


e kill test is an in vitro su 
of antirn~~r~b~a~ activity of roduct against selected representative b 
es are taken at time point vant to the use sjt~at~~n for that product, 

Test organisms and test conditions are standardized tu a ~~mparabj~ity of f”fjjsu 
The test determines that, as formulated, the product has putential for ant~micr~ 
a~tivjty in a t arable to its proposed use. The spe of activjty of an 
ingredients h mined previously during drug revie for Category J status, 

d not be re-evaluated by the time kill method. 

tative Final Monog 
s, set forth several 

at 10%. In addition, no standa 
ustry Coalition recommends that: 

d in the tentative rule. 

a vomited number of rupture c~~~ect~Qn strains of acteria, repfese tatjve of varj~~s 
types of bacteria wi h welf-documnted use, should be tested. 

ast three samples should be taken at times that reflect 

* at ~~~ce~trati~~s that reflect the use directions. 

0 The time kill protocol adopted by AST ical 
antimicrobial products. 

~i~~~ed number of culture collection strains of bacteria 
acteria with we~~~docu~e~~ed use, shouf 

~n~~rnati~n that a formulated product 
consistent with its sed use can b number af bacteria 
that are: i) species esentative of organisms of concern and ii) strains known to 
stable and robust un normal laboratory conditions. 

ecause it is impossib e to test against all potentiaI a, testing is done on 
representative strains. Strains that can be consistently cultured and do not require 
special incubation or nutrjti~na~ requirements are chosen. Test results from the use of 
organisms that require special handling, such as anaerabes and micro-aero 
~aern~phi~us~ Bacteroides, etc. are unlikely to rovide an accurate assess 

aerobic organisms found on the skin. The a 
resentative strains of the various classe 

and that can be expected to perform consistently under standardized test 

There is precedence for this appruac by FDA and other U.S. agencies. 
Antiseptic monograph (56 Fed. Reg. 33644, July 22, 1991) ~~a~~y~~coc~~s au~tls 
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~se~~~~~~as aef~gi~~sa ATC 
remonstrate efficacy. The US E 

quires the use of S. a~eus ATCC 6538, 
ae~~~~~~osa ATCC 15442 to demonstra 

zers for human health purposes under the Federal Insecticide, Fungicide and 
ticide Act (Ff FRA). 

an Unwon (Vol. 1, Tab 6 s afso recognized the principle of using 
tive organisms in setting ndards for the testing of dis~nfe~tants and 

040, the test method for a demonstration of basic bacterici 
d is~nfectants a d antiseptics utilizes only S. a~eus ATCC 6538 and P. ae~~~~~o~a 
ATCC 15442. 

1499, the test method used to emonstrate efficac 
utilizes I5 cuff’ GTC 10538 as the sole test organism. 

itative sus~~ns~~n t for the evaluati ricidal 
nts and antiseptics d, industrial, do 

institutional settings, uses S. aureus ATCC 6538, E. co/i ATCC 8739, P, ae~~~~#osa 
ATCG 15442, and Enferococcus h&ae ATCC ? 0541 I 

s~e~j~ed laboratory strains of Gram positive and Gram negatjve 
to create a database for comparison of formu~atio s. These bacteria are known 

to be stable in the laboratory. In the September 1999 submission, the ~ndust~ Coa~itjon 
recommended the use of the followin test organisms: S. au~eus ATCC 6538, E. eons 
ATCG I ‘I 229, S. choferaestdis ATCC ~7~8~ P. aeruginosa ATCG 9027, and 5. 
e~~~e~~~~~s ATCC 12228, and continues to do so. 

t least three samples should be taken at times that reflect how a product is 
used, 

e rate at which the bacteria die is usually represented by a first order reactio 
Ime points selected for the study should be sufficient in number to 

assessment consistent with the proposed use of the formulatiun* 
roducts where ap Iication times may vary f 

several minutes, three time points covering this time span are sufficient. A zero (0) time 
sample should not be required. Due to sampling and test constraints a true zero time 
point sample can never be achieved. 

~~od~~~ should be tested at concentrations that reflect the se directions, 

rmu~at~ons shou 
ons. Testing a 

and therefore would b 

sted at a dilution consistent ual 
?O% concentration may be ten usage 

priate. For example, re-operative skin preparations 
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label indications. 

‘“as-is” without a d therefore s 
or surgical scru uted with wa 

ed at a 50%-75% concentration to be consistent with usage 
ested at a g~~-~5~ dilution (5~-~~~ concentration). Other 

based on the type of anti acterial product being tested and its 

The time kill protacol adopted by ASTM should be used for the evaluation af 
topical a~tirnic~~~~a~ products. 

formulations. 

is in draft format. The test cifics of organism 
reparation (washe ed cells), use of log 
s, as well as effe 
ints are addressed. This is necessary in order to 

rabi~i~ of different test materials, Variability i 
fdata lead to inaccurate assessment of 

Summary 

se of the time kill kinetic test is to assess t 
ial products consistent with t 

Use af standardized organisms in a 
method will assure standardization of the critical parameters of the te 
as the bacterial strain and edia for growth, that will result i 

and facilitate comparison of topical antimicrobial pro 
r of representative test organisms is a well establish 

se in the United States and the European Union. 


