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Abstract

Purpose: Sulbactam-durlobactam is a novel B-
lactam/3-lactamase inhibitor combination targeted to

Materials and methods (cont.)
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Table 3. Summary Data and % Essential Agreement of Acinetobacter spp.
isolates autoread on the Sensititre 18 — 24 Hour Susceptibility Test System

treat carbapenem-resistant Acinetobacter baumannii. Species Isolates Tested Su'bactafﬁ'dur|°bactam . _ .
A 4-site evaluation was performed to determine the Acinetobacter baumannii — 297 Organism Total Total Essential Essential % Essential | % Essential |
accuracy and reproducibility of SE4 susceptibility calcoaceticus complex Group of all Evaluable | Agreement | Agreement | Agreement | Agreement | Total Bias
testing against Acinetobacter spp. using the Thermo Isolates Isolates of Total of Evaluable of Total of Evaluable
ScientificTM SensititreTM dried MIC susceptibility All 287 clinical and challenge isolates were Acinetobacter
system compared with the CLSI (MO7, M100)/ ISO tested against SE4 (0.015/4-32/4ug/mL) on both baumann/_/— 087 281 574 268 95 5, 95.4% 13.0 %
20776-1, 1SO 20776-2 (CLSI/ISO) reference broth the Sensititre dried plates and the frozen Calco?cetlcus
i iluti . complex
microdilution method (BMD). reference BMD plates. Dried plates were tested P
Methods: The Sensititre 18-24 Hour MIC or acfcord'”g tcl’ ft“a”UfaCtlt”e: y '“StrUC;'_Onst- Fé?_zsﬁ”
Breakpoint Susceptibility System with SE4 in the Ir\ioe;egc_eg al ets were tes ed accor :Ing 0 >
dilution range of 0.015/4-32/4 pg/ml was used to test S .'t'tne“‘ gat.es v(\j/eredr(i/a.] | manu(?fy usmgl te
297 recent clinical and challenge isolates and 10 ensit red ptread an I zIon arl; rozen plates
reproducibility isolates. Microorganisms tested included were read using a manuat mirror box.
86 Acinetobacter spp., and 210 Acinetobacter _ N _
baumannii. The Sensititre dried MIC susceptibility :\:n'l%ugeul'c :e::z'i:::rep'?;‘;g
system was inoculated per manufacturers’ instructions. P y Table 4. Summary Data and % Essential Agreement of Acinetobacter spp.
BMD was performed per CLSI/ISO guidelines. isolates read manually on the Sensititre 18 — 24 Hour Susceptibility Test
Recommended CLSI quality control (QC) organisms S EEEEEAEiY) System
were tested daily and all results were within the MA 4% -;_ Sulbactam-durlobactam
published QC ranges. “%A'“""‘“"':NM 5 Oraanism Total Total Essential Essential % Essential | % Essential
Results: Comparisons of the indicated T ——— Grgu of all Evaluable | Agreement | Agreement | Agreement | Agreement | Total Bias
microorga.nisms’ MIC results on the Sensititre system - "”;:||:£;:’\Alﬁ’{:§t:’ P Isolates Isolates of Total of Evaluable of Total of Evaluable
to the CLSI/ISO BMD for both automated and manual ' Acinetobacter
reads resulted in a calculated essential agreement of baluma””t’_’ - 286* 279 276 269 96.5% 96.4% 2 6%
96.5% for manual and 95.5% automated read methods Recommended CLSI quality control organisms were caicoaceticus
(EA; +/- 1 log, dilution) for sulbactam-durlobactam. complex

Categorical Agreement was shown to be 97.2% and
96.9% for automated and manual read methods
respectively. Overall agreement for the reproducibility
(+/- 1 log, dilution of the modal MIC) using automated
and manual reads was 99.4% and 97.8%, respectively.

Conclusions: The Sensititre susceptibility system

demonstrates an equivalent level of performance
compared to the CLSI/ISO BMD method when testing

tested daily and were within the expected ranges.
Colony counts were performed daily for each QC
strain to verify the isolates correct inoculum
concentration.

Table 2. Quality Control Strains

CLSI QC Ranges (ug/ml)
Sulbactam-durlobactam

Quality Control Strain

Acinetobacter baumannii 0.5/4 — 2/4

*One isolate was not read on the Vizion system

Table 5. Reproducibility Data for Automated (Left) and Manual (Right) read

- i ' NCTC 13304
Sglbactam durlobactam agalpst AClnetObactel.’ .Spp' The methods for sulbactam-durlobactam on the Sensititre 18-24 Susceptibility
high level of agreement obtained by the Sensititre Plate
Suscep?bltl;:yt?/fte.m and the ?IB?I/ISC?(hBI\éI? method Difference in the number of wells Difference in the number of wells
Sugges S - a 'Sf IS an acceptabie method tor between test result and test mode between test result and test mode
susceptibility testing of sulbactam-durlobactam. Results SE4 (Auto Read) SE4 (Manual Read)
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reement. . " . -
Sulbactam-durlobactam (Innoviva Specialty 9 Acinetobacter baumannii — 39 | a Acinetobacter baumannii — 5 116 | 17 | 1
Therapeutics) was developed for the treatment of Essential agreement for SE4 on the Sensititre 18 — 24 calcoaceticus complex calcoaceticus complex
hospital-acquired bacterial pneumonia and ventilator- hour susceptibility plate compared to the frozen Acinetobacter baumannii - 31 | 5 Acinetobacter baumannii - 30 | 6
associated bacterial pneumonia (HABP/VABP) caused reference microdilution plate was calculated USing the C:GICOGCBtiCUS comple’f. C:GICOGCEtiCUS comple)f.
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combination of sulbactam, which inhibits cell wall 216/4. calcoaceticus complex 2 |32 2 calcoaceticus complex 4129 | 3
synthesis by inhibiting PBP-1 and PBP-3,.and The essential agreement of SE4 after initial testing was | Acinetobacter baumannii — 36 Acinetobacter baumannii — 36
durlobactam used to prevent the hydrolysis of 95.5% and 96.5% when testing automated and manual | _calcoaceticus complex calcoaceticus complex
Sulbactam. Sglbactam-durlobactam s mclude-d in the reads respectively. Categorically, agreement was Acinetobacter baumannii — 51 | 15 Acinetobacter baumannii — 5 | o7 | 5
IDSA 2024 guidance for Gram-Negative Infections. determined to be 97.2% and 96.9% respectively (Not c.alcoaceticus comple)f. c.alcoaceticus comple)f.
A four-site evaluation was performed to determine the Presented). Total biases were within the & 30% limits | AT=oacte 2aumamni= 24 | 12 e i i~ 6 | 21| 9
accuracy and reproducibility of SE4 susceptibility as setin ISO (Table 3 and 4). Acinetobacter baumannii - Acinetobacter baumannii —
system (Thermo Fisher Scientific, Cleveland, OH) o - Acinetobacter baumannii — 35 | 1 Acinetobacter baumannii — 10 | 25 .
compared with the CLSI M0O7/1ISO 20776-1/ISO 20776- Reproducibility for SE4 on the Sensititre 18 — 24 hour calcoaceticus complex calcoaceticus complex
2 (CLSI/ISO) reference broth microdilution method susceptibility plate was determined by comparing Acinetobacter baumannii — 1 | 23 Acinetobacter baumannii — 17 | 19
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 Sensititre dried MIC susceptibility plates (Thermo
Fisher Scientific, East Grinstead, UK) (Fig. 1)

« CLSI MO7 reference broth microdilution method
(BMD) plates (Thermo Fisher Scientific, Cleveland,
OH)

« 287 clinical and challenge isolates (Table 1)

» CLSI recommended quality control strain (Table 2)

* 10 reproducibility isolates (Table 1, Table 5)

in Table 5.

Conclusions

This study validated that the Sensititre susceptibility
system demonstrates an equivalent level of
performance compared to the CLSI/ISO reference
broth microdilution plate when testing SE4 against
clinically relevant Acinetobacter baumannii-
calcoaceticus complex isolates. This study suggests
that the Sensititre system is an acceptable method for
susceptibility testing of SE4 according to both the CLSI
and ISO testing methodology
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