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Fosfomycin trometamol, Australian post-marketing surveillance proposal  

 

1 Background 

A post-marketing surveillance program has been designed to detect any 

significant changes in the susceptibility to fosfomycin amongst bacterial infections 

in the Australia population.  

The primary population targeted within the program is females >12 years of age 

with bacterial urinary tract infection (UTI) (the expected TGA approved 

indication). The secondary targets are patients with a urine or blood stream 

infection caused by an Enterobacteriaceae non-susceptible to ceftriaxone, where 

oral fosfomycin may be considered for use as ‘off label’ therapy. 

 

1.1 Current availability of Australian fosfomycin susceptibility data 

At present very few bacterial isolates undergo fosfomycin susceptibility testing in 

Australian diagnostic microbiology laboratories. 

Fosfomycin is not included in the first-line urine pathogen antimicrobial 

susceptibility testing in the majority of Australian laboratories, as the agent is not 

widely available. Typically, testing is only undertaken on bacterial isolates that 

exhibit a multi-drug resistant phenotype, with few other suitable oral 

antimicrobial therapy options. The clinician may be considering using fosfomycin 

via the TGA Special Access Scheme. 

Likewise, fosfomycin it is not currently included in susceptibility testing for the 

majority of bacterial isolates from blood cultures. Such isolates are typically 

managed through an automated testing platform.  

The VITEK 2 (bioMerieux, France) is the most commonly deployed automated 

platform in Australian laboratories and fosfomycin is not included in the testing 

panels available. 

Preliminary investigations suggest a limited number of laboratories in Australia 

(n=2) use the BD Phoenix (BD, USA), an alternative automated system that does 

provide fosfomycin susceptibility testing. 

 

1.2 Expected Developments 



Once the agent is available on the Australian market as a first-line therapy for 

urinary tract infection, it is expected that the majority of diagnostic laboratories 

will introduce routine susceptibility testing of fosfomycin for urinary pathogen. 

Additionally bioMerieux, the manufacturer of VITEK2, is currently revising the 

selection of antimicrobial agents assayed within the system. This is expected to 

lead to the inclusion of fosfomycin on this platform. When this update is available 

it will provide susceptibility data for the majority of bacterial isolates from blood 

culture in Australia 

 

2 Program Overview 

The program consists of active surveillance and passive collection of antimicrobial 

resistance data. Fosfomycin usage data will also be incorporated. This activity will 

be undertaken on an annual basis for 3 years commencing approximately one year 

after fosfomycin becomes available on the Australian market.  

The surveillance program is divided into ‘early phase’ and ‘established phase’ 

surveillance. This two-phase program is designed to firstly overcome the current 

limitations in availability of fosfomycin susceptibility data from Australian and 

secondly to appropriately utilise data from more wide spread susceptibility 

testing when this becomes available in the future. (Figure 1) 

The transition between ‘early’ and ‘established’ phases of surveillance will occur 

when one or both of expected developments (Section 1.2) occur. These 

developments will negate the utility of the actively collected snapshot activity.  We 

expect that this may eventuate after the agent has been available on the Australian 

market for approximately 2 years.  

 

2.1 Professional Partner and Participating Laboratories 

Mayne Pharma will partner with an organisation with expertise in antimicrobial 

resistance surveillance and established infrastructure to support this activity. 

Mayne are currently in discussions with a number of bodies including the 

Australian Group on Antimicrobial Resistance (AGAR) and a relevant department 

of an Australian university.  

Six clinical microbiology providers will participate in the surveillance program. 

Laboratories will be selected to maximise diversity amongst the sample 



population. This includes geographical diversity and varied patient populations 

including patients from community and hospital clinics and those from 

metropolitan and regional locations. 

 

 

3 Antimicrobial Resistance Data 

3.1 Early Phase Annual Snapshot  

3.1.1 Target Population 

Females >12 years of age who had a urine sample submitted to a participating 

laboratory for microscopy and culture. 

3.1.2 Frequency and Timing 

An annual snapshot sample will be undertaken commencing approximately one 

year after fosfomycin is available on the Australian market. This will be repeated 

yearly until the data becomes redundant due to a greater volume of passive 

surveillance data. It is expected that this will occur in approximately 2 years. 

3.1.3 Sample Size and Power Calculation 

A total sample of 1020 bacterial isolate will be tested across six participating sites 

(170 bacterial isolates per site). 

As the background resistance rate has not been defined within Australia, the 

power calculations is based on resistance rates from 1-3%, reflecting overseas 

data as outlined in the “Fosfoymcin: Risk Assessment Of Microbial Resistance” 

document. All calculations are based on an 80% power and α=0.5. The models 

are illustrated graphically in Figure 2. By way of example, if the background 

resistance rate is 2% the proposed sample size will detect an absolute change in 

the population resistance of <2%. Calculations were undertaken on STATA 

version 13.1 (StataCorp, USA). 

3.1.4 Bacterial Isolate Collection 

Commencing at the specified time, laboratories will sequentially collect bacterial 

isolates from urinary cultures that meet all selection criteria below. 

1. Enterobacteriaceae or Enterococcus faecalis. 

2. Non-duplicate isolate 

3. The isolate is to undergo other antimicrobial susceptibility testing within 

the laboratory. 



4. Outpatient specimen collection (Including hospital Emergency 

Departments) 

5. Female 

6. Age >12 years of age 

3.1.5 Fosfomycin Susceptibility Testing  

Fosfomycin susceptibility testing will be undertaken by the participating 

laboratories on site. The methodology and interpretation criteria will be selected 

as follows: 

Enterobacteriaceae   EUCAST- Uncomplicated UTI 

Enterococcus faecalis   CLSI 

3.1.6 Other Antimicrobial Susceptibility Testing 

Participating sites will provide susceptibility results for all other agents tested on 

the selected isolate.  

3.1.7 Demographic and Clinical Data 

All data will be provided in a de-identified manner. Basic clinical and demographic 

data will be provided for the patient providing each isolate including 

1. Sex 

2. Age at time of collection 

3. Location of patient at time of sample collection  - Community, Hospital 

outpatient, Hospital emergency department, other. 

4. Postcode  

5. Urine microscopy results (Red blood cell, white blood cell, squamous 

cell) 

3.1.8 Bacterial Isolate Storage 

Participating sites will store all bacterial isolates until 3 years after the completion 

of the surveillance program. 

 

3.2 Early Phase Passive Surveillance 

3.2.1 Target Population 

Patients with an infection due to an Enterobacteriaceae non-susceptible to 

ceftriaxone where ‘off-label’ use of oral fosfomycin may be intended by the 

clinician. 

3.2.2 Frequency, Timing and Duration 



Annual retrospective collation of the previous one year of data. This will be 

undertaken at the same time as 3.1. 

3.2.3 Sample Size and Power Calculation 

No sample size or power calculation has been undertaken as this data is expected 

to be heterogeneous and originate from highly selected isolates.  

3.2.4 Bacterial Isolates 

Data will be collated for all bacterial isolates that have undergone susceptibility 

testing for fosfomycin within the participating laboratories in the previous year 

meeting the following criteria. 

1. Blood or urine isolate 

2. Enterobacteriaceae 

3. Non-susceptible to ceftriaxone by CLSI or EUCAST criteria 

4. Non-duplicate isolates 

3.2.5 Susceptibility Testing Data 

Participating sites will submit all antimicrobial susceptibility testing results 

undertaken on the selected isolates and the testing methodology used. 

Laboratories are encouraged to use EUCAST methodology for fosfomycin testing, 

although it is not mandatory.  

3.2.6 Demographic and clinical data 

Basic clinical and demographic data will be provided for each isolate including 

1. Sex 

2. Age at time of collection 

3. Location of patient at time of sample collection  - Community, Hospital 

outpatient, Hospital emergency department, Hospital inpatient, Other 

4. Postcode of the patient 

5. Source of the isolate (Blood culture, urine culture, other) 

6. Urine microscopy results (Red blood cell, white blood cell, squamous 

cell) 

 

3.3 Established Phase Annual Snapshot  

Components of the established phase annual snapshot will be instituted when 

fosfomycin is included in the routine testing for the bacteria to be surveyed. 

3.3.1 Target Populations 



Females >12 years of age who had a urine sample submitted to a participating 

laboratory for microscopy and culture. 

AND 

Patients with an infection due to an Enterobacteriaceae non-susceptible to 

ceftriaxone where ‘off-label’ use of oral fosfomycin may be intended by the 

clinician. 

3.3.2 Frequency, Timing and Duration 

Prospective collection of a snapshot of laboratory susceptibility testing results will 

be undertaken annually. The activity will commence one year after the last early 

phase annual snapshot 3.1. 

3.3.3 Sample Size and Power Calculation 

Data will be collated on bacterial isolates from each of the groups listed below.  

 1500 urine isolates from within the registration population (250 

sequential isolates from each participating laboratory) 

 Up to 1500 ceftriaxone non-susceptible Enterobacteriaceae from 

urine (250 sequential isolates from each participating laboratory) 

 All ceftriaxone non-susceptible Enterobacteriaceae from blood 

cultures in the previous year  

The power calculation discussed in 3.1.3 applies to this sample collection. The 

figure of 1500 bacterial isolates was selected, as beyond this level further isolates 

will provide a limited increase in the study power to detect a clinically relevant 

absolute change in resistance (Figure 1). 

3.3.4 Registration Population Urine Isolate Selection (Females > 12 years of age) 

Data will be collated for bacterial isolates that have undergone susceptibility 

testing for fosfomycin within the participating laboratories meeting the following 

criteria. 

1. Species is Enterobacteriaceae or Enterococcus faecalis. 

2. Non-duplicate isolate 

3. The isolate is to undergo other antimicrobial susceptibility testing within 

the laboratory. 

4. Outpatient specimen collection (Including hospital Emergency 

Departments) 

5. Female 



6. Age >12 years of age 

3.3.5 Ceftriaxone non-susceptible Enterobacteriaceae 

Data will be collated for bacterial isolates that have undergone susceptibility 

testing for fosfomycin within the participating laboratories meeting the following 

criteria. 

1. From a blood or urine culture 

2. Enterobacteriaceae 

3. Non-susceptible to ceftriaxone by CLSI or EUCAST criteria 

4. Non-duplicate isolates 

3.2.5 Susceptibility Testing Data 

Participating sites will submit all antimicrobial susceptibility testing results 

undertaken on the selected isolates and the testing methodology used. 

Laboratories are encouraged to use EUCAST methodology for fosfomycin testing. 

Laboratories using this method will be referenced for participation in order to 

simplify data interpretation. 

3.2.6 Demographic and clinical data 

Basic clinical and demographic data will be provided for each isolate including 

1. Sex 

2. Age at time of collection 

3. Location of patient at time of sample collection  - Community, Hospital 

outpatient, Hospital emergency department, Hospital inpatient, Other 

4. Postcode of the patient 

5. Isolate source (blood or urine) 

6. Urine microscopy results (Red blood cell, White blood cell, Squamous 

cell) 

 

4. Australian Fosfomycin Usage Data 

4.1 Data Source 

Throughout the surveillance program antimicrobial usage data will be provided 

annually by Mayne Pharma to TGA.  The coordinating body will provide Mayne 

Pharma, the required annual final data analysis report. 

4.2 Description of Usage Data 



Mayne Pharma will provide details of the number of doses of fosfomycin supplied 

to pharmacies in the previous year. 

Data will be stratified by: 

1. The geographical distribution of purchasers – by State and Territory 

2. The types of pharmacies purchasing the medication (Hospital, 

Community or other) 

4.3 Dosage Interpretation 

The dose recommended in the product information is 3g. This is also the WHO 

Defined Daily Dose of fosfomycin (Ref: J01XX11, WHO, Drug Statistics 

Methodology). For analysis 3g will be interpreted as a complete course of therapy, 

as in almost all circumstances a single dose of fosfomycin represents an entire 

course of therapy. 

 

5 Analyses, Reporting and Data Retention 

5.1 Provision of data from sites to the coordinating body 

Participating laboratories will provide the surveillance data to the coordinating 

body within 8 weeks of completing the annual surveillance activity. The format of 

the data is to be agreed with the coordinating body. 

5.2 Data analysis 

The coordinating body will undertake analysis and reporting of the data using 

standard techniques for antimicrobial resistance surveillance and any other 

techniques that are appropriate for the data at collected. 

5.3 Final report 

The final report for the surveillance year will be completed by the co-ordinating 

body within 5 months of the completion of the annual surveillance activity.  

5.4 Data ownership and retention 

All data remains the property of the participating laboratory sites.  Each site is to 

retain a copy of the data collected for a minimum of 5 years after the completion 

of the surveillance program. The coordinating body will also retain a copy of the 

aggregated data for 5 years after the completion of the surveillance program. 

 


