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CLSI Subcommittee on Antimicrobial Susceptibility Testing

CLSI AST News Update

Brought to you by the CLSI AST Outreach Working Group

What Is CLSI AST ORWG?

The CLSI AST Outreach Working Group (ORWG) is part of the CLSI CLSI AST Subcommiittee -
cnlmmittr on Antimicrobial Susceptibility Testing (AST) and was Upcoming Webinar -
established in The formation of the wo vl»m; group originated
in a desire to efficiently convey information re ntemporary e .
AST prac mmendations, and resources to the clinical New CLSI AST Products -
microbiology community CLSI Workshop Materials 4
CRE Educational Tools 4
AST IQCP Materials 5
Members:

Janet A. Hindler (Co-Chairholder), UCLA Health System, USA

Audrey N. Schuetz (Co-Chalrholder), Mayo Clinic, USA
April Abbott, Deaconess Health System, USA

Stella Antonara, Nationwide Children’s Hospital, USA

Marcelo F. Galas, Natlonal Institute of Infectious Disease, Argentina
Violeta J. Rekaslus, Loyola University Medical Center, USA

Romney M. Humphrles, UCLA Health System, USA Recently Published CLSI AST Dacuments
Nicole E. Scangarella-Oman, GlaxosmithKling, USA Educational Materals for Carbapenem-
A.Beth Prouse, Peninsula Reglonal Medical Center, USA eSSt Enachatieciacn X}

Lars F. Westblade, Welll Cornell Medical College, USA

+ About CLSIAST ORWG
CLSIAST Subcommittee and Meetings
+ Availabllity of CLSIAST Subcommittee Materlals

Goals:
Educate practicing clinical microblologists and health care professionals about AST practices and recommendations.
* Provide resources to facllitate Individuals In thelr understanding and Implementation of CLSI AST recommendations.

What can you learn from CLSI AST News Updates?

Through periodic newsletters, the CLS AST ORWG will direct you to In this inaugural issue, we explain the role of the CLSIAST SC
educational materials to help you learn more about the CLSI Subcommittee  and the structure of CLY AST SC meetings. We also provide
on AST (CLSI AST SC) and the recommendations published in CLSI AST adescription of the types ofinformation presented at these
documents. Information will be provided through webinars, annotated meetings and links to materials presented at past meetings.
presentations, self-study programs, case studies, articles, and more. A Through these newsletters, you will gain insight into the

“hot topic” in antimicrobial resistance will be included in each issue of the preceedings of the CLSIAST SC, which will help you determine
newsletter. Educational materiaks will be provided by ORWG members if you might be interested in contributing to these activities.
and guest authors.

D=1 —XLE—ITK, HEMGY—ILELTABEICTLEYT—YavEnznNT—RIU b
A4 NI RTPDFEXTH Y A—FAIEETH S,

http://clsi.org/wp-content/uploads/sites/14/2013/11/ORWG-CRE-Laboratory-Role-5.30.16.pdf
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Laboratory Detection and Reporting of
Carbapenem-Resistant

Enterobacteriaceae (CRE)

CLSI Outreach Working Group
Spring, 2016

HH. CLSIREORBAICHAEIATVNST—YYay 0T LE T—2ay - X514 FHUTO
BE (RVA—L-F90) hodRTHEHE - V00— FTELDOTSRLTIESEL.,

http://clsi.org/standards/micro/microbiology-files/

Antimicrobial Susceptibility Testing Workshop Presentations

June 2016 “Unusual Suspects” — Resistance Concerns and Susceptibility Testing Among
Less Common, but Noteworthy Bacteria

January 2016 Emerging Molecular and Novel Methods to Detect Antimicrobial Resistance
June 2015 Antibacterial Therapy - New Drugs and Approaches

January 2015 New Antibiotics: The Pathway from Drug Approval to a Commercial
Antimicrobial Susceptibility Test

June 2014 CLSI-SHEA Workshop: Antibiotic Stewardship

January 2014 Getting Value from Local Antibiograms and Antimicrobial Surveillance Data
June 2013 Carbapenem-Resistance in Enterobacteriaceae

January 2013 Establishing ECOFFs

January 2012 Biofilm Symposium

June 2011 AST Device Workshop

January 2011 PK_PD Workshop

ETAT, QCLYDEHETEIVIFUTOYA CO ST ELT7ABKTHE Y O— Fa
BETH B, http:/iclsi.org/standards/micro/rangefinder/
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e e | ENgEFinder

CHANGES

RangeFinder MIC and RangeFinder Disk are MS Excel spreadsheet calculators that are
freely available to the public. They have the capacity to provide first estimates of QC
ranges for studies that have followed the CLSI M23 standard to establishing ranges. They
ASTMeetiig Flles S also have the capacity to identify outlier laboratories.

MICROBIOLOGY
SUBCOMMITTEE ON AST

RangeFinder MIC

Download Now

RangeFinder Disk

Download Now

DOCUMENTS FOR PUBLIC

REVIEW
Details of the statistics behind the spreadsheets can be found in “Turnidge J1, Bordash G.
ggﬁi’;ﬂ;x%scom'“”w Statistical methods for establishing quality control ranges for antibacterial agents in
Clinical and Laboratory Standards Institute susceptibility testing. Antimicrob Agents
FAQS Chemother. 2007 Jul;51(7):2483-8. Epub 2007 Apr 16.”

F 1=, ECOFF (Epidemiological cutoff values)Z&8 &35V I FBLUTOHY A kLI VEILT 74
IR THA I a—KFTE %S, http://clsi.org/standards/micro/ecoffinder/

STANDARDS i ECOFFinder

CHANGES

ECOFFinder is a MS Excel spreadsheet calculator that is freely available to the public. It is
designed to estimate epidemiological cutoff values (ECVs, ECOFFs) for the MICs or MECs
of wild-type bacterial or fungal populations. It follows the methodology described in
“Turnidge J, Kalhmeter G, Kronvall G. Statistical characterisation of bacterial wild-type
MIC value distributions and the determination of epidemiological cut-epidemiological cut-
off values. Clin Microbiol Infect 2006; 12:418-25.” Instructions for use are provided on the
first sheet.

MICROBIOLOGY
SUBCOMMITTEE ON AST

ECOFFinder

Which version do | need? Due to the peculiarities of MS Excel, three versions are provided:

i%%&%’n"éﬂfﬁ ON one for releases of Excel prior to 2010 (ECOFFinder XL 2003), one for releases of Excel
SUSCEPTIBILITY TESTS from 2010 onwards (ECOFFinder XL 2000+), and one for Mac computers (ECOFFinder XL

2011 fFor Mac). Make sure that you enable macros when asked by Excel to do so.
ECOFFinder for Excel Prior to 2010

Download Now

ECOFFinder for Excel After 2010

DOCUMENTS FOR PUBLIC
REVIEW

Download Now

RECENTLY DISCONTINUED
DOCUMENTS ECOFFinder for Excel 2011 for Mac

FAQS Download Now

150 STANDARDS Whatever version you use, you will need to enable the Add-in “Solver” (where to do this

varies depending on the version of Excel). Also, if you have enabled Solver and you get a
runtime error the first time you use it, close and then re-open Excel to see if that fixes the
problem.

SHOP OUR PRODUCTS
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® E. faecium IZ%19 % Daptomycin DT LA U R4 > + (BT, <4; susceptible only) DFEELM
NBETHSLIZENRREINT, TORMWELH>FH/IXEUTICY VTS (BRX Noa ),

Clin Infect Dis. 2016 Jun 15;62(12):1514-20. doi: 10.1093/cid/ciw173. Epub 2016 Apr 3.

Influence of Minimum Inhibitory Concentration in Clinical Outcomes of Enterococcus faecium
Bacteremia Treated With Daptomycin: Is it Time to Change the Breakpoint?

Shukla BS', Shelburne S?, Reyes K3, Kamboj M*, Lewis JD® Rincon SL® Reyes J7, Carvajal LP7, Panesso D®, Sifri CDS, Zervos MJ2,
Pamer EG*, Tran TT®, Adachi J'°, Munita JM'", Hasbun R®, Arias CA®.

® Author information

Abstract

BACKGROUND: Daptomycin has become a front-line antibiotic for multidrug-resistant Enterococcus faecium bloodstream
infections (BSls). We previously showed that E. faecium strains with daptomycin minimum inhibitory concentrations (MICs) in
the higher end of susceptibility frequently harbor mutations associated with daptomycin resistance. We postulate that patients
with E. faecium BSIs exhibiting daptomycin MICs of 3-4 pg/mL treated with daptomycin are more likely to have worse clinical
outcomes than those exhibiting daptomycin MICs =2 pg/mL.

METHODS: We conducted a multicenter retrospective cohort study that included adult patients with E. faecium BSI for whom
initial isolates, follow-up blood culture data, and daptomycin administration data were available. A central laboratory performed
standardized daptomycin MIC testing for all isolates. The primary outcome was microbiologic failure, defined as clearance of
bacteremia =4 days after the index blood culture. The secondary outcome was all-cause in-hospital mortality.

RESULTS: A total of 62 patients were included. Thirty-one patients were infected with isolates that exhibited daptomycin MICs
of 3-4 uyg/mL. Overall, 34 patients had microbiologic failure and 25 died during hospitalization. In a multivariate logistic
regression model, daptomycin MICs of 3-4 pg/mL (odds ratio [OR], 4.7 [1.37-16.12]; P = .014) and immunosuppression (OR,
5.32 [1.20-23.54]; P = .028) were significantly associated with microbiologic failure. Initial daptomycin dose of 28 mg/kg was
not significantly associated with evaluated outcomes.

CONCLUSIONS: Daptomycin MICs of 3-4 pg/mL in the initial E. faecium blood isolate predicted microbiological failure of
daptomycin therapy, suggesting that modification in the daptomycin breakpoint for enterococci should be considered.

® E. faecium|Z &k ZEMFEDAEICE LT, daptomycin®MICIEH3 — 4 ug/mL (E test) Dk T2
HG/MLU T DRRICLER TERERNBEFEDEBEN 212D T, TLA KRSV FETIFHM,
Intermediate %9 % H\, ECOFF (Epidemiologic cut-off Values) M&{RE #7175 H, SDDEHRTE
FTENEE, ThoERHT H-OICAdHocT—F U T N—TEIAb EIFRI ENERBESN
f=s

® Table 1% & UTable 20 StaphylococciDiEMN 57 3 A L V&R T I/ J)Lay FREZHI
BRI B ENEESINT,

® N. gonorrhoeaeM7 P RAATA L UIZxtd HSECOFF%1 pg/mLE 9 5 Z EARB I iz,
M100 Table 2A-1D T )LA A X/ OVREIEHT S5 A Y MEICUTO L S IR T 5 Z EAKR
=N f-, “Salmonella Typhi or Salmonella spp. isolated from extraintestinal source that
demonstrates an ofloxacin, levofloxacin or ciprofloxacin MIC or ciprofloxacin zone diameter
in the intermediate category may be associated with delayed response or clinical failure in
fluoroquinolone-treated patients. In these cases suppress the MIC and report the isolate as
fluoroquinolone resistant.”

¢ JYRFUI—FIJTNL—ThoENMERMEEDECV/ECOFF%2 ug/mLIZEET 5 Z & AVR
Ech, AESIht-,

® Telavacin® T 4 RVHEBEED T LA VRS > FZBIRT 52 ENERB SN,



® USCAST ; http://www.uscast.org/WMEEL TS 7)ILAAF/ OV RECHTHILA VRSV
kAR Stz CLSI, FDA, EUCAST, & UUSCSTO I LA U RA > &L LI-RZLTIC
Y. BE, ChoDTLA KRS MEUTOUSCASTO VT THA b ESBTES,
https://app.box.com/s/swc4pvnvh3hfvj3g7aqs3vvo2dd91em9

Table 5 USCAST quinolone in vitro susceptibility test interpretive criteria

Organism/Antimicrobial MIC breakpoints in pg/mL by criteria
organization Susceptible/Resistant
CLSI? USA- EUCAST® USCAST
FDA
Enterobacteriaceae
Ciprofloxacin <1/24 <1/ 24c <0.5/>1 <0.25/ 21
Levofloxacin <2/28 <2/ 284 <1/>2 <0.5/22
Moxifloxacin - <2/ 28 <0.5/>1 <0.25 / 20.5 (valid
for E. coli,

Klebsiella spp.,
Enterobacter spp.,
Citrobacter spp.,

and M. morganii)

Norfloxacin (UTl) <4 /216 <4 | 216¢ <0.5/>1 -

Ofloxacin <2 /28 <2 /284 <0.5/>1 -

Nalidixic acid (UTI) <16/232 <16 /232n Screen only (a <16 / 232
surrogate) (Salmonella

susceptibility

screen)i

Pseudomonas spp.

Ciprofloxacin <1/24 <1/ 24c¢ <0.5/>1 <0.5 / =1 (high-
dose)

Levofloxacin <2 /28 <2/ 284 <1/>2 <0.5 / =1 (high-
dose)

Norfloxacin (UTl) <4 /216 <4 | 216f - -

Ofloxacin <2 /28 <2/ 28g - -

S. maltophilia

Levofloxacin <2 /28 -d - -

Acinetobacter spp.

Ciprofloxacin <1/24 -c <1/>1 <0.5 / =1 (high-
dose)

Levofloxacin <2 /28 -d <1/>2 <0.5 / =1 (high-
dose)

Staphylococci



Ciprofloxacin <1/24 <1/ 24 <1/>1 -

Levofloxacin <1/24 <2/ 284 <1/>2 <0.5/22

Moxifloxacin <0.5/22 <2 /28e <0.5/>1 <0.25/20.5

Norfloxacin (UTI) <4 /216 <4/ 216¢ - -

Ofloxacin <1/24 <2 /284 <1/>1 -

Enterococci

Ciprofloxacin <1/24 <1/ 24c <4 /<8 (UTlonly) <4/28 (UTlonly)

Levofloxacin <2 /28 <2/ 284 <4 /<8 (UTlonly) <4/28 (UTlonly)

Moxifloxacin - <1/ 24e - -

Norfloxacin (UTI) <4 /216 <4 | 216f - -

S. pneumoniae

Ciprofloxacin - <1/ 24c <0.12/>2 -

Levofloxacin <2/28 <2 / 284 <2/>2 <2/24

Moxifloxacin <1/24 <1/ 24e <0.5/>0.5 <0.5/21

Ofloxacin <2 /28 <2/ 28y <0.12/>4 -

B-haemolytic streptococci

Ciprofloxacin - <1/24c - -

Levofloxacin <2 /28 <2/2=8d <1/>2 <2/24

Moxifloxacin - <1/ 24e <0.5/>1 <0.5/21

Norfloxacin (UTIl) - <4 |/ 216f - -

Ofloxacin <2/28 <2/28g - -

Viridans group streptococci

Levofloxacin <2 /28 -d - -

Moxifloxacin - <1/ 24e - IE

Ofloxacin <2/28 -9 - -

Haemophilus spp.

Ciprofloxacin <1/- <1/ <0.5/>0.5 <0.06 / =20.12
(ECOFF)

Levofloxacin <2/- <2/-d <1/>1 <0.06 / =20.12
(ECOFF)

Moxifloxacin <1/- <1/ -e <0.5/>0.5 <012 / =20.25
(ECOFF)

Ofloxacin <2/- <2/-g <0.5/>0.5 -

Neisseria gonorrhoeae

Ciprofloxacin <0.06 / 21 <0.06 / 21c <0.03/>0.06 <0.03/20.12

Ofloxacin <0.25/22 <0.25/ 224 <0.12/>0.25 -

Neisseria meningitidis

Ciprofloxacin <0.03/20.12 -c <0.03/>0.03 <0.03/20.06

(prophylaxis only)



Levofloxacin <0.03/=20.12 -d - -

Anaerobes

Moxifloxacin <2 /28 <2 [ 28e - -

a. CLSI M100-S25 (2015) interpretive criteria.

b. EUCAST breakpoint tables. Version 5.0, 2015. http://www.eucast.org [4].
c. Ciprofloxacin (CIPRO®) product package insert February 2015 [5].

d. Levofloxacin (LEVAQUIN®) product package insert May 2014 [6].

e. Moxifloxacin (AVELOX®) product package insert May 2015 [7].

bal

Norfloxacin (NOROXIN®) product package insert August 2013 [9].
g. Ofloxacin (FLOXIN®) product package insert May 2011 [10].

h. Nalidixic Acid (NegGram®) product package insert August 2012 [8].
i. See 3.2.5 of the USCAST Quinolone Rationale Report for details.

Methodology 7—% >4 L—7F
Atypical S. aureus Ad Hoc 7—*% >4 45 L—7F

o HBIEINKEICENT, FBERMMNZEIE L 1= small-colony variants (SCVs) NER T KOEKE
(atypical S. aureus) DEFIBRZHREBEED LS IZTINERHATHIT—F 5T IL—TN
MbEFohizCLERE Lz, SRINDKETIE, OHEREOERIRZMHREBRADOIEMICH
BEBOHEM o1 S. aureus % atypical S. aureus EEET D &, QEFIKRZHABADIEH
& LT BMHA (MHA with 5% sheep’s blood)AMERIZ At o 148, Kt THREAR+H 1k
MNHEEL-C &, BSupplemented MHA B FEEXFICEN TLV=Z &, @cefoxitin ® MIC {E
TRV ZEZRAWEHERTIE 24 B & 48 BRIERFIE L £ 1Z mecAGHEDEOMDHEIEL <
HETEGM o2& (TRSR), GLEMPRESNT,

Cefoxitin Disk Diffusion, 48 hr

il mecAneg W mecA Pos
40
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%25 -
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o LIEDESLREERMND, RO/N—D 32D Text& Table ITUTDL S HEBREITIZEMN
A EIN1-, "Cefoxitin MIC and disk tests are not reliable for detecting mecA mediated
resistance in S. aureus isolates that do not grow on MHA or CA-MHA. mecA PCR to
determine oxacillin susceptibility should be performed.”

o B, SENRBTSEEMLINER/XITILTIZY YT S (X No.2 ),

WEFEEFERE AdHoc 7—%2 45 IL—TF

o Lysin CF-31 DHMERAFFEDEILICHT-Y, AEFIOER, EFAEFE, MCIEIAET—4
% £ DUV T Dr. Schuch (ContraFect )N L€ > F7—3 3 > %1To 1z, CF-31 DEA#FIZD
WTIFUTIZRS A FZEIE¥H L TEET %,

CH301

Mechanism of action

A. Targets the cell wall of Staphylococcus aureus
B. Cleaves D-Ala-L-Gly bond in the peptidoglycan meshwork required for structural stability
C. Peptidoglycan hydrolysis causes osmotic lysis of the bacterium

B. X . . _hietidi A
Target: = .301 i .cystelne netdne IcCeII wall hydrolysus and osmotic lysis
Cell Wall amidopeptidase that cleaves SR -
between D-alanine (stem peptide) ‘.
and L-glycine (cross-bridge) of ﬁ
WTA oudfront. /ppbiost/44,
Out LTA @ mature staphylococcal cell wall 3 ociee

6l id, .‘.‘.... i

| D e R e X

R R e s e s atale

i!l!l:ml'x-i!l:li{:i:l:l!it!:l‘.ii

In Adapted from Adapted from:
Chapot-Chartier Front Chapot-Chartier
Microbiol 22 2014 Front. Microbiol

2204

(Direct mag: 20Kx scale bar: 100 nm)

o MEBRARFIEZITSHEHIL, Mueller Hinton Broth [Z 25% horse serum (kL —1) V5 %R
HEEB1-5)E 0.5 mmol/L D-Dithiothreiol (DTT; 70— XV /SR IILTHDEYRED-0)%
HTYADRELTEMT DI ENERRSINT,

o QCHELUVIIFUTTERRINT,

S. aureus ATCC 29213 ; 0.25 -1 pg/mL

E. faecalis ATCC 29212 ; 16 — 64 pg/mL



CF-301

Tier 1 Study Conclusions

® CAMHB supplemented with 25% horse serum and 0.5 mM DTT produced
reproducible results for CF-301 vs. S. aureus ATCC 29213 and E. faecalis
ATCC 29212.

® MIC results obtained by both laboratories were the same or within one 2-
fold dilution.

® CAMHB supplemented with 25% horse serum and 0.5 mM DTT produced
easy to read MICs for CF-301 vs. the two QC organisms.
e CF-301Tier 1 QC ranges recommended:
e S aureus ATCC 29213 0.25-1 mg/mL
e E. faecalis ATCC 29212 16-64 mg/mL

o MWMERAFRENDIY FRA 2 FHIEIZEWLT, I2mm button] ORHBEZHIRIT 2L, B
AKHGEREZEET S5 ENERESINT,

e XXV THRRDEAKRNLBEEF#EBEITSHEL, XXV THOHIETS,,ROHELAEHD &S
BIGBICITBAEETS 2L, BROERI TRy THRLE LEZBEORUAEICDOVTUTD
KSICERT B EMNKIBSINT-, "For asingle isolate tested in a broth microdilution
panel/tray with a) multiple drugs, or b) multiple formulations, potencies, etc. of a single
drug, if more than one row (or two or more rows) or column contains skipped wells, the
total results for the panel should be considered at risk and the isolate/test panel be
repeated.”

e Staphylococci DTA AFS=VIZHMT 3T 4 RV GERIEFAERTHAIDT, TLL IR
Y rOREBZFHIRT 5 ENEREBEINT,

o Fastidious organisms (RBEXRMOE L LVE) OEFIRZHEHBRICHAWS A CLSI &
EUCAST & TELG>TW%, 9745, EUCAST Tl fastidious organisms 3 X TOHME 2
BL T, MHF =MH + 5% LHB + 20mg/L NAD %#{#fH L TL 45—, CLSI & Streptococci
(MHA + 5% Sheep Blood or MHB + 2.5-5% LYHB) & Haemophilus (HTM; MHB + NAD +
Hematin + Yeast Extract) T, T EFBHT-MA LTINS, 5%, WEDT—H2 LLE
NLEMNTHIBT L0,

e mecCBEZFEHEET % CNS (coagulase negative staphylococci) D& Tlk, oxacillin &
cefoxitin ZHAEHEFIENED & 3 GDT, 4% Intrinsic Resistance WG & MALDI-
TOF IDWG &AL THET L TV ETLY,

Modified Carbapenemase Inactivation Method (mCIM)

AIEDRBRETHINRRI—EEES S LIEEEREOH - #HEE L LT, Carbapenemase
Inactivation Method (CIM) test AMEZE STz, SEIDEZETIE, 2D CIM OHBEE (MCIM)HIRE
Sh, FPREFTOERBN EHEELEDRREN M Thlz, BRZEZLUTICRY, EEDKRA > b,



OEEREX, BRNEERMEIL 1uLloop, 7 Fo#ELLFEEEE(L 10uL loop, @TSB T 35°C, 4 KR
EETSHZL, OMHB 2—REEBRICHET S L, DIRTHD,

B. Isolate Setup

1. For fermenters make a 1l loopful suspension of the test isolate into 2ml of TSB,
MHB (cation adjusted), or sterile water (media selection has been predetermined for each
participating site). For non-fermenters the suspension should be equivalent to a 10 pl
loopful in 2 ml of TSB. Growth used to make the suspension should be 18 to 24 hours
old from a TSA with 5% blood plate.

Note: If a 10pl loopful is used with enteric species, the zones are difficult to read.
Note: Sites 8 and 1 will be conducting with both TSB and cation-adjusted MHB.
Note: Site 7 will conduct the test in both TSB and water

2. Vortex the suspension for 10 to 15 seconds.

3. Add a 10ug meropenem disk into the TSB suspension using a clean pair of
forceps, or dispenser and incubate for 4 hours +/- 15 minutes at 35°C.

4. Prepare an inoculated Mueller-Hinton agar (MHA) plate just prior to completion of
the 4 hour incubation period.

9. Prepare a 0.5 McFarland suspension of E. coli strain (ATCC 25922)
6. Vortex the suspension for 10 to 15 seconds.

Streak in three directions with a sterile swab dipped in the E.coli ATCC 25922 strain. The
entire surface of the plate should be covered at the end of the process. Allow the
inoculated plate to dry 3-10 minutes.

[ Remove the 10pg meropenem disk from the TSB broth suspension using a 10yl
inoculation loop. Drag the loop along the edge of the tube to remove any excess fluid
from the loop and disk. Place the disk on the (MHA) plate previously inoculated with the
lawn of susceptible E. coli strain (ATCC 25922).

8. A maximum of 8 disks can be placed on a 150mm MHA plate and a maximum of
4 disks can be placed on a 90mm MHA plate.

9. Incubate MHA plates at 35° for 18-24 hours.

10. Read MHA plates using interpretation of results criteria.

HEEEX, LUTOEEYICERBIN:, BRAEEFME (1pL loop TSB, 4 hours) ;Positive:
6 —15 mm, Intermediate: 16 — 18 mm, Negative: =19 mm

41, Acinetobacter spp. %° P. aeruginosa THEEREZELT Q2EFE) HIHVIIBEERMZE
£ (6 hours) , KPC EA M Pseudomonas spp.DE# A ELEHTHITZITLY, REINDKET
NODREERERRTSIFETH D,



Quality Control 79— >4 45—

SEDRBTERBEIN-EFBD QCHREEZDL VU ZELUTITRY,

Drug Name: S-649266 (Shionogi) 30 pg disk
Table 6 Solvent: Saline Diluent: Saline
information:
Table 6C NA Preparation: NA Example:
information if
applicable:
Glossary Class: B- Subclass: Agent Route of
information: lactam Siderophore Abbreviation: Administration: IV
cephalosporin TBD
QC Strain WG % in Mode/ | #mm or | Shoulder % | Footnote Variability/Comments
(ATCC) Range Vote: Range | Median | dilutions to add
Approved | Y/N/A/NP with
mm or dil drug/range
E. coli 23-31 9/0/2/1 95.3 8 9 NA Rangefinder 22-32
25922 with 98.7% in range
Media Lot C median
28, Lot A & B 26
Lab Medians 26-29
Also considered 23-32
P. 19-31 NA 95.0 |25 13 NA Medians for Lot A 24,
aeruginosa | 19-28 4/4/2/2 80.0 10 Lot B 22, Lot C 29
27853 20-30 4/4/2/2 91.3 11 Medians for Labs 23-
No range | 3/4/3/2 NA NA 26.
20-30 6/2/3/1 96.4% 11 Approved range based
on 7 labs excluding
Lab B & D which were
higher
Median for Disks 23-
26
Drug Name: Pexiganan (14-DPX-03)
Table 6 Solvent: Water Diluent: Water
information:
Table 6C N/A Preparation: N/A Example: N/A
information:




Glossary Class: Subclass: Agent Route of
information: Antimicrobial Magainins Abbreviation: Administration:
Peptide PEX Topical
QC Strain QC WG % in Mode/ | #mm or | Shoulder % Footnote Variability/Comments
(ATCC) Range Vote: Range | Median | dilutions to add
Approved | Y/N/A/NP with
mm or dil drug/range
S. aureus 8-32 8/0/0/1 100% | 16 3 47% @ 8 Some media
29213 variability
E. faecalis 16-64 8/0/0/1 100% | 32 3 Confirmed with range
29212 finder.
S. 16-64 8/0/0/1 96.6- | 32 3 All labs 96.6% in
pneumoniae 100% range,
49619 Exclude Lab G 100%
in range.
Confirmed with range
finder.
Lab G statistical
outlier.
E. coli 2-8 8/0/0/1 100% | 4 3 42 Confirmed with range
25922 finder.
P. 2-16 8/0/0/1 100% | 8 4 63.1% @ Range finder 4-16
aeruginosa 4 (100%)
27853 Media lot B mode 4.
H. 8-32 8/0/0/1 99.7% | 16 3 Media lot A mode 8
influenzae
49247
Drug Name: Tedizolid
Table 6 Solvent: no Diluent: no change
information: change
Table 6C N/A Preparation: N/A Example: N/A
information:
Glossary Class: no Subclass: no Agent Route of
information: change change Abbreviation: no | Administration: no
change change




QC QC WG % in Mode/ | #mm or | Shoulder % | Footnote to add Variability/Comments
Strain Range Vote: Range | Median | dilutions with drug/range
(ATCC) | Approved | Y/N/A/INP
mm or dil
S. 0.25-1- 97.3% | 0.5 3 76% @ Add drug to list | Lab variability,
aureus | edrrent 0.25 in CLSI M7- Recommended
29213 | 0.12-1 9/0/0/0 97.8% 4 A10, Section reading instructions:
new 3.11, Step 3 Ignore tiny buttons of
approved and growth.
troubleshooting
guide
S. 0.12-0.5 7/2/0/0 97.6% | 0.25 3 43% 7/1/0/1 Add “QC range for S.
aureus footnote for aureus ATCC 25923
25923 drug indicating | with tedizolid is 0.12-
supplemental 0.5pg/ml which
QC. exhibits less trailing
and is easier to read.
This strain is
considered
supplemental and not
required for routine
user QC.”
Drug Name: Linezolid
Table 6 Solvent: no Diluent: no change
information: change
Table 6C no change Preparation: no change Example: N/A
information if
applicable:
Glossary Class: no Subclass: no Agent Route of
information: change change Abbreviation: Administration:
no change no change
QC QC WG % in Mode/ | #mm or | Shoulder % Footnote to Variability/Comments
Strain Range Vote: Range | Median | dilutions add with
(ATCC) | Approved | Y/N/A/NP drug/range
mm or dil
S. 1-4 9/0/0/0 98.9% | 2 3 51% @ 4 Confirmed current
aureus | current range.
29213




S. 1-4 7/2/0/0 98.9% | 2 3 200 @ 1 7/1/0/1 Add “QC range for S.
aureus footnote for aureus ATCC 25923
25923 drug with tedezolid is 0.12-
indicating 0.5pa/ml, exhibits less
supplemental | trailing and is easier to
QC. read. This strain is
considered
supplemental and not
required for routine
user QC.”
Drug Name: Meropenem-vaborbactam (RPX7009)
Table 6 Solvent: Diluent: Water (No change)
information: DMSO (No
change)
Table 6C 20/10-pg disk Preparation: n/a Example:
information if
applicable:
Glossary Class: No Subclass: No | Agent Route of
information: change change Abbreviation: Administration:
B-lactam/pB- TBD TBD
lactamase
inhibitor
combination
QC Strain QC WG % in Mode/ | #mm or | Shoulder % Footnote Variability/Comments
(ATCC) Range Vote: Range | Median | dilutions to add
Approved | Y/N/A/NP with
mm or dil drug/range
S. aureus 32-38 8/0/2/1 97.6% | 35 6 See Range Finder 31 — 39
ATCC footnote — | mm with 99.8% in
25923 routine range.
QC. Lab variability median
34-36
E. coli 31-37 8/0/2/1 99.0% | 34 7 Confirmed by Range
ATCC Finder
25922 Lab median 33-35
P. 29-35 8/0/2/1 99.3% | 32 9 See Confirmed by Range
aeruginosa footnote Finder
Lab median 31-33




ATCC — routine
27853 QC.
K. 29-35 8/0/2/1 99.3% | 32 9 Confirmed by Range
pneumoniae Finder
ATCC Lab median 31-33
700603 ESBL producing strain
K. 16-20 8/0/2/1 100% | 18 5 See Confirmed by Range
pneumoniae footnote — | Finder
B21 routine KPC-producing strain.
(KP1074) QC. Publish after strain is
Add deposited with ATCC
organism | (projected prior to Dec
to 2016).
Appendix
C
K. 21-27 8/0/2/1 100% | 24 7 Lab median 23-25
pneumoniae 22 — 27 Range Finder-
ATCC BAA- KPC-producing strain
1705

Drug Name: Debio 1452 (active moiety of the prodrug Debio 1450)
Table 6 Solvent: no Diluent: no change
information: change
Table 6C 5 ug disk Preparation: No change Example
information:
Glossary Class: Fabl Subclass: NA Glossary Class:
information: inhibitor information: FAB
QC Strain QcC WG % in Mode/ | # mm or | Shoulder % Footnote to Variability/Comments
(ATCC) Range Vote: Range | Median | dilutions add with
Approved | Y/N/A/NP drug/range
mm or dil
S. 30-36- 94% 32 7 Remove Jan 2016 approved
aureus {eurrent) footnote that | range 30-36mm with
25923 29-35 97.6% | 32 7 indicates 96% of results in
28-36 100% | 32 9 only one disk | range (median was
manufacturer | 33)
29-36 8/0/0/1 97.6% | 32 8 used. New data with 2 disk
(revised) manufacturers
provided.




Similar results for both
disk manufacturers.
Lab variability with
median and modes

range from 30-34.

Tier 3 QC:

QC Strain Antimicrobic Method | Current | Action Concern Date
(ATCC) Range Recmd Reported
E. coli Cefixime Disk 23-27 Get original Out low. NA
25922 M23, collect

additional

data
K. Blactam/Blactamase | Disk No Collect data Alternative for | NA
pneumoniae | inhibitors range E. coli 35218
700603
E. coli Ciprofloxacin Disk 30-40 Considered Wide range Dec-15
25922 change to 29- | (consider

37 mm based | narrower

on 1623 range). Zones

results from 3 | often in low

disk and 5 MH | end with 10%

media at 30. 1% out

manufacturers | @ 29. Only

(large # from 1% of results

one mfg). at high end at

EUCAST is 38-40

planning

range change.

No change

approved.

Additional

information

requested.
P. Imipenem Disk 20-28 Collect Zones in the Dec-15
aeruginosa additional lower part or
27853 data below range

reported




N. Doxycline Disk No Include in Submitted by Jan- 16
gonorrhoeae range other study to | Mary York
49226 establish
range
QC Strain Antimicrobic Method | Current Action Concern Date
(ATCC) Range Recmd Reported
pug/mil

S. pneumo Cefuroxime MIC 0.25-1 Request Mode at 0.25 Jun-2013
49619 data/feedback
P. aerug Etrapenem MIC 2-8 Monitor Out low with some | NA
27853 labs
E. faecalis Minocycline MIC 1-4 Monitor/request | Mode at low end NA
29212 feedback at 16 hrs, bimodal

at 18 hrs, at

middle of range at

20 hrs
S. aureus Minocycline MIC 0.06-0.5 Monitor/request | Mode at low end Jun-2013
29213 feedback of current range

regardless of read

time 16-20 hr
E. faecalis Teicoplanin MIC 0.06-0.25 Monitor Data in range NA
29212 without tween,

some out low with

tween. Original

data out low with

current range.
H. influenzae | Tigecycline MIC 0.06-0.5 Retain current Small number out | NA
49247 range high
B. fragilis Pip/tazo MIC 0.12-1 Monitor/request | Out low (control Jun-2013
25285 (Agar) feedback M23 study Jan

2010)
E. faecalis Gentamicin MIC 4-16 Monitor/request | Some out low. Jan-2015
29212 feedback Cations, pH in

acceptable range

(BD)
E. faecalis Tobramycin MIC 8-32 Monitor/request | Some out low. Jan-2015
29212 feedback Cations, pH in

acceptable range

(BD)
P. aeruginosa | Meropenem MIC 0.25-1 Expand range Tier 2 28% out of June 2016

27853

to 0.12-1 mg/L.

range low at 0.12.




Tier2and 3
QCWG 9/0/0/0 | combined mode
Approved by 0.25 with 8% out
AST at0.12.
Subcommittee | Tier 3: 337 results
from >3 sites, 23
lots of media.

Tier 3 results
reported June
2000 CLSI (many
off scale at <0.25).
Control drug for

Pexiganan 110 of

160 at 0.25

Table 5G. MIC: Troubleshooting Guide

This table provides guidance for troubleshooting and corrective action for out-of-range QC primarily
using antimicrobial susceptibility tests with cation-adjusted Mueller-Hinton broth (CAMHB) for broth
microdilution. Refer to MO7-A10 (MIC), Chapter 4, Quality Control and Quality Assurance.

Out-of-range QC tests are often the result of contamination or the use of an incorrect QC strain;
corrective action should first include repeating the test with a pure culture of a freshly subcultured QC
strain. If the issue is unresolved, this troubleshooting guide provides additional suggestions for
troubleshooting out-of-range QC results and unusual clinical isolate results. In addition, see general

corrective action outlined in M07-A10 and notify manufacturers of potential product problems.



Antimicrobial QC Strain Comments/Suggested
Observation Probable Cause

Agent Actions

Amoxicillin- E. coli ATCC®

Clavulanate and

35218

Clavulanate is labile.

Use alternative lot.

Ticarcillin- K. pneumoniae | MIC too high Antimicrobial agent | Check storage and
clavulanate ATCC® 700603 is degrading. package integrity.
E. coli ATCC®
Spontaneous loss of
35218 See general comment
the plasmid
Various K. pneumoniae | MIC too low (1) on QC organism
encoding the f3-
ATCC® maintenance.
lactamase.
700603
Use alternative lot.
Check storage and
package integrity.
Repeated imipenem
) o _ QC results at the
P. aeruginosa ) Antimicrobial agent
Carbapenems MIC too high upper end of QC
ATCC® 27853 is degrading.
range with P.
aeruginosa ATCC®
27853 may indicate
deterioration of the
drug.
Chloramphenicol | S. aureus
Read at first well
Clindamycin ATCC®29213
where the trailing
Erythromycin E. faecalis ) N _ o
MIC too high Trailing endpoint begins; tiny buttons of
Linezolid ATCC®29212
growth should be
Tedizolid S. pneumoniae
ignored?
Tetracycline ATCC®49619
S. aureus ATCC®25923
may be used as a
supplemental QC
S. aureus
Linezolid organism for these
ATCC®29213 MIC too high Trailing endpoint
Tedizolid drugs. This strain
exhibits less trailing
and endpoints are
easier to interpret.
S. aureus Add polysorbate-80 to
Dalbavancin
ATCC®29213 Lack of polysorbate- | CAMHB to final
Oritavancin MIC too high
E. faecalis 80 in the media concentration of
Televancin
ATCC®29212 0.002% (v/v)?




Dissolve antimicrobial
S. aureus
Lack of polysorbate- | powder and prepare
Oritavancin ATCC®29213
MIC too high 80 in the solvent and | dilutions in water
E. faecalis
diluent containing 0.002%
ATCC®29212
polysorbate-80 (v/v)?
Use only untreated
S. aureus microdilution trays to
Use of tissue-culture
Oritavancin ATCC®29213 prepare intermediate
MIC too high treated microtiter
E. faecalis dilutions and for the
plates
ATCC®29212 final microdilution
assay’
One QCresult is
If antimicrobial agent
out of range,
is not normally
but the
reported, no repeat is
antimicrobial _
) necessary if adequate
agent is not an
Various Any Not Applicable controls are in place
agent reported )
) to prevent reporting
for patient
of the out-of-range
results (eg, not
antimicrobial agent.
on hospital
formulary).
Possible
Many MICs too Recheck readings.
Various Any reading/transcription
high or too low Use alternative lot.
error

Delete this Row: (combined with amoxicillin-clavulanate above)

Ticarcillin-

clavulanate

E. coli

ATCC® 35218

MIC too high

Clavulanate is labile.
Antimicrobial agent is

degrading.

Use alternative lot. Check storage and

package integrity.
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REID AST S—F45

AR [E]D CLSI(Clinical and Laboratory Standards Institute) AST (Antimicrobial Susceptibility Test) =—
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