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Figure S1: Minimum inhibitory concentration (MIC) distribution of community-associated MRSA (CA-
MRSA) isolates (n=41) by broth microdilution
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Figure S2: Frequency distribution of clinical isolates categorized as susceptible, nonsusceptibile
(including ATU), susceptible dose-dependent (SDD)/ intermediate (I) or resistant (R) across
methodologies when comparing non-pneumonia (NP) guidelines with pneumonia (P) guidelines. BMD:
broth microdilution, DD: disk diffusion.
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MIC MIC Zone Zone Zone

(mgl/L) (mgl/L) diameter | diameter | diameter
EUCAST | EUCAST (mm) (mm) (mm)
(non- (pneumo CLsI EUCAST | EUCAST
pneumon nia) 2019 (non- (pneumo
ia) 30ug CPT | pneumon | nia) 5 ug
ia) 5ug CPT
CPT
Susceptible <1 <1 <1 <1 >25 >20 >20
Intermediate - 2 - - = 5
Susceptible 2-4 - - 20-24 -
dose-
dependent
Resistant >8 >4 >2 >1 <19 <17 <20
Area of 1 1 19-20 19-20
technical
uncertainty

Table S1: Minimum inhibitory concentration (MIC) and zone diameter breakpoints for ceftaroline (CPT)
according to each agency.

E-test strip

0.125 1
1
0.25 1 1 4
6
Broth 0.5 1 4 15 17 3 4
microdilution 44
1 1 7 16 19 18 2
63
2 1 5 34 81 59 10
190
4 1 3 9 2 1
16
Sum
2 4 22 30 56 113 79 13

Table S2: Minimum inhibitory concentration (MIC) value distribution by broth microdilution versus E-
test. Nonsusceptible MIC values as per CLSI and EUCAST breakpoints indicated in red.



Disk diffusion

CLSI (mm)
0.12 1 1
5
0.25 1 1 2 1 1 6

c

S

£33 05 2 2 6 4 M1 7 5 4 2 1 44

85D

@2 E

.211 1 5 5 3 7 10 M 12 1 3 2 1 1 63
A | g 2 2 8 3 1 24 3 39 38 17 7 2 1 190
4 I S I T I 1 S T 1 16

Sum 2 1 3 3 8 11 27 15 25 42 51 53 43 21 10 3 1 1

Table S3: Agreement between inhibition zones (mm) determined by disk diffusion methodology using
the CLSI ceftaroline disk (30 ug) versus minimum inhibitory concentration (MIC) value by broth.
Nonsusceptible MIC or zone diameter values as per CLSI breakpoints indicated in red.

Disk diffusion
EUCAST (mm)

1 1
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4 1 4 5 3 3 16

Table S4: Agreement between inhibition zones (mm) determined by disk diffusion methodology using
the EUCAST ceftaroline disk (5 ug) versus minimum inhibitory concentration (MIC) value by broth.
Nonsusceptible MIC or zone diameter values as per EUCAST breakpoints indicated in red.



Disk diffusion

CLSI (mm)

32 1 1
25 1 1 1 1 4
24 1 2 1 1 1 6
23 1 2 4 1 1 9
22 1 1 2 2 1 7

SE
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£
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18 1 1 2 3 5 11 3 3 5 1 35
17 1 1 1 5 1 8 13 9 2 2 43
16 1 3 2 4 1 13 15 22 14 4 2 81
15 1 1 3 7 6 14 11 11 9 3 5 3 1 75
14 1 2 1 6 4 1 15
6 1 1

Sum 2 1 3 3 8 " 27 15 25 42 51 53 43 21 10 3 1 1

Table S5: Agreement between inhibition zones (mm) determined by disk diffusion methodology using
the CLSI ceftaroline disk (30 ug) versus the EUCAST disk (5ug). Nonsusceptible MIC or zone diameter
values as per EUCAST or CLSI breakpoints indicated in red.

BMD vs BMD BMD E-test BMD BMD DD
E-test (cLsI (cLsI (cLsI (cLSI (EUCAST | (CLSI)
(EUCAST | 2019)vs | 2018)vs | 2018and | 2019l)vs | 2018)vs ) vs DD vs DD
) BMD BMD | 2019)vs DD DD (CLS! | (Eucas
(EUCAST | (EUCAST E-test (CLsI) (CcLsI) 2019)* n*
) (EUCAS
Total Minor Error 48% 45% 45% 5% - - 44.4% 43.1% 51.3% 37.5% 37.5%
(Discrepency in
“I" or “SDD"
classification)
Minor Error 1 41.8% 6.3% 37.8% 0 - - 42.2% 39.1% 1.3% 21.3% 0.3%
(SDDor | by

reference, S by
test)

Minor Error 2 (S 6.3% 37.5% 6.3% 0 - - 2.2% 2.2% 7.8% 0.3% 21.3%
by reference,

SDD or | by test)

Minor Error 3 (R 0 1% 1% 0 - - 0 1.9% 2.8% 16% 0

by reference,
SDD or | by test)

Minor Error 4 0 0 0 5% - - 0 0 394% 0 16%
(SDD or | by
reference, R by
test)

Table S6. Stratified minor error rates across methodologies (broth microdilution (BMD), E-test, disk
diffusion (DD)) evaluated under CLSI and EUCAST non-pneumonia guidelines. S: susceptible, I:
intermediate, SDD: susceptible dose-dependent, R: resistant. * EUCAST DD guidelines used as reference. **
CLSI DD guidelines used as reference.



BMD vs E- | BMD (CLSI | BMD Eest(CLSI |BMDvs | DD DD (CLSI)

test 2019)vs | (CLSI 2019 and DD (EUCAST) | vs DD

(EUCAST) | BMD 2018)vs | 2018) vs E- (EUCAST) | vs DD (EUCAST)
(EUCAST) | BMD test (EUCAST) (CLSI)* *

(EUCAST)

Categorical 52% 35.6% 40.6% 71.3% 78% 22.5% 22.5%
Agreement

Very Major Error (R 65% 0 0 0 2.4% 70.7% 0

by reference, S by

test)

Major Error (S by 17.5% 0 0 0 40.4% 0 78%

reference, R by test)

Total Minor Error 0 64.4% 59% 29% 6% 39.4% 39.4%
(Discrepencyin “I" or
“SDD" classification)

Minor Error 1 (SDD 0 0 0 0 0 15% 0.3%
or | by reference, S
by test)

Minor Error 2 (S by 0 0 0 0 6% 0.3% 15%
reference, SDD or |
by test)

Minor Error 3 (R by 0 0 0 29% 0 24% 0
reference, SDD or |
by test)

Minor Error 4 (SDD 0 64.4% 59% 59.4% 0 0 24%
or | by reference, R
by test)

Table S7: Rates of agreement and error across methodologies (broth microdilution (BMD), E-test, disk
diffusion (DD)) evaluated under CLSI and EUCAST pneumonia guidelines applied to respiratory derived
isolates. S: susceptible, I: intermediate, SDD: susceptible dose-dependent, R: resistant. * EUCAST DD
guidelines used as reference. ** CLSI DD guidelines used as reference.



