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Online Resource 1 Known adverse drug reactions (ADRs) for ceftazidime [1]
The following information is from the Summary of Product Characteristics for ceftazidime [1]:
[bookmark: _GoBack]The most common adverse reactions are eosinphilia, thrombocytosis, phlebitis or thrombophlebitis with intravenous administration, diarrhoea, transient increases in hepatic enzymes, maculopapular or urticarial rash, pain and/or inflammation following intramuscular injection and positive Coomb's test.
Data from sponsored and unsponsored clinical trials have been used to determine the frequency of common and uncommon undesirable effects. The frequencies assigned to all other undesirable effects were mainly determined using post-marketing data and refer to a reporting rate rather than a true frequency. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness. The following convention has been used for the classification of frequency:
Very common ≥1/10
Common ≥1/100 and <1/10
Uncommon ≥1/1,000 and <1/100
Rare ≥1/10,000 and <1/1000
Very rare <1/10,000
Unknown (cannot be estimated from the available data)

	System Organ Class 
	Common 
	Uncommon 
	Very rare 
	Unknown 

	Infections and infestations 
	
	Candidiasis (including vaginitis and oral thrush) 
	
	

	Blood and lymphatic system disorders 
	Eosinophilia 
Thrombocytosis 
	Neutropenia 
Leucopenia 
Thrombocytopenia 
	
	Agranulocytosis 
Haemolytic anaemia 
Lymphocytosis 

	Immune system disorders 
	
	
	
	Anaphylaxis (including bronchospasm and/or hypotension) 

	Nervous system disorders 
	
	Headache 
Dizziness 
	
	Neurological sequelae1
Paraesthesia 

	Vascular disorders 
	Phlebitis or thrombophlebitis with intravenous administration 
	
	
	

	Gastrointestinal disorders 
	Diarrhoea 
	Antibacterial agent-associated diarrhoea and colitis2
Abdominal pain 
Nausea 
Vomiting 
	
	Bad taste 

	Heptobiliary disorders 
	Transient elevations in one or more hepatic enzymes3 
	
	Ion
	Jaundice 

	Skin and subcutaneous tissue disorders 
	Maculopapular or urticarial rash 
	Pruritus 
	
	Toxic epidermal necrolysis 
Stevens-Johnson syndrome 
Erythema multiforme 
Angioedema 
Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)4 

	Renal and urinary disorders 
	
	Transient elevations of blood urea, blood urea nitrogen and/or serum creatinine 
	Interstitial nephritis 
Acute renal failure 
	

	General disorders and administration site conditions 
	Pain and/or inflammation after intramuscular injection 
	Fever 
	
	

	Investigations 
	Positive Coombs' test5 
	
	
	


1There have been reports of neurological sequelae including tremor, myoclonia, convulsions, encephalopathy and coma in patients with renal impairment in whom the dose of Fortum has not been appropriately reduced.
2Diarrhoea and colitis may be associated with Clostridium difficile and may present as pseudomembranous colitis.
3ALT (SGPT), AST (SOGT), LHD, GGT, alkaline phosphatase.
4There have been rare reports where DRESS has been associated with ceftazidime.
5A positive Coombs test develops in about 5% of patients and may interfere with blood cross matching.


Reference
GlaxoSmithKline. Fortum 2 g powder for solution for injection or infusion. 2016 https://www.medicines.org.uk/emc/product/1774/smpc. Accessed 04 February 2020

Online Resource 2 Overview of ceftazidime-avibactam phase II and III studies included in the pooled safety analysis

	Study title/identifier and clinicaltrials.gov registration number
	Patient population (total safety population, N)a
	Geography

	Trial design and datesb
	Ceftazidime-avibactam dosage regimen (safety population, N)a
	Comparator dosage regimen (safety population, N)a
	Duration of treatment

	Phase II studies

	[bookmark: _Hlk499572177]NXL104-2001 [1]; NCT00690378
	Male and female patients aged 
18–90 years with cUTI 
(N = 135) 
	Guatemala, India, Jordan, Lebanon, USA

	Prospective, randomised, investigator-blinded 

November 2008 to June 2010

	Ceftazidime-avibactam 500– 125 mg 30-min IV infusion q8h (N = 68)
	Imipenem cilastatin 500 mg 30-min IV infusion q6h 
(N = 67)
	7–14 days (with optional switch to oral therapy after >4 days IV therapy)

	NXL104-2002 [2]; NCT00752219
	Male and female patients aged 
18–90 years with cIAI requiring surgical intervention and antibiotics (N = 203)
	Bulgaria, France, India, Lebanon, Poland, Romania, Russia, USA
	Prospective, randomised, double-blind 

March 2009 to December 2009
	Ceftazidime-avibactam 2000–500 mg 30-min IV infusion q8h + metronidazole 500 mg, 60-min IV infusion, q8h 
(N = 101)
	Meropenem 1000 mg 30-min IV infusion q8h, with placebo 60-min IV infusion q8h 
(N = 102)
	5–14 days

	Phase III studies

	RECLAIM 1 and 2 [3]; NCT01499290 
	Male or female patients aged 
18–90c years with cIAI requiring surgical intervention or percutaneous drainage within 24 h (N = 1058)
	30 countries in Asia, Europe, North and South America, and South Africa

	Two identical, prospective, randomised, double-blind, double-dummy studies 

March 2012 to April 2014
	Ceftazidime-avibactam 2000–500 mg 2-h IV infusion q8h + metronidazole 500 mg 1-h IV infusion q8hd (N = 529)
	Meropenem 1000 mg 30-min IV infusion q8hd 
(N = 529)
	5–14 days

	RECLAIM 3 [4]; NCT01726023
	Male or female patients aged 
18–90 years with cIAI requiring surgical intervention (N = 432)
	China, Republic of Korea, Vietnam
	Prospective, double-dummy, randomised, double-blind 

January 2013 to March 2015
	Ceftazidime-avibactam 2000–500 mg 2-h IV infusion, q8h plus metronidazole 500 mg 1-h infusion q8hd (N = 215)

	Meropenem 1000 mg, 30-min IV infusion q8hd 
(N = 217)
	5–14 days

	REPRISE [5]; NCT01644643
	Male or female patients aged 
18–90 years with cIAI or cUTI caused by ceftazidime-resistant Gram-negative pathogens (N = 332)
	16 countries in Europe, North and South America, Asia and South Africa
	Prospective, randomised, open-label 

January 2013 to September 2014
	Ceftazidime-avibactam 2000–500 mg 2-h IV infusion q8h + for cIAI patients 500 mg metronidazole 60-min IV infusion q8h (cIAI N = 12; cUTI N = 152)
	Best available therapy (BAT): determined before randomisation based on the investigator’s standard of care and the local label recommendation (cIAI N = 15; cUTI 
N = 153; 97% of patients in BAT group received a carbapenem, the majority as monotherapy)e

	5–21 days

	RECAPTURE 1 and 2 [6];
NCT01595438 and NCT01599806
	Male or female patients aged 
18–90 years with cUTI 
(N = 1020)
	25 countries in Europe, North and South America, Asia, Russian Federation  
	Two identical, prospective, randomised, double-blind, double-dummy studies 

October 2012 to August 2014
	Ceftazidime-avibactam 2000–500 mg 2-h IV infusion q8h (N = 511)

	Doripenem 500 mg, 60-min IV infusion, q8h (N = 509)

	5–14 days (with optional switch to open-label oral therapy after ≥5 full days of IV therapy, if all protocol‑specified criteria for clinical improvement were met)

	REPROVE [7]; NCT01808092
	Male or female patients aged 18–90 years with NP, including VAP (N = 870)f
	34 countries in Europe, North and South America, Asia, Russian Federation, South Africa
	Prospective, randomised, double-blind, double-dummy 

April 2013 to January 2016
	Ceftazidime-avibactam 2000–500 mg 2-h IV infusion q8h (N = 436)
	Meropenem 1000 mg, 30-min IV infusion, q8h (N = 434)
	7–14 days


cIAI complicated intra-abdominal infection, cUTI complicated urinary tract infection, double-dummy to reduce the risk of bias, patients in the two groups received either active treatment or comparator, with matched placebo given to ensure that the schedules were identical between groups, IV intravenous, NP nosocomial pneumonia, q8h every 8 h, VAP ventilator-associated pneumonia
aRandomised and received at least one dose of study treatment 
bDates of study conduct represent the period between the date of the first patient entering the trial and time of the last visit of the last patient and are consistent with the clinicaltrials.gov listings
c18–65 years in India 
dDoses of ceftazidime-avibactam and meropenem were reduced in patients with moderate renal impairment (creatinine clearance >30 to ≤50 mL/min) to 1000–250 mg q12h and 1000 mg q12h, respectively. No dose adjustments were required for metronidazole
ePreferred best available therapy options, determined before randomisation, for cIAI and cUTI were 5–21 days’ treatment with meropenem, imipenem, doripenem, colistin and (for cIAI only) tigecycline, administered intravenously, but any therapy, including combination treatment, was permitted. Actual treatments received, excluding metronidazole use which could be added to any regimen, were monotherapy with: amikacin, n = 1 (0.7%); colistin, n = 2 (1.3%); doripenem, n = 11 (7.2%); ertapenem, n = 1 (0.7%); ertapenem sodium, n = 2 (1.3%); gentamicin, n = 1 (0.7%); imipenem, n = 76 (49.7%); meropenem, n = 57 (37.3%); or piperacillin-tazobactam, n = 1 (0.7%) in the cUTI cohort and imipenem, n = 5 (33.3%); or meropenem, n = 9 (60.0%) in the cIAI cohort. One patient (0.7%) in the cUTI cohort received a combination of colistin + imipenem and one patient (6.7%) in the cIAI cohort received a combination of ciprofloxacin + meropenem 
fN includes 62 patients with moderate/severe renal impairment at baseline who were recruited prior to a protocol amendment who were excluded from the safety analysis of REPROVE reported by Torres et al. 2018 [7]
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Online Resource 3 Incidence of potentially clinically significant post-baseline serum potassium values at any time up to the last study visit by infection type (pooled safety population)
	Potentially clinically significant criteria
	m/n with both baseline and post-baseline values (%)

	
	cIAI
	cUTI
	NP including VAP

	
	Ceftazidime-avibactam + metronidazole
(N = 857)
	Comparator
(N = 863)
	Ceftazidime-avibactam
(N = 731)
	Comparator
(N = 729)
	Ceftazidime-avibactam
(N = 436)
	Meropenem
(N = 434)

	<0.8 × LLN and >20% decrease from baseline

	22/810 (2.7)
	19/806 (2.4)
	4/683 (0.6)
	4/679 (0.6)
	17/400 (4.3)
	16/397 (4.0)

	>1.2 × ULN and >20% increase from baseline
	12/810 (1.5)
	7/806 (0.9)
	3/683 (0.4)
	4/679 (0.6)
	0/400 (0.0)
	2/397 (0.5)


[bookmark: _Hlk10465582]cIAI complicated intra-abdominal infection, cUTI complicated urinary tract infection, LLN lower limit of normal value, m number of patients with both baseline and post-baseline values, n number of patients with potentially clinically significant criteria, N number of patients in treatment group, NP nosocomial pneumonia, VAP ventilator-associated pneumonia, ULN upper limit of normal
Online Resource 4 Most common (reported by ≥2 patients) study drug-related adverse events up to the last study visit by MedDRA System Organ Class and Preferred Term (pooled safety population)
	Patients with AEs, n (%)
MedDRA System Organ Class
MedDRA Preferred Term
	Ceftazidime-avibactam ± metronidazole
(N = 2024)
	Comparator
(N = 2026)

	Patients with any drug-related AE
	217 (10.7)
	194 (9.6)

	Infections and infestations
	23 (1.1)
	24 (1.2)

	Clostridium difficile colitis
	3 (0.1)
	3 (0.1)

	Candida infection
	3 (0.1)
	2 (0.1)

	Oral candidiasis
	1 (0.0)
	5 (0.2)

	Vulvovaginal candidiasis
	6 (0.3)
	6 (0.3)

	Urinary tract infection fungal
	2 (0.1)
	0 (0.0)

	Vulvovaginal mycotic infection
	2 (0.1)
	2 (0.1)

	Vaginal infection 
	0 (0.0)
	3 (0.1)

	Blood and lymphatic system disorders
	3 (0.1)
	5 (0.2)

	Anaemia
	1 (0.0)
	2 (0.1)

	Thrombocytopenia
	0 (0.0)
	2 (0.1)

	Metabolism and nutrition disorders 
	12 (0.6)
	5 (0.2)

	Decreased appetite
	3 (0.1)
	0 (0.0)

	Hypokalaemia
	4 (0.2)
	2 (0.1)

	Hyponatraemia
	2 (0.1)
	0 (0.0)

	Psychiatric disorders
	4 (0.2)
	4 (0.2)

	Anxiety
	2 (0.1)
	0 (0.0)

	Nervous system disorders
	34 (1.7)
	33 (1.6)

	Headache
	21 (1.0)
	30 (1.5)

	Dizziness
	6 (0.3)
	3 (0.1)

	Paraesthesia
	2 (0.1)
	0 (0.0)

	Dysgeusia
	3 (0.1)
	2 (0.1)

	Ear and labyrinth disorders
	2 (0.1)
	0 (0.0)

	Tinnitus
	2 (0.1)
	0 (0.0)

	Cardiac disorders
	7 (0.3)
	5 (0.2)

	Tachycardia
	2 (0.1)
	0 (0.0)

	Atrial fibrillation
	1 (0.0)
	2 (0.1)

	Sinus tachycardia
	0 (0.0)
	2 (0.1)

	Vascular disorders
	11 (0.5) 
	10 (0.5)

	Phlebitis
	6 (0.3)
	5 (0.2)

	Phlebitis superficial
	2 (0.1)
	0 (0.0)

	Hypertension
	2 (0.1)
	2 (0.1)

	Respiratory, thoracic and mediastinal disorders
	4 (0.2) 
	8 (0.4)

	Dyspnoea
	1 (0.0)
	2 (0.1)

	Hiccups
	0 (0.0)
	3 (0.1)

	Gastrointestinal disorders
	81 (4.0)
	67 (3.3)

	Diarrhoea
	44 (2.2)
	31 (1.5)

	Constipation
	3 (0.1)
	3 (0.1)

	Abdominal distension
	3 (0.1)
	2 (0.1)

	Flatulence
	1 (0.0)
	2 (0.1)

	Abdominal pain
	6 (0.3)
	3 (0.1)

	Abdominal pain upper
	0 (0.0)
	4 (0.2)

	Abdominal discomfort
	1 (0.0)
	3 (0.1)

	Nausea
	21 (1.0)
	14 (0.7)

	Vomiting
	9 (0.4)
	5 (0.2)

	Hepatobiliary disorders
	5 (0.2)
	5 (0.2)

	Cholestasis
	2 (0.1)
	0 (0.0)

	Hepatic function abnormal
	2 (0.1)
	3 (0.1)

	Skin and subcutaneous tissue disorders
	17 (0.8)
	23 (1.1)

	Urticaria
	2 (0.1)
	2 (0.1)

	Dermatitis allergic
	2 (0.1)
	4 (0.2)

	Drug eruption
	1 (0.0)
	2 (0.1)

	Erythema
	2 (0.1)
	3 (0.1)

	Pruritus
	2 (0.1)
	2 (0.1)

	Rash pruritic
	3 (0.1)
	3 (0.1)

	Rash
	2 (0.1)
	5 (0.2)

	Hyperhidrosis
	2 (0.1)
	1 (0.0)

	Musculoskeletal and connective tissue disorders
	6 (0.3)
	4 (0.2)

	Muscular weakness
	1 (0.0)
	3 (0.1)

	Back pain
	2 (0.1)
	0 (0.0)

	Reproductive system and breast disorders
	1 (0.0)
	4 (0.2)

	Vulvovaginal pruritus
	0 (0.0)
	2 (0.1)

	General disorders and administration site conditions
	21 (1.0)
	33 (1.6)

	Injection site reaction
	2 (0.1)
	6 (0.3)

	Infusion site pain
	2 (0.1)
	0 (0.0)

	Infusion site phlebitis
	2 (0.1)
	2 (0.1)

	Infusion site reaction
	2 (0.1)
	10 (0.5)

	Pyrexia
	2 (0.1)
	3 (0.1)

	Fatigue
	3 (0.1)
	1 (0.0)

	Chest pain
	2 (0.1)
	5 (0.2)

	Chills
	0 (0.0)
	2 (0.1)

	Investigations
	43 (2.1)
	42 (2.1)

	Electrocardiogram QT prolonged
	2 (0.1)
	2 (0.1)

	Blood alkaline phosphatase increased
	3 (0.1)
	0 (0.0)

	Coombs test positive
	2 (0.1)
	1 (0.0)

	Platelet count increased
	3 (0.1)
	6 (0.3)

	Alanine aminotransferase increased
	17 (0.8)
	20 (1.0)

	Aspartate aminotransferase increased
	19 (0.9)
	17 (0.8)

	Gamma-glutamyltransferase increased
	2 (0.1)
	3 (0.1)

	Hepatic enzyme increased
	2 (0.1)
	2 (0.1)

	Liver function test increased
	2 (0.1)
	1 (0.0)

	Transaminases increased
	3 (0.1)
	3 (0.1)

	Blood creatinine increased
	2 (0.1)
	3 (0.1)

	Injury, poisoning and procedural complications
	2 (0.1)
	0 (0.0)

	Accidental overdose
	1 (0.0)
	0 (0.0)

	Incision site oedema
	1 (0.0)
	0 (0.0)


[bookmark: _Hlk3815678]AE adverse event, n number (%) of patients with least one AE related to study drug, N number of patients in treatment group

Online Resource 5 Incidence of adverse events of special interest up to the last study visit (pooled safety population)
	Patients with AEs of special interest, n (%)

	Ceftazidime-avibactam ± metronidazole
(N = 2024)
	Comparator
(N = 2026)

	Liver disordersa
	
	

	Patients with ≥1 AE with PT relevant to liver disorders
	74 (3.7)
	79 (3.9)

	Diarrhoea including Clostridium difficile-associated diarrhoeab
	
	

	Patients with ≥1 AE with PT relevant to diarrhoea
	154 (7.6)
	132 (6.5)

	Severe hypersensitivityc
	
	

	Patients with ≥1 AE with PT relevant to hypersensitivity/anaphylaxis
	167 (8.3)
	152 (7.5)

	Cough
	30 (1.5)
	29 (1.4)

	Hypotension
	26 (1.3)
	25 (1.2)

	Rash
	20 (1.0)
	27 (1.3)

	Dyspnoea
	20 (1.0)
	18 (0.9)

	Haematological disorders
	
	

	Patients with ≥1 AE with PT relevant to haematological disorder 
	71 (3.5)
	67 (3.3)

	Low WBC (haemopoietic leukopenias)d
	4 (0.2)
	5 (0.2)

	Low RBC (haemopoietic erythropenias)e
	56 (2.8)
	45 (2.2)

	Low platelets (haemopoietic thrombocytopenias)f
	14 (0.7)
	18 (0.9)

	WBC, RBC, and platelets all low (haemopoietic cytopenias affected >1 cell type)g
	1 (0.05)
	1 (0.05)

	Renal disordersh
	
	

	Patients with ≥1 AE with PT relevant to renal disorder
	32 (1.6)
	24 (1.2)


AE adverse event, cIAI complicated intra-abdominal infection, cUTI complicated urinary tract infection, n number of patients with AE, N number of patients in treatment group, NP nosocomial pneumonia, PT preferred term, RBC red blood cell, VAP ventilator-associated pneumonia, WBC white blood cell
Patients with multiple AEs in the same category were counted only once in that category
aLiver disorders comprises increased levels of aspartate aminotransferase or alanine aminotransferase
bDiarrhoea including C. difficile-associated diarrhoea comprises diarrhoea, pseudomembranous colitis, enteritis, enterocolitis, abnormal gastrointestinal endoscopy, colitis and haemorrhagic diarrhoea
cSevere hypersensitivity comprises cough, hypotension, rash and dyspnoea
dLow WBC comprises leukopenia and WBC count decreased
eLow RBC comprises anaemia, decreased haemoglobin, decreased haematocrit, RBC count decreased and microcytic anaemia
fLow platelets comprises decreased platelet count and thrombocytopenia
gWBC, RBC and platelets all low comprises cytopenia and bone marrow failure
hRenal disorders comprises acute kidney injury, proteinuria, oliguria, renal failure, renal impairment, protein present in the urine, urine output decreased and azotaemia


Online Resource 6 Adverse events up to the last study visit by age category (pooled safety population)
	
	Ceftazidime-avibactam ± metronidazole
	Comparator

	AE categorya, n (%)
	≥18 to 45 years
(N=697)
	46 to 64 years
(N=666)
	65 to 74 years
(N=347)
	75 to 90 years
(N=314)
	≥18 to 45 years
(N=680)
	46 to 64 years
(N=673)
	65 to 74 years
(N=354)
	75 to 90 years
(N=319)

	Any AE
	301 (43.2)
	334 (50.2)
	175 (50.4)
	186 (59.2)
	281 (41.3)
	322 (47.8)
	163 (46.0)
	199 (62.4)

	Any AE with outcome of deathb
	5 (0.7)
	11 (1.7)
	8 (2.3)
	17 (5.4)
	2 (0.3)
	5 (0.7)
	13 (3.7)
	17 (5.3)

	Any SAE
	35 (5.0)
	62 (9.3)
	34 (9.8)
	45 (14.3)
	28 (4.1)
	37 (5.5)
	38 (10.7)
	42 (13.2)

	Any DAEc
	14 (2.0)
	20 (3.0)
	9 (2.6)
	9 (2.9)
	9 (1.3)
	10 (1.5)
	9 (2.5)
	6 (1.9)

	Any AE of severe intensity
	22 (3.2)
	39 (5.9)
	27 (7.8)
	37 (11.8)
	23 (3.4)
	34 (5.1)
	30 (8.5)
	40 (12.5)


Percentages are based on the total number of patients in the subgroup and treatment group (N). 
AE adverse event, DAE discontinuation due to adverse event, SAE serious adverse event, n number (%) of patients who reported at least one AE related to study drug, sorted in decreasing order of frequency in patients treated with ceftazidime-avibactam ± metronidazole, N number of patients in treatment group.
aPatients with multiple AEs in the same category are counted only once in that category.  Patients with AEs in more than 1 category are counted once in each of those categories.
bDeaths due to disease progression are not presented.
cAction taken with the IP was permanently stopped. Includes AEs and SAEs with an onset date and time on or after the date and time of the first dose and up to and including the last visit.

Online Resource 7 Adverse events up to the last study visit by gender (pooled safety population)
	[bookmark: _Hlk3215787]
	Ceftazidime-avibactam ± metronidazole
	Comparator

	AE categorya, n (%)
	Male
(N=1133)
	Female
(N=891)
	Male
(N=1147)
	Female
(N=879)

	Any AE
	556 (49.1)
	440 (49.4)
	563 (49.1)
	402 (45.7)

	Any AE with outcome of deathb
	29 (2.6)
	12 (1.3)
	24 (2.1)
	13 (1.5)

	Any SAE
	115 (10.2)
	61 (6.8)
	97 (8.5)
	48 (5.5)

	Any DAEc
	31 (2.7)
	21 (2.4)
	25 (2.2)
	9 (1.0)

	Any AE of severe intensity
	83 (7.3)
	42 (4.7)
	83 (7.2)
	44 (5.0)


Percentages are based on the total number of patients in the subgroup and treatment group (N). 
AE adverse event, DAE discontinuation due to adverse event, SAE serious adverse event, n number (%) of patients who reported at least one AE related to study drug, sorted in decreasing order of frequency in patients treated with ceftazidime-avibactam ± metronidazole, N number of patients in treatment group.
aPatients with multiple AEs in the same category are counted only once in that category.  Patients with AEs in more than 1 category are counted once in each of those categories.
bDeaths due to disease progression are not presented.
cAction taken with the IP was permanently stopped. Includes AEs and SAEs with an onset date and time on or after the date and time of the first dose and up to and including the last visit.

Online Resource 8 Adverse events up to the last study visit by baseline BMI (kg/m2) (pooled safety population)
	
	Ceftazidime-avibactam ± metronidazole
	Comparator

	AE categorya, n (%)
	<18.5
(N=156)
	18.5 to <25
(N=920)
	25 to <30
(N=564)
	≥30
(N=357)
	Missing
(N=27)
	<18.5
(N=152)
	18.5 to <25
(N=925)
	25 to <30
(N=557)
	≥30
(N=367)
	Missing
(N=25)

	Any AE
	92 (59.0)
	458 (49.8)
	250 (44.3)
	177 (49.6)
	19 (70.4)
	84 (55.3)
	442 (47.8)
	267 (47.9)
	158 (43.1)
	14 (56.0)

	Any AE with outcome of deathb
	7 (4.5)
	15 (1.6)
	7 (1.2)
	8 (2.2)
	4 (14.8)
	3 (2.0)
	17 (1.8)
	12 (2.2)
	4 (1.1)
	1 (4.0)

	Any SAE
	20 (12.8)
	72 (7.8)
	47 (8.3)
	31 (8.7)
	6 (22.2)
	11 (7.2)
	63 (6.8)
	45 (8.1)
	25 (6.8)
	1 (4.0)

	Any DAEc
	2 (1.3)
	22 (2.4)
	11 (2.0)
	12 (3.4)
	5 (18.5)
	6 (3.9)
	12 (1.3)
	10 (1.8)
	6 (1.6)
	0 (0.0)

	Any AE of severe intensity
	17 (10.9)
	52 (5.7)
	28 (5.0)
	22 (6.2)
	6 (22.2)
	11 (7.2)
	59 (6.4)
	37 (6.6)
	19 (5.2)
	1 (4.0)


Percentages are based on the total number of patients in the subgroup and treatment group (N). 
AE adverse event, DAE discontinuation due to adverse event, SAE serious adverse event, n number (%) of patients who reported at least one AE related to study drug, sorted in decreasing order of frequency in patients treated with ceftazidime-avibactam ± metronidazole, N number of patients in treatment group.
aPatients with multiple AEs in the same category are counted only once in that category.  Patients with AEs in more than 1 category are counted once in each of those categories.
bDeaths due to disease progression are not presented.
cAction taken with the IP was permanently stopped. Includes AEs and SAEs with an onset date and time on or after the date and time of the first dose and up to and including the last visit. 

Online Resource 9 Adverse events up to the last study visit by White or Asian race (pooled safety population)
	
	Ceftazidime-avibactam ± metronidazole
	Comparator

	AE categorya, n (%)
	White
(N=1255)
	Asian
(N=636)
	White
(N=1277)
	Asian
(N=613)

	Any AE
	547 (43.6)
	364 (57.2)
	534 (41.8)
	349 (56.9)

	Any AE with outcome of deathb
	29 (2.3)
	11 (1.7)
	28 (2.2)
	8 (1.3)

	Any SAE
	113 (9.0)
	54 (8.5)
	99 (7.8)
	37 (6.0)

	Any DAEc
	27 (2.2)
	22 (3.5)
	18 (1.4)
	15 (2.4)

	Any AE of severe intensity
	76 (6.1)
	43 (6.8)
	88 (6.9)
	32 (5.2)


Percentages are based on the total number of patients in the subgroup and treatment group (N). 
AE adverse event, DAE discontinuation due to adverse event, SAE serious adverse event, n number (%) of patients who reported at least one AE related to study drug, sorted in decreasing order of frequency in patients treated with ceftazidime-avibactam ± metronidazole, N number of patients in treatment group.
aPatients with multiple AEs in the same category are counted only once in that category.  Patients with AEs in more than 1 category are counted once in each of those categories.
bDeaths due to disease progression are not presented.
cAction taken with the IP was permanently stopped. Includes AEs and SAEs with an onset date and time on or after the date and time of the first dose and up to and including the last visit. 

Online Resource 10 Adverse events up to the last study visit by baseline CrCl (mL/min) (pooled safety population)
	
	Ceftazidime-avibactam ± metronidazole
	Comparator

	AE categorya, n (%)
	≤30
(N=22)
	31 to 50
(N=175)
	51 to 80
(N=681)
	≥81
(N=1136)
	Missing
(N=10)
	≤30
(N=18)
	31 to 50
(N=190)
	51 to 80
(N=656)
	≥81
(N=1157)
	Missing
(N=5)

	Any AE
	14 (63.6)
	102 (58.3)
	325 (47.7)
	549 (48.3)
	6 (60.0)
	15 (83.3)
	101 (53.2)
	318 (48.5)
	529 (45.7)
	2 (40.0)

	Any AE with outcome of deathb
	2 (9.1)
	9 (5.1)
	19 (2.8)
	11 (1.0)
	0 (0.0)
	1 (5.6)
	7 (3.7)
	21 (3.2)
	8 (0.7)
	0 (0.0)

	Any SAE
	3 (13.6)
	31 (17.7)
	63 (9.3)
	79 (7.0)
	0 (0.0)
	6 (33.3)
	24 (12.6)
	50 (7.6)
	65 (5.6)
	0 (0.0)

	Any DAEc
	1 (4.5)
	10 (5.7)
	13 (1.9)
	27 (2.4)
	1 (10.0)
	0 (0.0)
	5 (2.6)
	12 (1.8)
	17 (1.5)
	0 (0.0)

	Any AE of severe intensity
	2 (9.1)
	24 (13.7)
	46 (6.8)
	53 (4.7)
	0 (0.0)
	7 (38.9)
	22 (11.6)
	45 (6.9)
	53 (4.6)
	0 (0.0)



CcCl estimated using the Cockcroft Gault formula. Percentages are based on the total number of patients in the subgroup and treatment group (N). AE adverse event, DAE discontinuation due to adverse event, SAE serious adverse event, n number (%) of patients who reported at least one AE related to study drug, sorted in decreasing order of frequency in patients treated with ceftazidime-avibactam ± metronidazole, N number of patients in treatment group.
aPatients with multiple AEs in the same category are counted only once in that category.  Patients with AEs in more than 1 category are counted once in each of those categories.
bDeaths due to disease progression are not presented.
cAction taken with the IP was permanently stopped. Includes AEs and SAEs with an onset date and time on or after the date and time of the first dose and up to and including the last visit. 

Online Resource 11 Adverse events up to the last study visit by region (pooled safety population)
	
	Ceftazidime-avibactam ± metronidazole
	Comparator

	AE categorya, n (%)
	Western
Europe
(N=107)
	Eastern
Europe
(N=989)
	Rest of
World
(N=655)
	China
(N=273)
	Western
Europe
(N=103)
	Eastern
Europe
(N=996)
	Rest of
World
(N=646)
	China
(N=281)

	Any AE
	87 (81.3)
	341 (34.5)
	427 (65.2)
	141 (51.6)
	80 (77.7)
	316 (31.7)
	413 (63.9)
	156 (55.5)

	Any AE with outcome of deathb
	7 (6.5)
	16 (1.6)
	13 (2.0)
	5 (1.8)
	4 (3.9)
	16 (1.6)
	12 (1.9)
	5 (1.8)

	Any SAE
	18 (16.8)
	65 (6.6)
	63 (9.6)
	30 (11.0)
	12 (11.7)
	60 (6.0)
	48 (7.4)
	25 (8.9)

	Any DAEc
	5 (4.7)
	13 (1.3)
	26 (4.0)
	8 (2.9)
	4 (3.9)
	12 (1.2)
	12 (1.9)
	6 (2.1)

	Any AE of severe intensity
	16 (15.0)
	44 (4.4)
	35 (5.3)
	30 (11.0)
	17 (16.5)
	49 (4.9)
	40 (6.2)
	21 (7.5)


Percentages are based on the total number of patients in the subgroup and treatment group (N). 
AE adverse event, DAE discontinuation due to adverse event, SAE serious adverse event, n number (%) of patients who reported at least one AE related to study drug, sorted in decreasing order of frequency in patients treated with ceftazidime-avibactam ± metronidazole, N number of patients in treatment group.
aPatients with multiple AEs in the same category are counted only once in that category.  Patients with AEs in more than 1 category are counted once in each of those categories.
bDeaths due to disease progression are not presented.
cAction taken with the IP was permanently stopped. Includes AEs and SAEs with an onset date and time on or after the date and time of the first dose and up to and including the last visit.
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