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ABSTRACT

daptomycin (DAP), clindamyein (CLN), azithromycin (AZI), cefiriaxone (CEF) and le

s was determined.

Metho

The 112 strains
VISA

ins). MIC testing

testing. Inocula were 10° cfispot and MICs read afier

Results MICs (ug/ml) were as follows:

mprised 24 MSSA and 88 MRSA (the

nycin (VAN), linezolid (LIN),
floxacin (LEVO) against

12

er including 3 VRSA, including the Hershey strain, and 5
as recommended by CLSI by agar dilution on M-H agar with added calcium for DAP
{35°C (a full 24 h for VAN).

Drug Methicillin-susceptible (24) | Methicillin-resistant (88
Range MICsy | MICyy Range MICs | MICyy

MK-2764/PTK 0796 | 0.25-2 0.5 1 0.06-2 0.5 1
Vancomycin 0.5-2 1 1 0.5-256 1 2
Linezolid 1-2 2 2 0.5-4 2 2
Daptomycin 0.12-1 0.5 0.5 0.12-4 0.5 1
Clindamycin 0.12->32 | 0.25 >32 <0.06->32 | >32 >32
Azithromycin 1->64 16 >64 0.5->64 >64 >64
Ceftriaxone 1->128 4 >128 | 4->128 >128 | >128
Levofloxacin 0.12->32 |2 32 1->32 16 >32
Al strains, irespective of phenotypes, were susceptible to MK-2764 / PTK 0796, with MICs ranging from 0.06-2 g/
ml. LIN and DAP were ins, with MIC ranges between 0.5 — 4 g/l and 0.12-4 pg/ml,
respectively. VAN MIC ranges against all except the VISA and VRSA strains were 0.5- rains, espe-

cially MRSA organisms, showed resistance to 6-
Conclusions

MK-2764 / PTK 0796, a new aminomethyleycli
phenotype.

B-Lactamase production in Staphy

us aureus strains, especially d

. was potent against all . a

ms, CLN, AZI and LEVO.

se acquired in the

hi

strains tested, irrespective of

is the rule.

STRUCTURE OF MK-2764 / PTK 0796
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) logy according to CLSI using Mueller-Hinton Agar. Suspensions
with turbidity equivalent to a 0.5 McFarland standard were scraped from blood agar plates, suspended and diluted to
obtain a final inoculum of 1 x 10° cfivspot.

Calcium was added for daj
at 37°C with full 24 h incuba

50 pg/ml. Plates were incubated ovenight in air
1 strains were included in each run.

RESULT:

n be seen in Table |
the strain’s genotype or phenotype.

As shown, MK-2764 MICs all ranged between 0.06 and 2 pg/ml irrespective

Resistance to azthromycin, clindamy clavubinate, levofloxacin and cefiriaxone was

commonly seen.

MK-2764 was
ity to other agen

istently exhibited potent activity against S. aureus isoktes regardless of suscept

Table 1: Cumulative MICs (ug/ml) of drugs tested

though these strains are normally susceptible to

such as nafeillin,

s S. au
Il B-lactams but are

MK-2764 (PTK 0796) is a new aminomethyleycline with a broad spectrum of activity against Gram-positive and -

negative species (434 ICAAC, 2003; abs
current study, the susceptibility
ing three VRSA and five VISA) to MK-2764,
cl

2473, 2611, 2458, 2439, 2420, 2463, 2627, 2637, 2655, 2765). In the
12 (24 methicillin susceptible and 88 resistant S. a

24) resistant (88)
Drug

Range MICsy | MICyy Range MICsy MICyy
MK-2764 0.25-2 0.5 1 0.06-2 0.5 1

1->64 16 >64 0.5->64 >64 >64
Clindamycin 0.12->32 | 0.25 >32 <0.06->32 |>32 >32

n/clavulanate | 0.25-16 | 0.5 1 0.5->16 >16 >16

Levofloxacin 0.12->32 |2 32 1->32 16 >32
Linezolid 12 2 2 0.5-4 2 2
‘Vancomycin 0.5-2 1 1 0.5-256 1 2
Cefiriaxone 1->128 |4 >128 4->128 >128 >128
Dap 0.12-1 0.5 0.5 0.12-4 0.5 1

damycin, cefiriaxone and

were tested by agar dilution MIC.
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Table 2: Activity of MK-2764 vs. VISA and VRSA Isolates

Figure 1. Cumulative % Inhibition of S. aureus
(n=112)
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HMC# W\W—aﬂ VAN LIN DAP AZ1 CLN | LEVO | CEF Meth
SA504 0.5 8.0 20 2.0 16 0.12 32 64 R
SA505 1.0 4.0 2.0 4.0 >64 >32 16 >128 R
SAS506 1.0 4.0 1.0 2.0 >64 0.25 16 >128 R
SA507 1.0 4.0 20 2.0 >64 >32 32 >128 R
SA508 0.5 4.0 2.0 1.0 >64 >32 32 >128 R
SAS509 1.0 256 20 0.5 >64 >32 16 >128 R
SAS510 0.5 128 20 0 16 8.0 2.0 >128 R
SA512 1.0 128 2.0 0.5 8.0 4.0 2.0 8.0 R
‘The activity of MK-2764 against S. aureus was not affected by vancomycin resistance. MK-2764 w

compound again
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Figure 2. Cumulative % Inhibition of MRSA

(n=88 Isolates)
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MK-2764 exhibited potent and uniform activity against MSSA. Only vancomyein, linezolid and daptomycin exhibited
similar patterns of 2

Figure 3. Cumulative % Inhibition of MSSA
(N=24 Isolates)
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Figure 4. Suscepti
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The MIC distribution of MK-2764 was similar for MRSA and MSSA. The modes

each distribution were 0.5 ug/ml

ONCLUSIONS

MK-2764 was
2 pg/ml.

e against all staphy]

tested regardless of their susceptibili MICs <

MK-2764 is current
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