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Structural Rationale of MexB-Specificity of PP
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13;9(1):4359. 1;500(7460):102-6.

Crystal structure of D13-9001 (efflux pump inhibitor; left) or LMNG (detergent; right)-
bound MexB (one of efflux pump of Pseudomonas aeruginosa) is obtained.
In addition the crystal structural analysis of MexB and our compound (efflux pump

inhibitor) is successfully performed.
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MexAB & MexXY dual PAEE#ICompound ADZNE 1
MIC (pg/mL) C dA ABI-PP 2 .
<4 16

aztreonam monobactam MexAB 32/8*

cefepim cephalosporin MexAB/MexXY 16/4 8 >64 >64
levofloxacin FQ MexAB/MexXY 64/16 16 16 16

amikacin AG MexXY 8/2 8 >64 >64
gentamicin AG MexXY 4/1 8 >64 >64

*: EPIftAE;ORestored MICHE 1) Levofloxacin resistant strain, 2) Nature, 2013. 500. 102. 3) W0O2018165611

** . Restored MICIEZZE(CHEBSE

« Our EPI significantly restores the antibacterial activity of existing drugs regardless of its
class.

« Compound A demonstrates the potent and dual inhibition activities against both MexAB
and MexXY.
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MexAB & MexXY dual PFEE#ICompound BD%*15R

Strain No. MIC (p.g/_mL) of MIC (pg/mL) of MIC (pg/mL) of
Gentamicin (GEN) GEN + Compound B 6.25 uM GEN + Compound B 25 uM
No.1 128 (R) 8 (I 4 (S)
No.2 64 (R) 8 (I 4 (S)
No.3 64 (R) 8 (I) 4 (S)
No.4 64 (R) 4 (S) 4 (S)
No.5 32 (R) 4 (S) <2 (S)
No.6 16 (R) <2 (S) <2 (S)
No.7 16 (R) <2 (S) <2 (S)

MICs of Compound B against all tested strains : >50 u M
All tested strains : overexpression of genes MexY (=10 x PAO1)

T4 SRR Bk (RIRE) (CXIU.
J28981> > &Compound B 3B%TH3.
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