratory, thoracic and mediastinal disorders
	Teophyline
	Non-use of theophyline
	Hospitalizations and disease exacerbations

	London et al.
	JAMA
	2013
	USA
	NA
	55,138
	30 days
	Noncardiac surgery
	Surgical and medical procedures
	Beta-blocker
	Non-use of beta-blocker
	All-cause mortality

	Meropol et al.
	Ann Fam Med
	2013
	USA
	NA
	814,283
	15 days
	Acute nonspecific respiratory infections
	Infections and infestations
	Antibiotics
	Non-use of antibiotics
	Hospitalization within 15 days for severe adverse drug events and community-acquired pneumonia

	Leung et al.
	Am J Med
	2011
	USA
	NA
	2,613
	10 years†
	Hypertension
	Vascular disorders
	Thiazide
	Non-use of thiazide
	First occurrence of hyponatremia

	Graham et al.
	JAMA
	2010
	USA
	NA
	227,571
	Until the earliest occurrence of a study end point
	Type 2 diabetes mellitus
	Metabolism and nutrition disorders
	Rosiglitazone
	Pioglitazone
	Individual end points of acute myocardial infarction (AMI), stroke, heart failure, and all-cause death, and composite end point of AMI, stroke, heart failure, or death

	Wijeysundera et al.
	Lancet
	2008
	Canada
	NA
	259,037
	30 days
	Elective surgical procedures
	Surgical and medical procedures
	Epidural anaesthesia
	No epidural anaesthesia
	All-cause death within 30 days after surgery

	Nested case-control

	Etminan et al.
	JAMA
	2012
	Canada
	NA
	989,591
	1,7 years 
	Ophtalmological condition
	Eye disorders
	Oral fluoroquinolones
	Non-use of fluoroquinolones
	Retinal detachment

	Bell et al.
	JAMA
	2009
	Canada
	NA
	96,128
	14 days
	Cataract
	Eye disorders
	Tansulosin or other alfa-blocking drugs 
	No exposure in the year prior to cataract surgery
	Postoperative ophthalmic adverse events (a composite of procedures signifying retinal detachment, lost lens or lens fragment, or endophthalmitis occurring within 14 days after cataract surgery)


Legend:
AE, adverse event; AMI, acute myocardial infarction; CAD, coronary artery disease; CER, control event rate; CHF, congestive heart failure; COPD, Chronic Obstructive Pulmonary Disease; CV, cardiovascular; DAPT, dual antiplatelet therapy; DVT, deep venous thrombosis; ICU: Intensive Care Unit; MACE, major adverse cardiovascular event; mo, months; MedDRA Medical Dictionary for Regulatory Activities; NA, not applicable; NNT, number needed to treat; NNTB, number needed to treat to benefit; NNTH, number needed to treat to harm; NSAIDs, non-steroidal anti-inflammatory drugs; OCD, obsessive-compulsive disorder; PCI, percutaneous coronary intervention; PCP, Pneumocystis pneumonia; PE, pulmonary embolism; PPIs, proton-pump inhibitors; RD, risk difference; SOC, system organ class; SSRIs, selective serotonin reuptake inhibitors; TNF, tumor necrosis factor; wk, weeks; yr, years;
*122 RCT and 1 cohort study;
‡ Until hospital discharge, death or a maximum of 7 days, whichever came first;
† Subjects were followed from their index date until first occurrence of hyponatremia, death, or December 31, 2009 (whichever came first), providing for a maximum follow-up of 10 years;
¥ Extension (follow-up) of a RCT; ORACLE II: The ORACLE II trial compared the use of erythromycin and/or amoxicillin–clavulanate (co-amoxiclav) with that of placebo for women in spontaneous preterm labour and intact membranes, without overt signs of clinical infection, by use of a factorial randomised design;
₹ Median follow-up before co-trimoxazole was 154 (IQR 147–161) days, during co-trimoxazole was 532 (488–542) days, and during ART and co-trimoxazole was 749 (699–812) days.


Table S7 – Number of publications reporting number needed to treat (NNT) values, according to study design and journal.

	Journal
	Study Design
	Total

	
	Systematic review and meta-analysis
	RCT
	Cohort
	Case-control
	

	Am J Med
	2
	0
	2
	0
	4

	Ann Fam Med
	0
	1
	1
	0
	2

	Ann Intern Med
	1
	1
	0
	0
	2

	BMC Medicine
	0
	2
	0
	0
	2

	Dtsch Arztebl Int
	0
	0
	1
	0
	1

	J Gen Intern Med
	1
	0
	0
	0
	1

	JAMA
	9
	4
	2
	2
	17

	JAMA Intern Med
	0
	1
	2
	0
	3

	Lancet
	6
	7
	1
	0
	14

	Mayo Clin Proc
	2
	1
	0
	0
	3

	PLoS Med
	1
	0
	0
	0
	1

	QJM
	1
	0
	0
	0
	1

	Total
	23
	17
	9
	2
	51


Legend: RCT, Randomized controlled trial.



Table S8 – Description of data used to assess the completeness of information and the appropriateness of methods used to compute NNTs in the included studies.
	Reference
	Primary outcome type
	Type of variable 
	Relative effect measure
	Type of relative effect measure 
	NNT calculated for outcome
	NNTB and/or NNTH
	Type of NNT 
	CER presented
	Time horizon defined   for NNT
	Confidence intervals for NNT
	Methodology used to compute NNT defined in methods section
	Method used to compute NNT
	Source of data used to compute NNT
	Adequate method to compute NNT
	Comments

	Systematic review and Meta-analysis

	Palmerini et al.
	Efficacy
	Time to event
	Yes
	Hazard Ratio
	Primary and secondary outcomes
	NNTB
	Patient-time-based NNT
	No
	Yes
	No
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	NNT calculated using ‘metannt’ command with STATA. The RD is calculated based on an assumed value of the risk in the control group. The ‘metannt’ command calculates this by deriving an estimate of the intervention effect (e.g. a risk ratio), applying it to a population with a given outcome event risk, and deriving from this a projected event risk if the population were to receive the intervention.

	Chatterjee et al.
	Efficacy and Safety
	Binary
	Yes
	Odds ratio
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	No
	Yes
	Yes
	Relative effect measure
	Relative effect measure
	Yes*
	*The method used to compute NNT is adequate. However, the CER was obtained using the total number of events and total patients from all studies in the meta-analysis (Simpsons' paradox).

	Jonas et al.
	Efficacy and Safety
	Binary
	No
	NA
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	No
	No
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	NNTB and NNTH were calculated only when pooled RDs found a statistically significant result. A pooled RD was calculated for two outcomes. Duration of included trials ranged from 12 to 52 weeks for the outcome any drinking, and from 12 to 24 weeks for heaving drinking.

	Spielmans et al.
	Efficacy and Safety
	Binary
	Yes
	Odds ratio
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	No
	No
	Yes
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	Although not presented, authors stated that "The baseline risk was calculated separately for each drug, so that placebo participants in one drug’s trials were not used to calculate baseline risk for a different drug". Conversions from OR to NNT were performed using Visual Rx software.

	Kayentao et al.
	Efficacy
	Binary
	Yes
	Relative risk
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	Time horizon considered well defined because the outcome is assessed at delivery (after pregnancy).

	Hempel et al.
	Efficacy
	Binary
	Yes
	Relative risk
	Primary outcome 
	NNTB
	Patient-based NNT
	No
	No
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	The pooled risk difference (obtained from meta-analysis) lead to a loss of follow-up time (indeed "Most trials either did not specify the follow-up period, or the assessment was explicitly limited to the time of antibiotics treatment")

	Leucht et al.
	Efficacy
	Binary
	Yes
	Relative risk
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	Yes
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	The outcome is assessed between 7 and 12 months of follow-up; a mean study duration is indicated for each outcome with NNT (calculated from absolute RD pooled from the meta-analysis).

	Shah et al.
	Safety
	Binary
	Yes
	Relative Risk
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	No
	No
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	The study comprehends the calculation and comparison of NNT for several treatments. However, NNTs are not comparable because they were calculated from pooled RDs and times of follow-up vary considerably across studies included in the meta-analysis (10 days to 48 weeks).

	Maher et al.
	Efficacy and Safety
	Binary
	Yes
	Relative risk; Odds Ratio
	Primary and secondary outcomes
	NNTH
	Patient-based NNT
	No
	No
	No
	Yes
	Relative effect measure
	Relative effect measure
	Yes*
	NNT was calculated for significant RRs (NNTB) or ORs (NNTH) using pooled RR and the assumed control risk from the placebo group). *The method is adequate; however, the authors did not clearly define the time-horizon and did not provide the control event rate used to compute NNTs.

	Preiss et al.
	Efficacy and Safety
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTB; NNTH
	Patient-time-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Pooled RD
	No
	The variable for the primary outcome of the study is binary and pooled OR (95% CI) was calculated. However, NNT was calculated by taking the reciprocal of RD between pooled event rates per 1000 patient-years. Person-time based NNT was presented and interpreted as the number of persons needed to treat over one year.

	Shamliyan et al.
	Efficacy
	Binary
	No
	NA
	Primary and secondary outcomes
	NNTB
	Patient-based NNT
	Yes
	No
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	Several antiviral treatments were compared based on estimates NNT. However, studies with different times of follow-up for antiviral treatments were used to pool absolute RD. The time horizon factor is lost.

	Coker et al.
	Efficacy
	Binary
	No
	NA
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Pooled RD
	No
	The pooled RD was obtained for a 14 day follow-up duration in every studies included in the meta-analysis. However, RD varies considerably across the studies included in the meta-analysis (ranging from -8% to 27%).

	Testa et al.
	Efficacy and Safety
	Binary
	Yes
	Odds ratio
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	No
	No
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	Pooled RD was used to calculate NNT. The follow-up of included studies ranged from ‘in hospital’ to 6 months.

	Bangalore et al.
	Efficacy and Safety
	Binary
	Yes
	Odds ratio
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	No
	Yes 
	No
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	Time-horizon was 30 days within the surgery. CERs used to compute NNTs were not presented. Although the methodology used to compute NNT was cited in the methods section, the formula was not provided.

	Christensen et al.
	Efficacy
	Binary
	Yes
	Odds ratio
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	Yes
	Yes
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	On the basis of combined OR values, NNTB and NNTH applying the overall event rate in the placebo group as a proxy for baseline risk.

	Green et al.
	Efficacy
	Binary
	Yes
	Relative Risk
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	No
	Yes*
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	*Confidence interval for the NNT was provided for the primary outcome within the primary analysis. Other NNTs were estimated according to different CERs, but without confidence intervals.

	Bridge et al.
	Efficacy and Safety
	Binary
	Yes
	Relative Risk
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	No
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	DerSimonian and Laird random-effects model was used to obtain a pooled estimate of the RD (95% CI). NNT was calculated as the reciprocal of RD. The duration of follow-up and the baseline risk varied considerably across included studies.

	Leontiadis et al.
	Efficacy
	Binary
	Yes
	Odds ratio
	Primary and secondary outcomes
	NNTB
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	Relative effect measure
	Relative effect measure
	Yes
	NNTs were estimated using OR and unweighted pooled rates in control groups. The methodology used to compute NNT is considered correct, but it is not clearly described in methods section.

	Dentali et al.
	Efficacy and Safety
	Binary
	Yes
	Relative Risk
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	No
	No
	Yes
	NNT=1/RD
	Simple proportions
	No
	Raw totals of patients from each study were added together to estimate proportions and calculate RD, i.e. treating data as it all came from one study (Simpson’s paradox). Further, the baseline risk ranged considerably across included studies (e.g. 0.2% to 4.0% for pulmonary embolism).

	Rovers et al.
	Efficacy
	Binary
	Yes
	Relative Risk
	Primary and secondary outcomes
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Pooled RD
	No
	Although it is not clearly stated in the methods section, the discussion of the study suggest that the authors calculated pooled RD by means of the meta-analysis.

	Hollingsworth et al.
	Efficacy
	Binary
	Yes
	Relative Risk
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	No
	Yes
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	Several CERs were indicated and used to calculate several NNT from risk ratios (as a relative risk) according to different baseline risks. CERs were not associated with a time-horizon.

	Bongartz et al.
	Safety
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTH
	Patient-based NNT
	No
	Yes
	Yes
	Yes
	NNT=1/RD
	Pooled RD
	No
	NNT calculated for treatment periods of 6 to 12 months and 3 to 12 months, using Mantel-Haenszel fixed-estimate of absolute RD in cases in which an OR of at least 1.5 was detected

	Spiegel et al.
	Efficacy
	Binary
	Yes
	Relative Risk
	Primary outcome
	NNTB
	Patient-based NNT
	No
	No
	No
	Yes
	NNT=1/RD
	Pooled RD
	No
	A pooled RD was calculated for two comparisons. Duration of included trials ranged from 6 to 78 weeks for one comparison; and from 12 to 24 weeks for another comparison.

	Randomized Controlled Trial

	Lenze et al.
	Efficacy
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes
	All patients completed the follow-up period.

	Unger et al.
	Efficacy
	Binary
	Yes
	Relative Risk
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes
	Only women with birth outcome was considered for the analysis, so there is no loss of follow-up.

	Imazio et al.
	Efficacy
	Binary
	No
	NA
	Primary and secondary outcomes
	NNTB; NNTH
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes
	No patients were lost to follow-up and all were analyzed for outcomes. Absolute differences were provided, but not relative effect measures.

	Imazio et al.
	Efficacy
	Binary
	Yes
	Relative risk
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes
	No patients were lost to follow-up.

	Lazzerini et al.
	Efficacy
	Binary
	Yes
	Relative Risk
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes*
	*Assuming that no patient was lost to follow-up since all randomized patients were considered in all calculations.

	Mason et al.
	Efficacy
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes
	Although only 57% of patients completed the study (85/150), we considered the method appropriate for computing NNT results since the authors of the study managed to classify all patients as responders or non-responders, including those that left the study earlier.

	Liou et al.
	Efficacy
	Binary
	No
	NA
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes
	About 5% loss at follow-up; patients who did not return for a follow-up 13C-UBT were recorded as treatment failure.

	Enden et al.
	Efficacy
	Binary
	No
	NA
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes
	Only patients completing follow-up were assessed.

	Ryan et al.
	Efficacy
	Binary
	No
	NA
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes
	Only patients completing follow-up were assessed. Primary outcome was assessed after dichotomization of a continuous variable (mean change).

	Srinivasan et al.
	Efficacy
	Binary
	Yes
	Relative risk
	Secondary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes
	All participants completed the follow-up. However the follow-up for those dying before the 7 days was shorter. 

	Franklin et al.
	Efficacy
	Binary
	No
	NA
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes*
	A total of 81.5% of patients completed the 12 weeks of follow-up. *As part of the study design, efforts were made to collect all outcomes on all randomized participants even when treatment was prematurely terminated. Prior to analysis, multiple imputation was used to replace missing values. A sequential regression multivariate imputation algorithm was used, as implemented in the IVEware package for SAS.

	Imazio et al.
	Efficacy
	Time to event
	Yes
	Relative risk (reduction)
	Primary outcome
	NNTB
	Patient-time-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Cumulative incidence rates
	Yes
	No patient was lost to follow-up, and all participants were analyzed for outcomes according to their original assigned groups. The recurrence rate was calculated using Cox regression analysis.

	Brinks et al.
	Efficacy
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTB
	Patient-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	Yes
	NNT for 3 months of follow-up. Only one patient was lost to follow-up at 3 months.

	Zinman et al.
	Efficacy
	Time to event
	Yes
	Hazard ratio
	Primary outcome
	NNTB
	Patient-time-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Cumulative incidence rates
	Yes 
	Separate product-limit estimated cumulative incidence curves were calculated for the two treatment groups and compared with the log-rank test. Cox proportional hazards models were used to assess the effect of rosiglitazone and metformin on the hazard of the primary outcome.

	Kenyon et al.
	Safety
	Binary
	Yes
	Odds ratio
	Secondary outcome
	NNTH
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes
	NNT calculated for a secondary outcome from proportion of children with cerebral palsy whose mothers had participated in ORACLE II Study

	Shepherd et al.
	Efficacy
	Time to event
	Yes
	Hazard ratio
	Primary outcome
	NNTB
	Patient-time-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Simple proportions
	No
	NNT calculated as 1/RD using final rates of event and citing a median time of follow-up of 4.8 years (NNT=14 in patients with diabetes and Chronic Kidney Disease). However, a Kaplan-Meier curve is provided in the study, which should have been used (since the median follow-up is lower than the 5-years objective, at least some patients did not complete the follow-up). From the Kaplan-Meier curve, we would have 20.3% and 14.0% patients with the outcome in the atorvastatin 10 mg and 80 mg/day, respectively, at 4.8 years of follow-up and a NNT = 15.8).

	Halonen et al.
	Efficacy
	Time to event
	Yes
	Hazard ratio
	Primary outcome
	NNTB
	Patient-time-based NNT
	Yes
	Yes
	No
	No
	NNT=1/RD
	Cumulative incidence rates
	Yes 
	Kaplan Meier curves were depicted for non-atrial fibrillation (outcome of interest). A multivariable Cox proportional hazards regression analysis model was performed to adjust for several variables. 

	Retrospective Cohort Study

	Jørgensen et al.
	Safety
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTH
	Patient-based NNT
	Yes
	Yes
	Yes
	Yes
	NNT=1/RD
	Average RD
	Yes
	NNTH adjusted for all variables using the method and SAS macro by Bender and Vervolgyi, i.e. multiple logistic regression (average risk difference approach).

	Smith et al.
	Efficacy and Safety
	Time to event
	Yes
	Hazard ratio
	Primary outcome*
	NNTB
	Patient-time-based NNT
	Yes
	Yes
	Yes**
	Yes
	NNT=1/RD
	Cumulative incidence rates
	Yes
	The authors used a Cox proportional hazards regression with propensity score matching and adjustment to control for confounding. RD={[Sc(t)]^h–Sc(t)}, where Sc is the survival in control group, t is time, h is the hazard ratio. *NNT calculated only for prevention of death and CV hospitalizations. **Confidence intervals were presented only for statistically significant results.

	Parekh et al.
	Safety
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTH
	Patient-based NNT
	No
	Yes
	Yes
	Yes
	NNT=1/RD
	Average RD
	Yes
	Patients filling a prescription for one antimicrobial agent were considered. Method from Austin 2006 was used to compute NNT.

	Fexer et al.
	Safety
	Time to event
	Yes
	Hazard ratio
	Primary outcome
	NNTH
	Patient-time-based NNT
	Yes
	Yes
	Yes
	Yes
	NNT=1/RD
	Cumulative incidence rates
	Yes
	Observational study using propensity score matching. The 3.5-year observation period must be considered when interpreting NNTH results. A Kaplan–Meier estimation was used to calculate probability of exacerbation for the control and the intervention group.

	London et al.
	Efficacy
	Binary
	Yes
	Relative risk
	Primary and secondary outcomes
	NNTB
	Patient-based NNT
	No
	Yes
	Yes
	Yes
	NNT=1/RD
	Average RD
	Yes 
	NNT were calculated as the inverse of the absolute risk reduction estimated in the propensity-score matched sample.

	Meropol et al.
	Efficacy
	Binary
	No
	NA
	Primary outcome
	NNTB
	Patient-based NNT
	No
	Yes
	No
	No
	NNT=1/RD
	Average RD
	Yes
	Efficacy: prevention of pneumonia. A regression model was used to calculate incidence rates and average risk differences adjusted according to several covariates. 

	Leung et al.
	Safety
	Time to event
	Yes
	Rate ratio
	Primary and secondary outcomes
	NNTH
	Patient-time-based NNT
	Yes
	Yes
	Yes
	Yes
	NNT=1/RD
	Cumulative incidence rates
	Yes
	Incidence rates and incidence rate ratios were calculated using Poisson regression (adjusted for several covariates). A “survival” type curve (for cumulative incidences) is provided in the paper.

	Graham et al.
	Safety
	Time to event
	Yes
	Hazard ratio
	Primary outcome
	NNTH
	Patient-time-based NNT
	Yes
	Yes
	Yes
	Yes
	NNT=1/RD
	Simple proportions
	No
	NNT was calculated using RD between unadjusted incidence rates. Adjusted incidence rates from the Kaplan-Meier curves should have been used. For example, at one year of follow-up, NNT for the composite endpoint would be 92 from Kaplan-Meier curves, rather than 60 person-years from unadjusted incidence rates. The authors interpreted person-years as number of persons treated over one year, which is not exactly the same.

	Wijeysundera et al.
	Safety
	Binary
	Yes
	Relative Risk
	Primary outcome
	NNTH
	Patient-based NNT
	Yes
	Yes
	Yes
	No
	NNT=1/RD
	Simple proportions
	Yes
	NNT calculated as 1/RD (between groups for rates of death at 30 days). The outcome was analysed as a binary outcome, and not a time-to-event outcome as it often happens for survival outcomes. A non-parsimonious multivariable logistic regression model was developed.

	Nested Case-Control Study

	Etminan et al.
	Safety
	Time to event
	Yes
	Rate ratio
	Primary and secondary outcomes
	NNTH
	Patient-time-based NNT
	No
	Yes
	No
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	Logistic regression model used to compute Rate Ratios. Patient-time based NNT can be calculated this way, but the authors should have stated that the resulting NNT equals 2500 patient-years rather than 2500 patients.

	Bell et al.
	Safety
	Binary
	Yes
	Odds ratio
	Primary outcome
	NNTH
	Patient-based NNT
	Yes
	Yes 
	Yes
	Yes
	Relative effect measure
	Relative effect measure
	Yes
	Not clearly defined, but we assumed that the CER of 0.3% used to compute NNTH is associated with a follow-up time of 14 days.


Legend: ¹³C-UBT: ¹³C urea breath test; ARR, absolute risk reduction; CER, control event rate; CV, cardiovascular; NA, not applicable; OR, odds ratio; NNT, number needed to treat; NNTB, number needed to treat to benefit; NNTH, number needed to treat to harm; RD, risk difference; RCT, randomized controlled trial; RR, relative risk.
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