ll conserved key motif

ll indicates positions which have a single, fully conserved residue

[l indicates that one of the following 'strong' groups is fully conserved ( >0.5 Gonnet Pam250 matrix)
indicates that one of the following 'weaker' groups is fully conserved (=<0.5 Gonnet Pam250 matrix)

ACT-1 Klebsiella pneumoniae  ---MMMTKSLCCALMLSTSCE LATPMSEKQLAEViER KAIVAANKP GVEGD
MIR-1 Klebsiella pneumoniae  ----MMTKSLSCALMLSVASS FAAPMSEKQLAEV‘ER K VAANKP, GV[XeGD
AmpC Escherichia coli ~  ----- MFKTTLCALMITASCE FAAPQQIN———DI‘HR I[PLIENWAIPGMAVAVING NUTAKKQP] GV[eGD
CMY-1 Klebsiella pneumoniae  MQQRQSILWGAVAT{IMWAGLHAGEASPVDPLRPV||DAS: Q) N RESGAG AT[EAY
FOX-1 Klebsiella pneumoniae  ---MQQRRAFALLTIGSLLLAPCTYARGEAPLTAANDGIIQ NIRESGQ ATIEAY

[YXN]
ACT-1 Klebsiella_pneumoniae  RIAGEEiS] NASTINFEAMIVKP SGMS|TEQAIITT
MIR-1 Klebsiella_pneumoniae uIARGEI Y] NHSIGLFGALA KPSGMS|{EQATT
AmpC  Escherichia_coli AIARGEI N
CMY-1 Klebsiella_pneumoniae AWIKG! N

FOX-1 Klebsiella_pneumoniae EA KGlEFS

HSIGLFGALA KPSGLS[{EQA QT
iSIGLFGHLA'SSLKQP PLEQ
PN N EEHWIANSLGQPIEEQL 1SQ

b

KPDSLQDNSH
KPDSLQAP:

VRS[\ ' NPRDINDK i)

0)

MIR-1 Klebsiella pneumoniae  R/ZKP[EK Dl "\ |\ IHKAEEAH =\
AmpC Escherichia coli RUFQPEKEN )/ 5\ IEPPEEKN) A
PGEG Hglp 4"\ IHKQAMAS) 7\
[JESATAN, /A

1G--GVDDK;

ACT-1 Klebsiella pneumoniae LLHTWIN ZKAEEAH A
G--YQGDA

CMY-1 Klebsiella pneumoniae T
T

FOX-1 Klebsiella pneumoniae LI GLGHTYIO

[KTG]
ACT-1 Klebsiella pneumoniae wPiDAK GSDN——K“ALAPLPAREVNP APPVNASW! (Y PNZARVIAAAT LY B
MIR-1 Klebsiella pneumoniae wP'DAK GESDN--K|JALAPLPVAEVNPAPPVKASW (SNENPEGEYAYRiMI DA~
AmpC  Escherichia coli Npunpo. NGSGNKIA!AAAAHPVKAITP'TPAVRASW NLNPIG A wordINAflQ-
CMY-1 Klebsiella pneumoniae up TEQ GNSA——K'ILEAN———PTA ZRESGSQVLF SNGEINE RS K YAHAR AQIAG
FOX-1 Klebsiella pneumoniae  [([H"TEQ. {ENSP--A[|SFQANPVTRFAV[zKAMGEQRL SNMETEAGKAYAHARRE SQIEAE

Supplemental Fig. 3. The alignment of class C B-lactamases

Class C B-lactamases share the three characteristic motifs of serine-reactive -lactamases:
S-X-X-K in the enzymatic active site, Y-X-N pointing into the active site, and K-T-G forming the
opposite wall of the active site. Based on the primary sequences, the alignment was generated
using Clustal Omega [32, 33, 34] of GenomeNet at Kyoto University Bioinformatics Center
(https://www.genome.jp/tools-bin/clustalw).



