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Abstract Results Summar

Background. Debio 1452 is the active moiety of the prodrug afabicin Table 1. Summary susceptibility data for Debio 1452 and comparators against all S. aureus (n = 591 Figure 3. Cumulative MIC distributions for Debio 1452 and comparators against MSSA (n = :
(Debio 1450), which is currently in Phase Il clinical development for ' Y PHDITY P g ' ( ) 228) « Debio 1452 was the most potent agent
staphylococcal infections. Afabicin is an oral and IV first-in-class Drug Breakpoints (S|I[R) N % Susc % Int % Res MIC, MIC4 Min MIC Max MIC tested with MICy, for all S. aureus (n = 591),
.ant'lb.lqtlc specifically targeting Staphylococcusf species through Fabl Ceftaroline <=1|2|>=4 501 96.3 2.7 1.0 0.5 1 0.06 16 all MRSA (n — 363) and all MSSA (n = 228)
inhibition. The current study evaluated the activity of Debio 1452 and Clindamycin <=0.5|1-2|>=4 591 80.9 02 190 012 >32 <=0.03 > 32 100 - f0.015. 0.008 d 0.015 IL ivel
comparator antibiotics against Staphylococcus spp. collected from Dabtomvein <=1 |- 501 998 00 02 025 05 0.12 2 or u. , U. ana v. mg/L, respectively

' hical locations during 2015-2016 SR ' ' ' ' ' ' %0 1 (Tables 1-3)
various geograp eH om0, . Debio 1452 NB 501 - - - 0008 0015 0002  0.25 :
Materials/methods. Atotal of 758 clinical isolates collected during 2015 i B B 30 - ——Ceftaroline . . o .
and 2016 from European, North American, Latin America and Asian JEgEEnE s=eelesle s BeE e BE BBz 2 U s - * Against S. epidermidis (n = 80), Debio 1452
hospitals were tested. Of these, 363, 228, 80 and 87 were MRSA, Linezolid <=4|--1>=8 591 1000 00 00 2 2 0.5 2 g "] —a—Clindamycin was again the most active agent with an
MSSA, S. epidermidis and other Staphylococcus species, respectively. Oxacillin <=2|--|>=4 591 38.6 0.0 61.4 > 8 >8 0.12 >8 E 60 —a—Daptomycin MIC

D= o SE : \ . : . and MIC range of 0.03 and 0.004 —
Mlnlmgl inhibitory concentrations (MICs) were determined following CLSI Trimethoprim Sulfa <=2/38|--|>=4/76 591 96.5 0.0 3.6 0.06 0.12 <=0.03 > 32 Figure 1. Cumulative MIC distributions for Debio 1452 and comparators against all S. aureus Q 5 —w—Debio 1452 0 2590 IL . J Iv (Table 4). Activi f
guidelines. | _ _ Vancomycin <=2|4-8|>=16 591 1000 00 00 1 1 0.25 2 (n=591) £ evie .25 mg/L, respectively (Table 4). Activity o
Results. The table below summarizes results for Debio 1452. Debio - _ - _ _ _ S 40 - —¥=Doxycycline Debio 1452 was the same against MRSE
1452 was the most active agent tested with MIC, for all S. aureus, all NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively S )

90 . ] 5 30 4 . . —_ .
VMRSA and all MSSA of 0.015. 0.008 and 0.015 mL ivelv. Th o _ _ 100 - 3 —e—Linezolid species (n = 87; a total ofand MSSE.
i and a e g U1o, U. %nooz- orgg ’ r?ifpeci:jlvs Y- 145‘23 Table 2. Summary susceptibility data for Debio 1452 and comparators against all MRSA (n = 363) 20 oxocill her Staphvl

overall range for a . aureus was 0. - 0. mg/L. enio ) ; | xacillin e Aaqgainst other Sta ococcus 11 s ecieS,
showed similar activity against all S. aureus, MRSA and MSSA sub- Drug Breakpoints (S[I[R) N % Susc % Int % Res MICs; MIC4 Min MIC Max MIC %0 10 1 Trimethoprim Sulfa M?C and MIC rapn ye of 0.06 and 8004 )_
groups with respect to geographical origin. Against S. epidermidis, Debio Ceftaroline <=1]|2|>=4 363 93.9 4.4 1.7 1 1 0.12 16 30 - o . 90 _ g . .
1452 was again the most active agent with an MIC,, and MIC range of Clindamycin <=0.5|1-2|>=4 363 716 00 284 012 >32 0.6 > 32 ——Ceftaroline o Vancomycin 0.12 mg/L, respectively. (Table 5).
0.03 and 0.004 — 0.25 mg/L, respectively. Similar MICy, values were Daptomycin <=1|--]- 363 997 0.0 0.3 0.25 05 0.12 2 = 70 1 _ _ o : 5 ' ' :
observed with MRSE and MSSE isolates. Against other Staphylococcus Debio 1452 NB 363 ) ) . 0008 0008 0.004 0.25 g —s=Clindamycin MIC (mg/L) * The overall range for all staphylococci was

. . . . . . - g = 60 A .
species (a total of 12 species identified) an MIC,, of 0.06 and an MIC . ~ _ 9 —a—Daptomycin 0.002 — 0.25mg/L (Figures 1-5).

! Doxycycline <=4|8|>=16 363 909 80 11 0.12 4 0.06 16
range of 0.004 — 0.12 mg/L was observed. Activity was not affected by : . Q 5 . : .. . .
resistance to comparator antimicrobials. Linezolid <=4|--|>=8 363 1000 00 00 2 2 0.5 2 = == Debio 1452  Debio 1452 showed similar activity againts
Oxacillin <=2 |--|>=4 363 0.0 0.0 100.0 > 8 >8 4 >8 ?Es 40 —¥=Doxycycline Figure 4. Cumulative MIC distributions for Debio 1452 and comparators against S. epidermidis staphylococci exhibiting a resistance to the
Debio 1452 MIC (mg/L : : _ _ _ _
(mg/L) Trlmethopilm Sulfa <=2/38|--|>=4/76 363 945 00 55 0.06 025 <=0.03 >32 3 .| —e—Linezolid (n =80) other comparators.
Vancomycin <=2|4-8|>=16 363 100.0 0.0 0.0 1 1 0.25 2 Oxacill 10 _ o _
Organism MIC., MICgq, Min Max NB, no breakpoint available; %Susc, %lInt, %Res, % of isolates susceptible, intermediate or resistant, respectively 20 + xactin * DebIO 1452 aC“Vlty fOT a” StaphyIOCOCC| was
S. aureus (591) 0.008 0015 0.002 0.25 Trimethoprim Sulfa %0 1 not affected by geographical origin (data not
MRSA (363) 0.008 0.008 0.004 0.25 Table 3. Summary susceptibility data for Debio 1452 and comparators against all MSSA (n = 228) 10 1 Vancomvcin 20 h
MSSA (228) 0.008 0.015 0.002 0.25 : : ! ——Ceftaroline shown).
S. epidermidis (0) 0'015 603 0'004 0'25 Drug Breakpoints (S[I|IR) N % Susc % Int % Res MIC;, MIC, Min MIC Max MIC 0 - N £ 70 - —a—Clind .
: : : : : : = = S @ indamycin
MRSE (53) 0015 0.03 0.004 025 C(?ftarollne. <=1l]|2|>=4 228 100.0 0.0 0.0 0.25 0.5 0.06 0.5 o0 s o | .
MSSE (27) 0.015 0.015 0.004 0.06 Clindamycin <=0.5|1-2|>=4 228 95.6 0.4 4.0 0.12 0.12 <=0.03 > 32 MIC (mg/L) t —4—Daptomycin =
Other staphylococci (87) 0.015 0.06 0.004 0.12 Daptomycin <=1|--]-- 228 100.0 0.0 0.0 0.25 0.5 0.12 1 2 %07 =»=Debio 1452 CO n C I u S I O n S
: - - S - o Debio 1452 NB 228 - - - 0.008 0.015 0.002 0.25 S 40 A ;
Conclusion. Consistent with historical data, Debio 1452 exhibited 2 —»=Doxycycline . : : : .
] . _ _ E
in vitro activity of Debio 1452 was superior to other agents with no cross- Linezolid <=4|--|>=8 228 1000 0.0 0.0 2 2 0.5 2 Figure 2. Cumulative MIC distributions for Debio 1452 and comparators against MRSA (n = . N exhibited excellent in vitro activity against all
resistance. Oxacillin <=2|--|>=4 228 1000 00 00 05 05 0.12 2 363) Oxacillin staphylococci tested in the study. The highest
Trimethoprim Sulfa <=2/38 | --| >=4/76 228 99.6 0.0 0.4 0.06 0.06 <=0.03 16 10 1 Trimethoprim Sulfa MIC was 0.25 mg/L
Vancomycin <=2|4-8|>=16 228 100.0 0.0 0.0 1 1 0.5 2 0 - Vancomycin o _ _
NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively 100 1 ¢ The aCtIVIty 01_: DebIO 1452 \_Nas Supe”or to
I n t r O d u Ct | O n Table 4. Summary susceptibility data for Debio 1452 and comparators against all S. epidermidis (n = 80) 90 1 MIC (mg/L) other agents with no cross-resistance.

. : . : . Drug Breakpoints (S|IR) N % Susc % Int % Res MIC , MIC o Min MIC Max MIC 80 1 * Further studies are warranted in support of
Debio 1452 (previously known as AFN-1252) is the active moiety of _ N = o o T > ——Coftaroline clinical development of afabicin for the
afabicin (Debio 1450 previously known as AFN-1720), an IV and oral first Ceftaroline i § i : . - e 70 - _ )
in class antibiotic specifically targeting Staphylococcus species (through Clindamycin <=0.5|1-2|>=4 80 725 0.0 275 012 >32 <=0.03 > 32 § —&—Clindamycin _ _ - _ _ treatment of Staphylococcal infection.

Fabl inhibition) which is currently in Phase 2 clinical development. In vivo, Daptomycin <=1|-|-- 80 1000 00 00 025 05 0.12 1 5 %07 —a—Daptomycin FELE 9, CumtlEnve e demoumeng ior DEde 1852 shel CempEizig sgEins eiiey
afabicin is rapidly converted into its active moiety Debio 1452, which Debio 1452 NB 80 ; ] ] 0.015 003 0004 0.25 v _ staphylococci (n = 87)
displays excellent and selective potency against Staphylococcus species. Doxycycline <=4|8|>=16 80 96.3 25 1.3 05 1 <=0.03 16 E =>=Debio 1452 References and Acknowledgment:
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) - ) xacillin <=0. -- | >=0. 0 0 0 > 0 > O 39 =—e—Linezolli i I S ; hili

methicillin-susceptible (MSSA) and other staphylococci collected during Trimethoprim Sulfa ~ <=2/38 | -- | >=4/76 80 63.8 00 363 025 8 <=0.03 16 - 80 - : Methods foi Dilution Antimicrobial Susceptlblllty test
2015 — 2016, Pr 418161523 80 1000 00 00 1 ) L ) 20 - Oxacillin . ——Ceftaroline for Bacteria That Grow Aerobically; Approved

EIEOm e = [ SB[ >= : : : Trimethoprim Sulfa S 70 —a—Clindamycin Standard-Eighth Edition. MO07-A10. Clinical and

: . o o o : : : o :
M at er i aI S & M et h O d S NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively 10 - Vancomycin E 60 A —a—Daptomycin Laboratory Standards Institute, Wayne, PA, USA.
Table 5. Summary susceptibility data for Debio 1452 and comparators against other Staphylococcus spp (n=87 R . .
5 i 5 P X ty < (SIR) N %S " :Jt % R J MiC MICp / Min MIC p|\p/|( Mié 0 f 5 § 50 =s=Debio 1452 2. Clinical and Laboratory Standards Institute. 2016.
ru reakpoints usc n es in ax o : il

A total of 758 clinical isolates collected during the period 2015 — 2016 Ceftiroline b N (SIIR) = - - 0_ > - 5 2550 1 20 =003 5 o o S 40 - —v—Doxycycline Performance Sta.ndards for Antlmlcroblal Susceptibility
were tested. Of these, 363, 228, 80 and 87 were methicillin-resistant S. , _ _ _ ' e MIC (mg/L) E . ol testing; twenty-Fifth Informational Supplement. M100-
aureus (MRSA), methicilin-susceptible S. aureus (MSSA), S. CAITE T sES|l2 ==t Be w00 Zel B2 eer STl sed “ —e—Linezol S26. Clinical and Laboratory Standards Institute,
epidermidis and other Staphylococcus. S. aureus ATCC 29213 and Daptomycin <=1[-|-- 87 989 00 12 025 1 0.06 2 20 1 Oxacillin Wayne, PA, USA.
Enterococcus faecalis ATCC 29212 were tested as quality control (QC) Debio 1452 NB 87 - - - 0.015 0.06 0.004 0.12 10 - Trimethoprim Sulfa _ ’ ’ _
organisms. Doxycycline <=4|8|>=16 87 954 23 23 012 2 <=0.03 16 . _ This study was sponsored by a grant from Debiopharm
MIC tests were performed by broth microdilution (final volume 100 pl) Linezolid <=4 || -- 87 1000 00 00 1 1 0.25 2 > Vancomycin International SA
against all isolates in line with CLSI susceptibility testing standards (1,2). el <=0.25|--|>=05 80 538 0.0 46.3 0.25 >8 0.06 >8 o®
For Debio 1452, DMSO was used as both solvent and diluent according Oi :Il:n* <'_2 l__ |>_4 ' B 106 0 0'0 0 0 '1 0 0 5 L MIC (mg/L)
to CLSI guidelines for drug with low aqueous solubility (Direct Method for .ac ) =2|=-|>= ' ' ' '
insoluble compounds CLSI). Trimethoprim Sulfa <=2/38|--| >=4/76 87 79.3 0.0 20.7 0.12 16 <=0.03 > 32

Vancomycin <=4|8-16|>=32 87 100.0 0.0 0.0 1 2 0.25 2

NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively; **Oxacillin breakpoint for S. lugdunensis
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