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	Compound

	Rationale for the clinical breakpoints suggested by the company
	Date


	Introduction

	A brief introduction listing a basic aspects on the compound 


	1. Dosage

	
	BSAC
	CA-SFM
	CRG
	DIN
	NWGA
	SRGA
	CLSI

	Most common dose
	
	
	
	
	
	
	

	Maximum dose schedule
	
	
	
	
	
	
	

	Available formulations
	
	
	
	
	
	
	


	 2. Wild type MIC (mg/L) distributions (in the format exemplified below)


	MIC-values:
	.002
	.004
	.008
	.016
	.032
	.064
	.125
	.25
	.5
	1
	2
	4
	8
	16
	32
	64
	128
	256
	512
	ECOFF*

	Staphylococcus aureus
	0
	0
	0
	0
	0
	9
	115
	180
	1464
	18899
	36006
	3822
	28
	4
	1
	0
	0
	0
	0
	4

	Staphylococcus capitis
	0
	0
	0
	0
	0
	0
	5
	10
	69
	170
	28
	0
	0
	0
	0
	0
	0
	0
	0
	2

	Staphylococcus coagulase neg
	0
	0
	0
	0
	0
	4
	8
	65
	543
	3983
	1449
	110
	0
	0
	0
	0
	0
	0
	0
	2

	Staphylococcus epidermidis
	0
	0
	0
	0
	0
	4
	41
	375
	2066
	3717
	788
	27
	1
	1
	0
	0
	0
	0
	0
	2

	Staphylococcus haemolyticus
	0
	0
	0
	0
	0
	0
	2
	35
	354
	662
	88
	4
	1
	0
	0
	0
	0
	0
	0
	2

	Staphylococcus hominis
	0
	0
	0
	0
	0
	1
	1
	17
	115
	490
	42
	1
	0
	1
	1
	0
	0
	0
	0
	2

	Staphylococcus intermedius
	0
	0
	0
	0
	0
	1
	1
	0
	5
	18
	5
	0
	0
	0
	0
	0
	0
	0
	0
	ND

	Staphylococcus lugdunensis
	0
	0
	0
	0
	0
	0
	0
	1
	16
	34
	6
	0
	0
	0
	0
	0
	0
	0
	0
	2

	Staphylococcus saprophyticus
	0
	0
	0
	0
	0
	0
	0
	0
	7
	66
	61
	8
	0
	0
	0
	0
	0
	0
	0
	2

	Staphylococcus simulans
	0
	0
	0
	0
	0
	0
	0
	0
	7
	38
	24
	0
	0
	0
	0
	0
	0
	0
	0
	ND

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	


ECOFF, epidemiological cut-off value as defined by EUCAST; ND, insufficient data for defining epidemiological cut-off value.

	
	
	Company  requested  breakpoints

	General breakpoints 
	
	

	Species related breakpoints
	
	

	Staphylococci
	
	

	Streptococci
	
	

	S. pneumoniae
	
	

	Enterococci
	
	

	Corynebacteria
	
	

	Enterobacteriaceae
	
	

	Pseudomonas spp.
	
	

	Acinetobacter spp.
	
	

	Haemophilus/Moraxella spp.
	
	

	N. meningitidis
	
	

	N. gonorrhoeae
	
	

	P. multocida
	
	

	Anaerobes
	
	

	Campylobacter spp.
	
	

	Helicobacter pylori
	
	


1 Germany did not have a breakpoint for linezolid prior to the harmonisation process.

	4. Pharmacokinetics
	
	

	Dosage
	
	

	Cmax (mg/L)
	
	

	Cmin (mg/L)
	
	

	Total body clearance (L/h)
	
	

	T ½ (h)
	
	

	AUC24h (mg.h/L)
	
	

	Fraction unbound (%)
	
	

	Volume of distribution (L/kg)
	
	

	References
	

	Comments
	

	References



	5. Pharmacodynamics

	
	
	
	

	fAUC/MIC for bacteriostasisa
	
	
	

	fAUC/MIC for 2 log drop
	
	
	

	fAUC/MIC from clinical data
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	References
	
	
	

	Comments
	

	References



	6. Monte Carlo simulations and Pk/Pd breakpoints

	


	7. Clinical data

	A summary of pertinent clinical data




	8. Clinical breakpoints

	Non-species-related breakpoints
	These have been determined mainly on the basis of PK/PD data and are independent of MIC distributions of specific species. The non-species related breakpoint is for use only for species not included in the table. 
Pharmacodynamic data suggest non-species related breakpoints are S<X mg/L, R>Y mg/L. These render wild type ……….. susceptible to Compound. 


	Species-related breakpoints
	

	Species without breakpoints
	

	Clinical qualifications
	

	Dosage
	Breakpoints apply to a Compound intravenous and oral dosage of 


	Additional comment
	


	9. Exceptions noted for individual national committees

	


	10. Current EUCAST breakpoints

	-  



