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:MICs of various amimlecoside’s for E. coli strains transformed with aac(6')-Iaj

Strain” : MIC® (ug/mi)
, AMK | _ABK | DIB | GEM ISP KAN | NEO | NET SIS TOB
~ NCGMISSS 128 2 1024 8 512 1024 25 | >1024 | 1024 | 18
" E coli DH50/pSTV28 0.5 0.5 0.5 0.5 05 0.5 2 0.25 1 025
E. coli DHSw/pSTV28-aac(6')-Taj 16 4 16 05 4 32 8 3 4 16

'“ The MICs for E. coli strains were determined with Mueller-Hinton broth preparations containing chloramphenicol (30 pg/ml) and individual aminoglycoside.
I AMK, amikacin, ABK, arbekacin; DIB, dibekacin; GEM, gentamicini ISP, isopamicin; KAN, kanamycin; NEO, neomycine; NET, netilmicin; SIS, sisomicin;

"TOB, tobramycin.

Table 1

i’kﬁe&iﬁarametqrs of B-lactamase IMP;

-1, IMP-7, IMP-11, IMP-30 and IMP-31with various substrates

:

#Ml _s-l)a

Substrat Km (uM)’ keat (s kecat/Km
i 3
IMP-7 IMP-43 IMP-11 | IMP-44 IMP-7 | IMP-43 | IMP-11 | IMP-44 IMP-7 | IMP-43 | IMP-11.; IMP-44
207£19 3176+236 574+18 482453 253+0.7 6443 3642 14::1 0.12 0.02 0.063 0.029
18010 494240 230121 | 627480 91406 @ 35402 | 74806 | 11 0.051 00072 | 0032 0.017
2742 6945 304 11948 80403 | 103+08 & 146:07 = 141202 029 0.15 038 012
3351 5555 44x12 75345 4180051348005 32401 1241 0.13 0.062 0.76 0.2
2413 68109 3554 2713 18820071 72401 . 43:02 |  44xi 0.08 11 0.12 16
594 1443 2953 6344 0.89+:0057 19401 ; 1.33:009 : 56402 0.015 0.14 0.046 0.089
5046 30:4 4045 6445 13440047 46401 | 2.00£0.04 ; 19.440.7 0.027 0.16 0.0s 031
NHb NHb NHb NHb ] b NHb N'Hb N.Hb N.Hb NHb NHb
Dripenem 6345 59+7 10110 ¢ 257427 68402 | 100404 & 11.3£06 | 58940 011 017 011 23
Imipenem 354430 26813 1435711941 2041 | 49x3 192605 | 16545 0.078 0.18 013 14
:"The Km and k cat values represent the mans of three independent experiments + standard deviations,
b NH; no hydrolysis was detected under conditions with a substrate concentration of up to 1mM and an enzyme concentration of up to 700nM.
Table 2
MICso and MICyo values and percent antimicrobial resistance of 4. baumannii clinical isolates
A. baumannii (n=49)
. . Breakpoint for
Antimicrobial agent <P a % Range MICs, MICq
resistance Resistance (ug/ml) (ng/ml) (ng/ml)
_ (ug/ml)
Amikacin 264 100 >1,024 >1,024 >1,024
Arbekacin - - 1,024->1,024 >1,024 >1,024
‘Colistin 24 8 <0.25-4 2
Ciprofloxacin 24 100 32-1,024 256 512
Gentamicin 216 100 512->1,024 >1,024 >1,024
Imipenem 216 100 16-64 64
Meropenem 216 100 1 16-128 128
Tigecyclineb - - <0.25-4 4

“Break points for antimicrobial resistance were determined according to the guidelines of the Clinical

and Laboratory Standards Institute (M07-A9).

b MICs to tigecycline were 4 pg/ml for 6 isolates, 2 pg/ml for 7, 1 pg/ml for 18, 0.5 pg/ml for 12,
and <0.25 pg/ml for 6.

Table 3




Kinetic parameters of B-lactamase IMP-1 and IMP-34with various substrates

Km (uM)? keat (s)° keat/Km (uM™ +s71)?
Substrate
IMP-1 IMP-34 IMP-1 IMP-34 IMP-1 IMP-34
Penicillin G 662 423 94 49 0.14 0.12
Ampicillin 340 355 16 13 0.048 0.037
Cephradine 73 57 21 15 0.29 0.26
Cefoxitin 34 31 2.7 2.0 0.080 0.066
Cefotaxime 14 10 2.9 2.0 0.21 0.20
Ceftazidime 26 22 0.68 04 0.026 0.019
Cefepime 21 29 1.4 2.4 0.064 0.084
Aztreonam NH’ NH’ NH’ NH’ NH’ B\
Dripenem 39 39 4.8 3.8 0.12 0.096
Imipenem 58 59 6.9 4.9 - 0.12 0.083
Meropenem 37 46 2.3 2.0 0.062 0.043

“The Km and kcat values represent the mans of three independent experiments =+ standard deviations.

"NH; no hydrolysis was detected under conditions with a substrate concentration of up to 1mM and an
enzyme concentration of up to 700nM.
Table 4
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