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ABSTRACT INTRODUCTION RESULTS

Objectives: To conduct a study to establish MIC
guality control (QC) ranges for Debio 1452
(formerly AFN-1252), the active form of the
prodrug Debio 1450 (formerly AFN-1720) using
the reference CLSI broth microdilution (BMD)
method. This Fabl inhibitor is being developed
for the treatment of staphylococcal infections

Debio 1452 MIC Quality Control Range with
Staphylococcus aureus ATCC 29213 Using a Multi-laboratory Study Design

Debio 1452 (formerly AFN-1252) is an investigational
Fabl inhibitor active in vitro against staphylococci
including Staphylococcus aureus (methicillin-
susceptible and -resistant strains); see Figure 1.
MIC,, values for Debio 1452 have been reported at
0.008 and 0.12 mg/L for S. aureus and coagulase-
negative staphylococci, respectively. Currently, Debio
1450 (formerly AFN-1720; the prodrug of Debio 1452)
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» The Debio 1452 MIC results from eight laboratories
for S. aureus ATCC 29213 are shown in Table 1
and Figure 2. Using M23 criteria to establish MIC
QC ranges, 99.7% of all reported results would be
in the proposed limits for Debio 1452 of 0.002 —
0.015 mg/L. Due to a shoulder MIC (0.004 mg/L)
occurrence of greater than 60% (108 results;
70.6%) of that of the modal MIC (0.008 mg/L; 153
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Figure 1.
Chemical
structure of
Debio 1452.

Figure 2. Debio 1452 MIC distributions for S. aureus ATCC

29213.
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CONCLUSIONS

These results (Table 1, 0.002 — 0.015 mg/L) provide
Tier Il level QC ranges for Debio 1452 for routine
susceptibility testing using the broth microdilution
method, as this new Fabl inhibitor is developed for
treatment of staphylococcal infections.

The CLSI Subcommittee on Antimicrobial
Susceptibility Testing approved this MIC QC range
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establish broth microdilution QC ranges for S. aureus
ATCC 29213 to assist clinical laboratories in
monitoring the activity of this investigational
compound during the clinical trials.

Colony counts were performed by each directors) for their excellent support of this protocol.

participating laboratory. The sponsor may be contacted at the following email

and website address:
Email: hub1450@debiopharm.com
Website: www.debiopharm.com

I Table 1. Media lot comparisons and inter- and intra-laboratory comparisons of Debio 1452 MIC results versus S.
Results: A four log, dilution QC range of 0.002 —

0.015 mg/L was required for S. aureus with

aureus ATCC 29213 for an eight medical center protocol meeting the study design guidelines found in CLSI M23-A3
(2008).

Debio 1452 due to a dominant “shoulder” MIC at

MATERIALS / METHODS

0.004 mg/L, which had 70.6% of the MIC values MIC
compared to the modal occurrences at 0.008 (mg/L) Occurrences by lot: Laboratory code (occurrences):
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CFU/ml. No significant MIC differences were procedure for broth microdilution methods. The sites 0.015 15 16 15 12 35 15 1 7 582 and quality control parameters: third edition. Wayne, PA:
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Ranoe Finder statistical proaram to identif Liberty, lowa, USA (R. N. Jones); Thermo Fisher Mode | 0008 | 0008 | 0008 | 0004 | 0008 | 0015 | 0008 | 0004 | 0008 | 0004 | 0008 | 0004 | 0.008 susceptibility testing: 25th informational supplement.
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rifampin, ranged from 0.004-0.015 mg/L in ennie); University of Washington, Seattle, a. 99.7% of qualified results in proposed QC range (0.002 — 0.015mg/L). Available at: http://www.eucast.org/clinical breakpoints/.

complete agreement with the published CLSI
QC range. The mode was 0.004 mg/L (67.8% of
results) and 31.9% of values were at 0.008
mg/L. All media lots exhibited the identical mode
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Foundation, Cleveland, Ohio, USA (G. Hall/G.
Procop); Massachusetts General Hospital, Boston,
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Table 2. Media lot comparisons and inter- and intra-laboratory comparisons of rifampin MIC results versus S. aureus

ATCC 29213 for an eight medical center protocol meeting the study design guidelines found in CLSI M23-A3 (2008).
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