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Background. Debio 1452 is the active moiety of the prodrug Debio 1450, Table 1. Summary susceptibility data for Debio 1452 and comparators against all S. aureus (n = 660) Figure 3. Cumulative MIC distributions for Debio 1452 and comparators against MSSA

which is currently in Phase 2 clinical development for staphylococcal (n = 258) « Debio 14_52 was the most potent agent
infections. Debio 1450 is an IV and oral first in class antibiotic specifically Drug Breakpoints (S|I[R) N % Susc % Int % Res MIC ., MIC,, Min MIC Max MIC tested with MIC., for all S. aureus (n =
uryeing Saphocsoos spckes it Fasl hikon Due o e (SRS SHEED T oon @8 B0 05§ D i miiainalll 660), all MRSA (n = 402) and all MSSA (n =
' Clindamycin <=0.5|1-2|>=4 660 827 0.0 17.3 0.12 >32 <=0.03 > 32 90
and reduce antibiotic associated complications such as Clostridium difficile S <=1 || 660 999 00 02 05 0.5 0.12 % 7/’ 258) Of. 0.008, 0.008 and 0.015 mg/L,
related colitis and diarrhea and candidiasis.the current study evaluated the Debio 1452 NB 660 _' 0008 0008 <=0.001 0.95 80 respectlvely (Tables 1_3)_
activity of Debio 1452 against methicillin-resistant Staphylococcus aureus eblo i _ _ : ' '_ : ' = 70 / =4—Ceftaroline ) ) o _ )
(MRSA), methicillin-susceptible S. aureus (MSSA) and other staphylococci g <=4|8[>=16 660 955 38 08 012 1  <=003 16 3 / s Clindamycin « Against S. epidermidis (n = 95), Debio
including coagulase negative staphylococci collected from various Linezolid <=4|--|>=8 660 1000 00 00 2 2 1 4 g 60 _ 1452 was the most potent agent with an
geogrgphicql locations during 20_13 — 2014._ Materials/methods. A total of Oxacillin <=2|--|>=4 660 39.1 0.0 60.9 >8 >8 0.12 >8 e o / =#—Daptomycin |\/||C90 and MIC range of 0.03 and 0.008 —
821 clinical isolates collected during the period 2013 / 2014 from European, Trimethoprim Sulfa <=2/38|--|>=4/76 660 97.7 00 23 006 0.12 <=0.03 >32 Figure 1. Cumulative MIC distributions for Debio 1452 and comparators against all S. S i —>Debio 1452 .
North American, Latin America and Asian hospitals were tested. Of these, Vancomycin <=2|4-8|>=16 660 1000 00 0.0 1 1 0.25 5 aureus (n = 660) S 40 / } /I e Doxyeycline 0.5 mg/L, respectively (Table 4).
402, 258, 95 and 66 were MRSA, MSSA, S. epidermidis and other _ _ _ . _ _ _ £ . . .
Staphylococcus species, respectively. Minimal inhibitory concentrations NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively 100 “ & & a a o 3 30 / / /f —o—Linezolid Agallnsft ](i)fher S'Faphyl\l/lolcoccusé SI\[}'I)IGCCIGS, (a
(MICs_) for Debio _145_2 and eight antibiotic comparators were _determlned Table 2. Summary susceptibility data for Debio 1452 and comparators against MRSA (n = 402) 90 20 — Oxacillin total o species), C90 an range
following CLSI guidelines. Results. Summary results for Debio 1452 are _ _ / ‘ were 0.015 and 0.004 - 0.5 mgl/L,
shown in the Table. Debio 1452 was the most potent agent tested with Drug Breakpoints (S|I[R) N % Susc % Int % Res MIC ., MIC o Min MIC Max MIC 80 10 Trimethoprim Sulfa respectivel (Table 5)
MIC,, for all S. aureus (n = 660), all MRSA (n = 402) and all MSSA (n = Ceftaroline <=1|2]|>=4 402 96.3 3.7 0.0 0.5 1 0.12 2 *S' 70 l I —&—Ceftaroline 0 1th o o e adi Vancomycin P y .
258) of 0.008, 0.008 and 0.015 mg/L, respectively. 'I_'he overall range TOI’_ all Clindamycin <=0.5|1-2|>=4 402 73.6 0.0 26.4 0.12 > 32 0.06 > 32 g I I —8-Clindamycin I I ILQIENLLNNY BN e The overall range for all Staphy|ococci
S. aureus (_n = 660) was < 0.001 — 0.25 mg/L. Debio 1452 showed similar Daptomycin <=1|--|- 402 998 0.0 0.3 05 05 0.12 4 g 60 I I . 09 °°~ Qg Qg S & & o o o 1 was €0.001 - 0.5 mg/L (Figures 1_5)
activity against all S. aureus, MRSA and MSSA sub-groups with respect to Debio 1452 NB 402 ) ) ) 0.004 0008 <=0.001 0.25 g 50 == Daptomycin ’ = . :
?heographlca! origin. Against S. epidermidis (n = 95), Debio 1452 was again Doxycycline <=4|8|>=16 e - A St 1 e i E 4 T | J —>=Debio 1452 MIC (mg/L) « Debio 1452 showed similar activity
e most active agent with an MICy, and MIC range of 0.03 and 0.008 — 0.5 i ) _ N S I ) . MRSA d MSSA b q
mg/L, respectively. Against other Staphylococcus species (a total of 11 Linezolid <=4|--|>=8 402 100.0 0.0 0.0 2 2 1 4 g 30 f ==Doxycycline . . . . . - agaInSt an . .SU -groups an
species), MICq4, and MIC range were of 0.015 and 0.004 — 0.5 mgl/L, Oxacillin <=2 |--|>=4 402 0.0 0.0 1000 >8 > 8 4 > 8 O I / —o—Linezolid Flggre 4d Cumt;lgtlve MIC distributions for Debio 1452 and comparators against S. other staphylococm with respect to
i ivi i i i = — | >= = 20 eplidermidis (n = . .
res_pe_ctlvel_y. Activity was not affected by resistance to comparator Trlmethopr_lm Sulfa <=2/38|--|>=4/76 402 96.5 0.0 3.5 0.06 0.12 <=0.03 > 32 ——Oxacillin p ( ) geographlcal origin (d ata not ShOWﬂ).
antimicrobials. _ Vancomycin <=2|4-8|>=16 402 1000 0.0 0.0 1 1 0.25 2 10 _ . 100 o e e e e e e
Debio 1452 MIC (mg/L): NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively 0 1ot ol e e L S — —Trimethoprim Sulfa 90 M g ;
Organism MICs, MICq, Min Max e % © AN b b ¢ o % © Vancomycin " "
S. aureus (660) 0.004 0.008 <0.001 0.25 Table 3. Summary susceptibility data for Debio 1452 and comparators against MSSA (n = 258) §§§§§§§§ é}’é\, s 7N S ::;,v 80 x—)/ / / / CO n C I u S I O n S
7 .
MRSA (402) 0.004 —0.008 <0001 025 Drug Breakpoints (S|I|R) N % Susc_%Int % Res MIC 5, MIC g Min MIC Max MIC g € 70 / ——Ceftaroline _ - o
S. epidermidis (95) 0015 003 0008 05 Clindamycin <=05|1-2|>=4 258 969 00 31 012 025 <=003 >32 & [ 11T/ — 4 Daptomycin activity against all clinical isolates tested in
Other staphylococei (66) 0015 006 0004 05 Daptomycin <=1|-|- 258 1000 00 00 05 05 012 1 2 50 | 7 S Debio 1455 the study. It was the most potent agent
Conclusion. Debio 1452 exhibited excellent in vitro activity against all Dielgrg e — e - - - 0008 0015 0002  0.25 2 a0 e Doxyeycline tested against the Staphylococcus species
clinical isolates tested in the study. In the present study, Debio 1452 Doxycycline <=4|8|>=16 258 981 19 00 012 025 <=003 8 E o I Y tested. The highest MIC was 0.5 mg/L.
exhibited superior activity as compared with other agents and no cross- Linezolid <=4]--|>=8 258 1000 00 00 2 4 1 4 Figure 2. Cumulative MIC distributions for Debio 1452 and comparators against MRSA O N —@~—Linezolid o _
resistance to other antimicrobials was observed, consistent with Oxacillin <=2|--|>=4 258 1000 00 00 025 05 0.12 1 (n = 402) 20 —+—Oxacillin « Activity of Debio 1452 was not, as expected
historical data. Further studies are warranted in support of clinical Trimethoprim Sulfa <=2/38|--| >=4/76 258 996 00 04 0.06 012 <=0.03 4 100 e e 10 Trimethoprim Sulfa from a novel mechanism of action, affected
development of Debio 1450 for staphylococcal infections. : - 16 222 1000 00O 00O 1 1 Qo o9 A T e T e e R e .
P Phy Vancomycin <=2|48|>=16 258 100.0 00 00 1 1 0.25 2 M ,_,14;; [ o la » Vancomvin by resistance to other agents or classes.
NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively 90 l a / EerEeTE TR DETE LT y . .
- 80 IPISLINIVVTYEPRPI Y * Further studies are warranted in support of
I n tro d u Ctl O n Table 4. Summary susceptibility data for Debio 1452 and comparators against S. epidermidis (n = 95) - l o Ceftaroll S o o S0 1 the clinical development of Debio 1450 for
c 70 ertaroline
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Debio 1452 (previously known as AFN-1252) is the active moiety of Debio SUEHI Breakpoints (S[I|R) N 9% Susc_%nt % Res MICg5 MICg Min MIC Max MIC e I 8- Clindamycin MIC (mg/L) staphylococcal infections.
antibiotic specifically targeting Staphylococcus species (through Fabl Clindamycin <=0.5]1-2|>=4 95 684 21 295 012 >32 <=0.03 > 32 S 50 ptomy , . U : . h
inhibition) which is currently in Phase 2 clinical development. In vivo Daptomycin <=1]|--|-- 95 1000 00 0.0 0.5 0.5 0.12 1 ® I I —Debio 1452 F|gu;]e|5. Cu_mulimve IS S SIS EIF [DiEelle) dkiers Elilel CRRUPEEIEE CEls: Gk
Debio 1450 is rapidly converted into its active moiety Debio 1452, which Debio 1452 NB 95 - - - 0.015 0.03 0.008 0.5 =E, 40 I I == Doxycycline staphylococei (n =66)
displays excellent and selective potency against Staphylococcus species. Doxycycline <=4|8|>=16 o5 884 53 6.3 0.5 3 <=0.03 16 3 30 I I o Linesolid 100 References and Acknowledgment:
T[;‘eb?u”linstZStUdy _eV"j[“Uatfﬁ t'rI]I? acti\(itty/ 0{ trll/?RaSsze motihe_tY"(?f Debio 1t4§0 Linezg!id <=4|-|-- 95 979 0.0 21 1 1 0.25 >16 20 —— Oxacillin 90 1. Clinical and Laboratory Standards Institute. 2012.
(bebio 1452) against methicilin-resistant (MRSA), methicilin-susceptivle  oxacili <=025|~|>05 95 326 00 674 2 >8 006  >8 ol | acilin Methods for Dilution Antimicrobial Susceptibility test
(MSSA) and other staphylococci collected  from various geographica Trimethoprim Sulfa ~ <=2/38 |- |>=4/76 95 684 0.0 31.6 025 8 <=0.03 16 [ ——Trimethoprim Sulfa 80 : h icallv: d
locations during 2013 — 2014. _ . _ v _ for Bacteria That Grow Aerobically; Approve
I\/I ater i al S & M et h O d S NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively §§§§§§§$5’ °‘o DA - .i,° ‘g' ,'9' g 60 —=-Clindamycin Laboratory Standards Institute, Wayne, PA. USA.
iy ey . . . — S 7] a . o )
Table 5. Summary susceptibility data for Debio 1452 and comparators against other staphylococci (n = 66) 7 MIC (me /L) 3 o == Daptomycin 2. Clinical and Laboratory Standards Institute. 2014.
D Breakpoints (S|IIR) N % S %Int %R MIC MIC Min MIC Max MIC m = i foni ;
A total of 821 clinical isolates originating from skin and skin structure, Crl:tg |' rea DOILIFIIBS( [I|R) = o Susc_% Int % Res : 1250 : 90 <I_n0 o - g E w0 —>=Debio 1452 Performance Standards for Antlmlgroblal Susceptibility
blood or bone infections and collected in 2013 and 2014 were tested. Of g aro 'ne_ _ _ i i ) ' e g == Doxycycline testing; twenty-Fourth Informational Supplement.
these, 402, 258, 95 and 66 were methicillin-resistant S. aureus (MRSA), Cllndamyc'ln <=0.5|1-2|>=4 66 818 00 182 006 >32 <=0.03 > 32 5 30 —o—Linezolid M100-S24. Clinical and Laboratory Standards
methicillin-susceptible S. aureus (MSSA), S. epidermidis and other Daptomycin <=1]---- 66 100.0 0.0 0.0 025 1 0.06 1 © Institute, Wayne, PA, USA.
Staphylococcus spp., respectively. The 66 Staphylococcus spp. Debio 1452 NB 66 - - - 0.015 0.06 0.004 0.5 20 ~+=Oxacillin _ _
comprised S. heamolyticus (n = 15), S. hominis (n = 15), S. lugdunensis Doxycycline <=4|8|>=16 66 90.9 3.0 6.1 0.12 4 <=0.03 16 10 Trimethoprim Sulfa This Stqdy was sponsored by a grant from Debiopharm
(n= 13), S. capitis (n = 8), S warneri (n = 5), S. sim_ulans (n=23), S. Linezolid <=4 | --| -- 66 100.0 0.0 0.0 1 2 0.5 4 0 Vancomycin International SA
egative staphylbcocci, 5. caprae, S conmi S, mermedive ang 5, Oxecilin S|=[FEs A5 00 F9E 2 BB 008 2¢
Sagrophyticug y S caprae. . > ' Oxacillin** <=2|-|>=4 13 923 00 77 05 1 0.12 >8 . )
MIC tests were performed by broth microdilution (final volume 100 pl) WITBIREI SLi S=2eh| = | == 68 o7 w2z Gze dn o sskan ese MIC (mg/L) Deblophorl N
against all isolates in line with CLSI susceptibility testing standards (1, Vancomycin <=4]8-16|>=32 66 100.0 - - 1 2 0.5 2
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2). S. aureus ATCC 29213 was tested as quality control (QC) organism. NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively; **Oxacillin breakpoint for S. lugdunensis



