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Table 1
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Table 1
Compounds of Formula A-11
Cmpd. X R’ R
No.
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Table 1
Compounds of Formula A-11
Cmpd. X R’ R
No.
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Table 1
Compounds of Formula A-11
Cmpd. X R’ R
No.
OH
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Table 1
Compounds of Formula A-11
Cmpd. X R’ R
No.
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Table 1
Compounds of Formula A-11
Cmpd. 1y R! R
No.
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Table 1
Compounds of Formula A-11
Cmpd. X R’ R
No.
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Table 1
Compounds of Formula A-11
Cmpd. X R’ R
No.
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Table 1
Compounds of Formula A-11
Cmpd. X R! R
No.
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Table II: Standard BLI Potentiation MIC Assay in Combination with Ceftolozane
Against a Panel of Isogenic and Clinical Strains Expressing B-Lactamases

. - No - ol |N|®|o|—
Strain # LactEmase Bkgd |g)j|CCC|R HEREEEEENENEEEE
Ec0.2806 |KPC-2 isogenicl E| B |[A|{B(B|C|A|B|B|A|B|B|B|B|B|A
Pac.2808 |KPC-2 cinical | E| C |C|C|B|D|B|C|B|C|C|B|B|C|C|B
Kpn.2478 |KPC-3, TEM+| clinical | E | C |{C|C|B|D|B|C|B|C|B|C|C|C|C|B
Kpn.2490 KPC—[—%’N? J_-l w, clinical |E| B |A|{B|A|{C|A|B|A|{A|B|A|A|B|A|B

CTX-M-15, | . .
Kpn.2783 SHV+, TEM+ clinical|E| A |B|B|A|C|A|B|B|B|B|B|B|B|B|B
Kpn.571 |TEM-26 clinical | D | AA |A|A|A|A|A|A|A|A|A|A|A|B|A|A
Pac.2885 | AmpC clinical | B| A |A|B|A|B|AA|B|A|A|A|A|B|B|A|A
Cfr.568 [AmpC clinical [E| C |[B|C|C|D|B|C|C|C|C|C|C|C|C|B
Ecl.569 | AmpC clinical |[E| B |[A|{A|(B|B|B|A|B|A|A|B|B|B|A|A
Kpn.2914 |KPC-2, SHV+ | clinical |D | B |B|B|B|C|B|B|B|B|(B|B|B|B|B|B
Kpn.2913 |KPC-2, SHV+ | clinical | D | A |A|B|A|A|A|B|A|A|A|B|A|A|A|A
Kpn.2917 [KPC-2, SHV+ | clinical [ D | A |A|B|A|A|A|A|A|A|A|A|A|B|A|A
Kpn.2918 KPC{%@*‘V*’ dinical |E| ¢ |B|c|B|D|B|C|B|B|B|C|C|C|C|B
Kpn.2909 KPC{%’N?P\“’ dinical |E | B |B|B|B|C|B|B|B|B|C|B|B|B|B|B
Eco.2711 | KPC cinical [ D| A |A|A|A|B|A|A|A|A|A|A|A|B|A|A
Eco.2781 |KPC-2, TEM+ | clinical | C | AA [A|A|JA|A|A|A|A|A|A|A[A|A|A]AA
CTX-M-15, | i
Kpn.2926 OXA48 clinical | E{ B |[B|{B|B|C|B|B|B|B|B|B|C|B|C|B
Pae.2757 |AmpC over-expn| clinical | C | B [B|B|B|B|A|B|B|B|B|B|B|B|B|B
Pae.2863 [AmpC de-repress| clinical |C | B |[B|B|[B|C|A|B|B|B|B|B|B|B|B|A
Eco0.2843 |DHA-1 isogenicl E| A |A|{B|A|A|A|B|A|A|A|B|A|A|A|AA
Ec0.2491 |CMY-2 clinical |D| A |A|AlA|A|A|A|A|B|A|A|A|A|B|A
Eco.2902 |Aba-ADC-33 lisogenic| E | B |B|B|B|C|B|C|B|B|B|B|B|B|A|A
Ec0.2840 [KPC4 isogenicl E{ D (C|D|(D|D|D|D|D|D|D|D|D|D|D|D
Eco.2845| OXA-15 isogenicl E | D (B|B|(B|{D|B|B|B|C|C|B|B|B|C|B
MIC90 Ef{C [B|C|B|D|B|C|B|C|C|C|C|C|C|B
MIC50 E(B |B|B|[B|C|A|B|B|B|B|B|{B|B|BJ|A
AA = <0.25ugML; A =0.25-05ug/mL: B = 1-2ugimL; C = 4-8ug/mL; D = 16-32ug/mL; E > 64pg/mL

Fig. 2A

SUBSTITUTE SHEET (RULE 26)




WO 2013/149121 PCT/US2013/034562

11/31

Table II: Standard BLI Potentiation MIC Assay in Combination with Ceftolozane
Against a Panel of Isogenic and Clinical Strains Expressing B-Lactamases

No

BL1|CCC

732

: B-
Strain# || 2ctamase | Bk9d
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Table II: Standard BLI Potentiation MIC Assay in Combination with Ceftolozane
Against a Panel of Isogenic and Clinical Strains Expressing B-Lactamases

Strain #

B.

Lactamase

Bkgd

No
BLI

CCC
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Ec0.2806
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isogenic

E
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Table II: Standard BLI Potentiation MIC Assay in Combination with Ceftolozane
Against a Panel of Isogenic and Clinical Strains Expressing B-Lactamases

: " No Q= M| |||~ 0 -
Strain # LactEmase Bkod |5 [CCC|8(B(B|B|&|8|8(e|e|e|8|8|R|E
Ec0.2806 [KPC-2 isogenic| E| B |B|B|B|B|A|B|B|B|B|A|A|B|B|B
Pac.2808 [KPC-2 dinical |[E| C |C|B|B|B|C|D|B|C|B|B|B|C|C|C
Kpn.2478 [KPC-3, TEM+| clinical | E | C |B|C|C|c|c|D|c|c[c|clB[c[C|C
Kpn.2490 KPC{%’N‘T’PW’ dinical |E | B |B|B|B|B|B|B|B|A|B|A|A|B|B]|B

CTXM-15, |
Kon2783 | "o, | clical | E | A |B|B|A|B|B|B|C|BIB|B|B|B|B|E
Kpn571 |TEM26  |clinical | D | AA |A [A[A|A[A|A[A[A[A[A[A[A]A[A
Pac.2885 | AmpC dinical | B| A |A|A|A|A[A|A[A[A|A[A[A[A]A[A
Cir568 | AmpC dinical |[E| ¢ |c|c|B|B|c|c|c|s|B|c|B|C|C]C
Ecl569 | AmpC dinical |[E| B |A|A|B|B|B|B|A|A|B|C|B|B|B|B
Kpn.2914 [KPC-2, SHV+| clinical | D | B |B|B|B|C|C|c|B|B|B|B|B]|C|C]C
Kpn.2913|KPC-2, SHV+ | clinical | D | A |A|A|A|A|A|A[A|A|A[A|A[A|A|B
Kpn.2017 [KPC-2, SHV+ | clinical [ D | A |A|A|A[A[A[A|A[A[A[A[A[A[A]A
Kpn.2918 KPCﬁE’I\f;HV*’ dinical | E | ¢ |c|clc|clc|p|c|clc|c|clc|cle
Kpn 2909 <P V" cinical | E | B | C|B|B|B|C|C|B|B[C|B|B|C|B|C
Eco.2711 | KPC dinical | D| A |A|A|[A[A[A[A[A[A[A[A[A[A|B]B
Eco.2781|KPC-2, TEM+| clinical | C | AA |A |A|A|A[A[A[A[A[A[A|A[A|A[A
CTXM-15, |
Kon.2026| 12> | cinical | €| B |B|B|B|B|C|E|B[B|B|C|B|B|D|C
Pae.2757 |AmpC over-expn| clinical | C | B [B|B|B|B|B|B|C|B|B|B|B|B|B|B
Pae.2863 [AmpC de-epress| clinical | C | B | B|B|B|B|B|C|B|B|B|B|B|C|B|B
Fc0.2843 |DHA-1 isogenic| E| A |A|A|A|A[A|B|A[A|A[A[A[A[A]A
Ec0.2491|CMY-2 dinical | D | A |A|A[A|A[ATA[A[A[ATA|A[A]A]A
Fc0.2902 |Aba-ADC-33 [isogenic| E | B |B |B|B|C|B|C|B|C|B|C|B|C|B|B
Ec0.2840 |KPC4 isogenic| E| D |E|D|D|D|D|E|D|D|D|D|D|D|D]|D
Eco.2845| OXA-15 isogenicl E| D |[C|C|C|C|C|C|C|C|C|D|B|C|C|C
MIC90 eElc [c|clB]c|clclclc|clcBlc|c]c
MIC50 E|B |B|B|B|B|B|B|B|B|B|B|B|B|B|B
AA = <0.25ug/ML; A = 0.25-0.5ugimL: B = 1-2ugimL; C = 4-8ug/mL: D = 16-32ug/mL; E > 64ug/mL
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Table II: Standard BLI Potentiation MIC Assay in Combination with Ceftolozane
Against a Panel of Isogenic and Clinical Strains Expressing B-Lactamases

Strain # Lactg;nase Bkgd g|(_)| CCC E E E E E E E E § E § § § § §
Eco.2806 [KPC-2 isogenic| E| B |B|B|B|A|A|B|B|A|B|B|B|B|B|B|B
Pac.2808 [KPC-2 dinical |[E | C | c|c|c|p|clclclclclc[Blc[cc]c
Kpn.2478 [KPC-3, TEM+| clinical | E | C | c|c|clclclc|clc|D[c|clc|c]c]c
Kpn.2490 KPC{%’N‘T’PW’ dinical | E | B |B|B|A|B|A|B|B|B|B|C|A|B|B|B|B
CTXM-15, |
Kon2783 | " Ty, | clical | E | A |B|B|B|D|A|B|B|BIE|B|B[B|B|C|B
Kpn571 |TEM26  |clinical | D | AA |A|B|A|B|A|A|B|A|A|[A[B|A[A[B]A
Pac.2885 | AmpC dinical | B| A |A|B|A|B|A|A|B|B|B|A|A|A[A[A]B
Cir568 | AmpC dinical | E | ¢ |c|c|B]c|clelc|s|c|clB]c|clclc
Ecl569 | AmpC dinical |E| B |B|A|A|D|B|A|B|A|A|A|A|A[B|B]|B
Kpn.2914 [KPC-2, SHV+| clinical | D | B |B|B|B|D|B|B|C|B|C|[C|A|B|B|C|B
Kpn.2913|KPC-2, SHV+ | clinical | D | A |A|B|A|C|A|A|A|A|B|B|A|B|A|A|A
Kpn.2917 [KPC-2, SHV+ | cinical [ D | A | B|B|A|B|A|A[B[A[B[A[A[A[A[A[A
Kpn.2918 KPCﬁE’I\f;HV*’ dinical | E | ¢ |c|p|c|p|c|c|c|e|n|nlBlc|c|c|c
Kon 2909 P MV* ainical | E | B | c|c|c|D[B|c|c|B|c|c|B|B|B|C|B
Eco.2711 | KPC dinical | D| A |A|B|A|[B|A|A|B|B|A|A|B|A[A[A]A
Eco.2781|KPC-2, TEM+ | clinical | C | AA [MA|A|A|B|A[A[A|A[A[A [AA[A[A[A]A
CTXM-15, |
Kon2026| 13> | cinical | E | B | C|D|C|B|B|C|D|B|E|D|B|C|B|D|C
Pae.2757 |AmpC over-expn| clinical | C | B |B|B|B|C|B|B|C|B|B|B|B|B|B|B|B
Pae.2863 [mpC de-repress| clinical | C | B |B|C|C|D|B|B|C|C|C|B|B|B|B|B|B
Eco.2843 [DHA-1 isogenic| E| A |A|B|A|D|A|A|B|A|B|B|A|A[A[A]A
Ec0.2491|CMY-2 dinical | D | A |A|B|A|B|A[A[A[B[A[A[A[A[A]A]A
Ec0.2902 |Aba-ADC-33 |isogenicl E| B [C|C|C|(D|C|C|C|B|B[B|C|B|B|B|B
Eco.2840|KPC4 isogenic| E | D |D|D|D|E|D|D|E|D|E|D|C|D|D|D|D
Eco.2845| OXA-15 isogenicl E| D |C|C|C|D|C|C|C|C|C|C|C|C|C|D|D
MICS0 Elc [c|clc|p|c|c|c|c|olcBc|c|c]c
MIC50 E|B |B|B|B|C|B|B|B|B|B|B|B|B|B|B|B
AA = <0.25ugIML; A = 0.25-0 5ugimL: B = 1-2ug/mL; C = 4-8ug/mL; D = 16-32ug/mL; E > 64ug/mL

Fig. 2E
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Table II: Standard BLI Potentiation MIC Assay in Combination with Ceftolozane
Against a Panel of Isogenic and Clinical Strains Expressing B-Lactamases

Strain #

B.

Lactamase

Bkgd

No
BLI

CCC

«Q

727

728

Ec0.2806

KPC-2

isogenic

E

Pac.2808

KPC-2

clinical

Kpn.2478

KPC-3, TEM+

clinical

Kpn.2490

KPC-3, SHV+,
TEM+

clinical

E
E
E

> |o|lo|m| 792
w |O|lo|w]| 793
> |w|w|w| 794
w [Oo|o|w| 795
w [Olo|w| 796
W |OOo|m| 797

o OO

2
B
B
C
B

> (m|lo|w| 722
W |m(o|w| 723
> |o|lo|x>| 724
w |O|w|w| 725
w |O|w| | 726

> |0

> (O O|>

> |mw|ol>]| 729

Kpn.2783

CTX-M-15,
SHV+, TEM+

clinical

Kpn.571

TEM-26

clinical

Pac.2885

AmpC

clinical

Cfr.568

AmpC

clinical

Ecl.569

AmpC

clinical

Kpn.2914

KPC-2, SHV+

clinical

Kpn.2913

KPC-2, SHV+

clinical

Kpn.2917

KPC-2, SHV+

clinical

Kpn.2918

KPC-3, SHV+,
TEM+

clinical
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Kpn.2909

KPC-3, SHV+,
TEM+

clinical

Eco.2711

KPC

clinical

Eco.2781

KPC-2, TEM+

clinical

x| =

Kpn.2926

CTX-M-15,
OXA-48

clinical

Pae.2757

AmpC over-expn

clinical

Pae.2863

AmpC de-repress

clinical

Eco.2843

DHA-1

isogenic

Eco.2491

CMY-2

clinical

Eco0.2902

Aba-ADC-33

isogenic

Eco0.2840

KPC4

isogenic

Eco.2845

OXA-15

isogenic
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AA = <0.25ug/ML; A= 0.25-0 5pg/mL; B = 1-2ug/mL;
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Table lI: Standard BLI Potentiation MIC Assay in Combination

with Ceftolozane Against a Panel of Isogenic and Clinical

Strains Expressing B-Lactamases

Strain #

B.

Lactamase

Bkgd

No
BLI

CCC

Ec0.2806

KPC-2

isogenic

E

Pac.2808

KPC-2

clinical

Kpn.2478

KPC-3, TEM+

clinical

Kpn.2490

KPC-3, SHV+,
TEM+

clinical

E
E
E

w |[O|o|m
> [o|o|m| 706
> ||| wm| 714
w |O|w|m| 715
w [Oo|lo|w| 716
w |[o|o|w| 717

o [o|o]|o| 718

E |E|o|=]| 720

Kpn.2783

CTX-M-15,
SHV+, TEM+

clinical

Kpn.571

TEM-26

clinical

Pac.2885

AmpC

clinical

Cfr.568

AmpC

clinical

Ecl.569

AmpC

clinical

Kpn.2914

KPC-2, SHV+

clinical

Kpn.2913

KPC-2, SHV+

clinical

Kpn.2917

KPC-2, SHV+

clinical

Kpn.2918

KPC-3, SHV+,
TEM+

clinical
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Kpn.2909

KPC-3, SHV+,
TEM+

clinical

Eco.2711

KPC

clinical

Eco.2781

KPC-2, TEM+

clinical

Kpn.2926

CTX-M-15,
OXA-48

clinical

Pae.2757

AmpC over-expn

clinical

Pae.2863

AmpC de-repress

clinical

Eco.2843

DHA-1

isogenic

Eco.2491

CMY-2

clinical

Eco.2902

Aba-ADC-33

isogenic

Eco.2840

KPC4

isogenic

Eco.2845

OXA-15

isogenic

MIC90
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AA = <0.25ug/ML; A = 0.25-0.5ug/mL; B = 1-2ug/mL; C = 4-8ug/mL;
D = 16-32ug/mL; E > 64ug/mL
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Eco is Escherichia coli,

Kpn is Kiebsiella
pneumoniae,

Pae is Pseudomonas
aeruginosa;

CCC is comparator
compound
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Table lll: Synergy MIC (sMIC) Against a Panel of Isogenic
and Clinical Strains Expressing [3-lactamases

COMPOUNDS
ectomese| B450 | sp | oo ccc 5 82 2 225 g 2= 2 e 2R R
(4 pg/ml)
none  |isogenic| Eco | none D [F|IE|F|F|F|F|F|{F|F|{F|F|F|F|F|D|F
KPC-2 |isogenic| Eco |[CXA-101 | B |A|A|A|C|A|A|B|A|A|A|A|A|B|B|B|A
OXA-15 |isogenic| Eco |CXA-101 | D |B|C|C|D|C|B|C|C|C|C|C|C|C|B|B|C
CTX-M-15 |isogenic| Eco |{CXA-101 | A |A|A|A|B|A|A|A|B|B|B|B|B|A|C|A|B
SHV-12  |isogenic| Eco |CXA-101 | B [B|B|C|C|C|A|B|C|C|C|C|C|C|C|B|B
P99  |isogenic| Eco |CXA-101 | A |A|A|A|B|AA|B|B [AAJA|A|A|B|A[A|B|A
KPC-3 | clinical | Kpn [CXA-101 | C [C|C|C|D|B|C|C|C|C|C|C|C|C|C|B|B
KPC-2 | clinical | Pag |[CXA-101 | B [C|C|B|D|C|C|C|B|B|B|C|C|C|C|B|B
AA =<0.25 pgimL; A=0.25-0.5 ug/mL; B = 1-2 pug/mL; C = 4-8 ug/mL; D = 16-32 pg/mL;

E = 64 ug/mL; F = >128 ugimL

CXA-101 is Ceftolozane, Eco is Escherichia coli, Kpn is Klebsiella pneumoniae,
Pae is Pseudomonas aeruginosa

0
H2N JJ’I,I’
N _A-H
N\
o 0S0,

CCC is comparator compound

Fig. 3A
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Table lll: Synergy MIC (sMIC) Against a Panel of Isogenic
and Clinical Strains Expressing [3-lactamases

COMPOUNDS
Lackmase| 8400 | o | acam [oco 2122 |2 ale (e [e|2[z|z|2/]g
(4 pgml)
none  |isogenic|Eco | none | D (E|D|F|D|C|D|F|F|F|F|F|F|F|F|F|F
KPC-2 |isogenic| Eco [CXA-101 | B |A|A[A|B|A|A|A|AB|A[A|AIA]AIAIA
OXA-15 |isogenic| Eco |CXA-101 | D |D|C|C|C|C|C|D|C|C|C|B|C|C|C|C|C
CTX-M-15 |isogenic| Eco |{CXA-101 | A |B|A|A|B|B|A|B|B|C|A|[B|A|B|A|A|B
SHV-12  |isogenic| Eco |CXA-101 | B [D|B|B|C|B|C|C|C|B|C|C|C|C|C|C|C
P99  |isogenic| Eco |CXA-101 | A |A|A|A|B|A|B|B|A|B|A|A|A[B|B|A|B
KPC-3 | clinical | Kpn [CXA-101 | C [D|C|B|C|C|C|C|C|D|C|C|C|C|C|C|C
KPC-2 | clinical | Pag |[CXA-101 | B [C|B|B|C|C|B|C|C|D|C|C|C|C|C|C|C
AA =<0.25 pgimL; A=0.25-0.5 ug/mL; B = 1-2 pug/mL; C = 4-8 ug/mL; D = 16-32 pg/mL;

E = 64 ug/mL; F = >128 ugimL

CXA-101 is Ceftolozane, Eco is Escherichia coli, Kpn is Klebsiella pneumoniae,
Pae is Pseudomonas aeruginosa

0
H2N JJ’I,I’
N _A-H
N\
o 0S0,

CCC is comparator compound

Fig. 3B

SUBSTITUTE SHEET (RULE 26)



WO 2013/149121

19/31

PCT/US2013/034562

Table lll: Synergy MIC (sMIC) Against a Panel of Isogenic
and Clinical Strains Expressing [3-lactamases

COMPOUNDS
Lackmase| B400 | 5 | Lacam |ccc| € 5%(2 2 5l2{B 8 BB 2 B BE/e
(4 pgiml)

none  (isogenic| ECo | none D |F|F|F|F|F|F|F|F|F|F|F|F|F|F|F|F|F
KPC-2 |isogenic| Eco [CXA-101 | B |A|A|B|A|A|A|A|A|A|A|A|B|A|A|A|A|B
OXA-15 |isogenic| Eco |CXA-101 | D |C|C|C|C|C|C|C|C|C|C|C|C|C|C|C|C|D
CTX-M-15 |isogenic| Eco |CXA-101 | A |A|B|A|A|B|B|A|A|A|A|A|B|B|B|AlA|B
SHV-12 |isogenic| Eco |CXA-101 | B |C|C|C|B|C|B|C|C|C|C|C|C|C|C|C|C|C

P99  |isogenic| Eco |CXA-101 | A |A|B|A|B|B|B|B|A[B|A|A|B|A[A[A[A|B
KPC-3 | clinical | Kpn |CXA-101 | C |C|C|C|C|C|C|C|C|C|C|C|C|C|B|C|C|C
KPC-2 | clinical | Pae |[CXA-101 | B |C|B|C|B|B|B|C|C|C|C|C|C|B|B|C|C|C

AA=<0.25 ugimL; A= 0.25-0.5 ug/mL; B = 1-2 ug/mL; C = 4-8 pg/mL; D = 16-32 pg/mL;

E = 64 ug/mL; F = >128 ugimL

CXA-101 is Ceftolozane, Eco is Escherichia coli, Kpn is Klebsiella pneumoniae,
Pae is Pseudomonas aeruginosa

0
H2N JJ’I,I’
N _A-H
N\
o 0SOH

CCC is comparator compound

Fig. 3C
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Table lll: Synergy MIC (sMIC) Against a Panel of Isogenic
and Clinical Strains Expressing [3-lactamases

COMPOUNDS
ctase| 991 | 5y | aciom (81213 81815 218 Rl Rl el
(4 pg/ml)
none  |isogenic| Eco | none |D|F|F|F|F|F|F|F|F|F|F|F|F|F|F|F|F|F
KPC-2 |isogenic| Eco [CXA-101 |[B[A|A|A|A|A|A|B|A|A|A|B|B|B|A|A[B|A
OXA-15 |isogenic| Eco |[CXA-101 |[D|D|C|C|D|C|C|C|C|C|C|C|C|D|D|C|C|C
CTX-M-15 |isogenic| Eco |{CXA-101 |A|B|B|A|B|A|B|B|A|A|B|A|B|B|B|B|B|B
SHV-12 |isogenic| Eco [CXA-101 [B|C|B|C|C|B|C|C|C|B|C|C|C|C|C|C|C|C
P99  |isogenic| Eco |[CXA-101 |A|B|A|A|(B|A|A|A|B|B|B|B|B|B|B|B|B|B
KPC-3 | clinical | Kpn |CXA-101 [C|C|B|C|C|B|C|C|C|C|C|C|C|C|C|C|C|C
KPC-2 | clinical | Pag |[CXA-101 |[B|C|B|C|B|B|B|C|C|C|C|C|C|C|C|C|C|C
AA =<0.25 pgimL; A=0.25-0.5 ug/mL; B = 1-2 pug/mL; C = 4-8 ug/mL; D = 16-32 pg/mL;

E = 64 ug/mL; F = >128 ugimL

CXA-101 is Ceftolozane, Eco is Escherichia coli, Kpn is Klebsiella pneumoniae,
Pae is Pseudomonas aeruginosa

0
H2N JJ’I,I’
N _A-H
N\
o 0S0,

CCC is comparator compound

Fig. 3D
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Table lll: Synergy MIC (sMIC) Against a Panel of Isogenic
and Clinical Strains Expressing [3-lactamases

COMPOUNDS
acse| 8100 | o | Lacom 8315221 3 8 8w B 5B N
(4 ugml)
none  |isogenic| Eco | none |D|F|F|F|F|F|F|F|F|F|E|E|F|F|F|F|F|F
KPC-2 |isogenic| Eco |CXA-101 B |B|BAIA|A|B|A|B|B|A[A[B|B|C|A|A|A
OXA-15 |isogenic| Eco |[CXA-101 |[D|C|C|C|C|D|D|D|C|D|C|C|E|C|F|C|C|C
CTX-M-15 isogenic| Eco |{CXA-101 |A|B|B|B|B|B|B|F|B|C|B|C|D|B|D|A|A|A
SHV-12 |isogenic| Eco [CXA-101 (B|C|C|C|B|B|B|B|C|C|B|[B|C|C|E|F|B|C
P99  |isogenic| Eco |CXA-101 |A|B|B|A|A|A|B|A|B|A|A|A|B|B|B|A|A[A
KPC-3 | clinical | Kpn |CXA-101 [C|C|C|B|C|C|C|C|D|D|B|D|D|D|F|B|C|C
KPC-2 | clinical | Pag |CXA-101 |[B|C|C|B|C|C|C|B|D|D|B|C|C|D|F|B|C|(D
AA =<0.25 pgimL; A=0.25-0.5 ug/mL; B = 1-2 pug/mL; C = 4-8 ug/mL; D = 16-32 pg/mL;

E = 64 ug/mL; F = >128 ugimL

CXA-101 is Ceftolozane, Eco is Escherichia coli, Kpn is Klebsiella pneumoniae,
Pae is Pseudomonas aeruginosa

0
H2N JJ’I,I’
N _A-H
N\
o 0SOH

CCC is comparator compound

Fig. 3E
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Table lll: Synergy MIC (sMIC) Against a Panel of Isogenic
and Clinical Strains Expressing [3-lactamases

COMPOUNDS
Lasbmass| B0 | 5p | Lo | SI8/2IRIR Rzl 2lelcle
(4 pg/ml)
none  |isogenic| Eco | none |D|F|F|F|F|F|F|F|F|F|F
KPC-2 |isogenic| Eco [CXA-101 |B|B|A|A|A|A|A|B|B|B|B
OXA-15 |isogenic| Eco |CXA-101 |(D|D|C|C|C|C|C|C|C|C|D
CTX-M-15 |isogenic| Eco |CXA-101 |A|B|A[B|B|B|A[B|B|B|C
SHV-12  |isogenic| Eco |[CXA-101 |B|C|C|C|C|C|B|C|C|D|B
P99  |isogenic| Eco |CXA-101 |A|B|B|A|A|A|A|A|A|B|A
KPC-3 | clinical | Kpn [CXA-101 [C|C|C|C|C|C|B|C|C|C|D
KPC-2 | clinical | Pae |[CXA-101 |B|C|B|C|B|B|B|C|C|C|C

AA=<0.25 pgmL; A= 0.25-0.5 pgimL; B = 1-2 ugimL; C =
E = 64 ug/mL; F = >128 ugimL

CXA-101 is Ceftolozane, Eco is Escherichia coli, Kpn is Klebsiella pneumoniae,
Pae is Pseudomonas aeruginosa

o~
oo

ug/mL; D = 16-32 pg/mL,;

0
H2N JJ’I,I’
N _A-H
N\
o 0SOH

CCC is comparator compound
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Table IV: Inhibition Kinetics for the KPC-2 3-lactamase

Compound
- N M T | OO | |00 | | O| = N MM O O =
CCClsieig|el||g|g|8|xK|rK|x|c|x|R|Y
f:,',‘v‘;'.?;’.ﬁ(c B|B|B|C|B|B|B|C|B|C|B|B|B|C|C|C
Compound
<t | WO | O (M~ ]| 0
CCCl T |x|xlx
ﬁ',‘@?;’.ﬁ(c Blclclc|c

A=1000-5000 Mm-'s’'; B = 100-999 mM-'s; C = 1-99 mM-'s!

J—N
CCC is comparator compound
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Table IV: Inhibition Kinetics for the KPC-2 3-lactamase

Compound
KinactK| Q |lo|~ |t || |vw|o|~|lo || ol | wv]o |~
Q|| v vl e o d | | ([ F (|||
mMist o~~~ NN MMM ININMINININININSINISIS

Compound

CCC
748
749
750
751
752
753
754
755
756
757
758
759
760
761
762
763
764
765

Kinact/K
mM-1s-!

A=1000-5000 Mm-'s’'; B = 100-999 mM-'s; C = 1-99 mM-'s!
0

H2N J'L",,'.

J—N
CCC is comparator compound

Fig. 4B
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Compound

cccC
766
767
768
769
770
77
772
773

774
775
776
777
778
779
780
781
782
783

Kinact/K
mM-1s-1

C

c

B

C

c

B

C

c

c

C

B

c

A =1000-5000 Mm-'s!; B = 100-999 mM-'s"; C = 1-99 mM-'s”

Compound

CCC
784

785

786
792
793

794

795

796
797
798
722
723

724

725

726
727
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