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Principal investigator:  Dr Richard Everts, Infectious Diseases Specialist, Nelson Hospital

Phone: (03) 546-1800 or 027-463-3284.  Email: richard.everts@nmdhb.govt.nz

The effect of probenecid on flucloxacillin pharmacokinetics in volunteers
Protocol
Recruitment and consent
Recruit 10 volunteers aged 18 to 40 years who meet the following criteria:

· taking no regular oral medications

· eGFR > 80 mL/min

· have no health condition (like Crohns or Coeliac disease) that might affect absorption of medication or intolerance of a standard meal (eggs, toast and orange juice) or that might make it difficult to go without food for up to 10 hours (like type 1 diabetes)

· have no contra-indication to flucloxacillin or probenecid (see details in the information sheets for each medicine).  In particular:

· not had a previous allergic reaction or other side effect to a penicillin- or cephalosporin-group antibiotic  (including flucloxacillin-induced hepatitis)

· not had a previous adverse reaction to probenecid

· not pregnant

· do not have severe liver disease, uric acid kidney stones or acute gout

Recruits are sought through direct, email contact and posters. 
Recruits are provided with information sheets beforehand on the trial and the medications involved.  
Each recruit signs a general consent form for the study. 

Plan for 3 study days
The 10 recruits, as a group, undertake the study on 3 days (possibly 4 days), each study day separated by at least 4 non-study days.  These study days will be held on Sundays in late January and early February 2013.

On these study days, all the volunteers take either:
1. Flucloxacillin 1 g PO mg alone without food,
2. Flucloxacillin 1 g PO with probenecid 500 mg without food, or
3. Flucloxacillin 1 g PO with probenecid 500 mg with food

If there is a technical problem with a sample then one or two volunteers may need to repeat a study day.  The order of study day probenecid dosing will be randomised.  
Plan on each study day
Preparation

Volunteers will attend at 0800h at the Daystay Unit at Nelson Hospital, having starved for 8 hours beforehand.  Each volunteer will fill out a questionnaire including information about health status and demographics.  They will have measurements of weight and height and a physical examination of temperature, pulse, blood pressure and hydration status.  Each volunteer will consent to take part in that day’s study and the principal investigator will check that they are fit to take part.  

Meals

On one study day, each volunteer will take a standard meal of two scrambled eggs, two pieces of Vogel toast with margarine and a small drink of orange juice.  On two study days the volunteers will continue to starve for 2 more hours.  Thereafter there will be no control of food or fluid, except no alcohol during the study day and no caffeine until after the 4-hour sample.  Volunteers will keep a record of food and fluids during the day.  
Blood tests

An IV catheter will be inserted and at 0830h a baseline blood test will be taken for renal function, liver enzymes (in case of subsequent hepatitis), albumin and flucloxacillin levels.  The time of this blood test represents the start of the 12-hour study period.  
Blood tests for free flucloxacillin levels will then be done at 0.5 hour, 1 hour, 1.5 hours, 2 hours, 2.5 hours, 3 hours, 4 hours, 6 hours, 8 hours and 12 hours.  
Each blood test will require withdrawal of 5 mL of blood through the IV catheter (for discarding) then collection of a 10 mL sample into an EDTA (purple) tube.  This tube will be placed in an ice bath then centrifuged promptly and the plasma removed by pipette.  The remaining sample will be stored at -70 to -80 0C and later transported in dry ice to Christchurch for testing.  The IV catheter will be locked with saline between tests. 
Volunteers will document food, fluids and any side effects during the study day.  The volunteers will be allowed to leave the Daystay Unit between tests and can leave the hospital between the 8-hour and 12-hour samples.
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