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Supplementary Figure S1. The HPLC chromatograph of flavonoids. A: luteolin; B: quercetin; C:
3’4’ 7-trihydroxyflavone; D: fisetin; E: apigenin; F: kaempferol; G: Chrysin; H: galangin; I:

naringenin; J: taxifolin; K: isoquercitrin.

Supplementary Table S1. The oligonucleotides used for cloning in the study.

Primer DNA sequence 5°-3°

acrB-Fw ATTTGTTCAGCTCATTCGGGTTCA

acrR-Rv AGAGATTACGTTGTGCCTGTTGC

pBla-Fw CCTTTAGATCTGGCCTATTGGTTAAAAAATG
pBla-Rv CCTTTTCTAGAGAAGCATTTATCAGGG TTATTG
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Supplementary Figure S2. The growth curve of E. coli BW25113 AacrAAbamB expressing

OXA-48 with different concentrations of piperacillin.

100- 100+
'y .
804 . 804
= 604 c 60
s 2
=1 =
S 40 2 409
£ <
~ 20 20+
04 T T T T 1 0 T T T T 1
-1.0 0.5 0.0 0.5 1.0 1.5 -3 -2 -1 0 1 2
Log[Inhibitor] (pM) log[Inhibitor] (M)
Quercetin Fisetin
1001 100 -
- 80+ - 80
c 601 c 60+
2 k<]
= =
2 401 2 401
= =
c (] £
204 204
0 T T T T 1 0 T T T
-2 -1 1] 1 2 3 -1 0 1
log[Inhibitor] (uM) log[Inhibitor] (M)

Apigenin Luteolin



l\' frontiers

100+ 100+
* F ]
__ 804 __ 804
c 60+ c 60
o o
S 40+ 5 a0
= =
£ g =
201 20
u T 1 0 ? L} T T 1
0.0 0.5 1.0 -2 -1 0 1 2 3
log[Inhibitor] (M) log[Inhibitor] (M)
Kaempferol Taxifolin
100+ 100
D [
~. 801 80
S g
= 604 c 604
2 2
S 404 S 40-
= =
= £
201 20
]
0 + $ T T 1 0 T T ]
-1 0 1 2 3 -2 -1 1] 1 2
log[inhibitor] (M) log[Inhibitor] (M)
Naringenin 3" 4", 7-trihydroxyflavone
804 100
[
80
c c 60
2 40 (4 2
] S 40-
£ £
-2 = 201
[ )
0 T T 1 0 T T 1
0 1 2 3 0 1 2 3
log[Inhibitor] (M) log[Inhibitor] (uM)
Chrysin Galangin
60+
[
o)
S 401
c
Lo
]
E 20
u L) L) L) T 1
-1 0 1 2 3

log[inhibitor] (pM)

Isoquercitrin

Supplementary Figure S3. Profile of OXA-48 inhibition by flavonoids.
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Supplementary Figure S4. Lineweaver—Burk plots of OXA-48 catalyzed hydrolysis of the
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substrate in the absence and presence of fisetin (A) and luteolin (B) at various concentrations.



