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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 1452 was the most potent agent
infecti_ons. Debio 1450 is an I\_/ and oral first in_cla_ls_s_ antibiotic specifi(_:ally Drug Breakpoints (S|IIR) N % Susc % Int % Res MIC;, MIC4 Min MIC Max MIC 100 o tested with |\/||CgO for all S. aureus (n =
targeting Staphylococcus species through Fabl inhibition. Due to its unique Ceftaroline <=1|2|>=4 660 977 23 0.0 0.5 1 0.06 2 W 660), all MRSA (n = 402) and all MSSA (n =
mechanism of action, Debio 1450 should preserve the human microbiome Clindamycin <=0.5]|1-2|>=4 660 82.7 0.0 173 012 >32 <=0.03 > 32 90
and reduce antibiotic associated complications such as Clostridium difficile ST <=1 |- |- 660 999 00 0.2 0.5 0.5 0.1 4 7/ I‘ 258) of 0.008, 0.008 and 0.015 mg/L,
related colitis and diarrhea and candidiasis. The current study evaluated ) _ 80 respectively (Tables 1-3).
. . . - . Debio 1452 NB 660 - - - 0.008 0.008 <=0.001 0.25 / :
the activity of Debio 1452 against methicillin-resistant Staphylococcus _ B B ~ € 70 —&—Ceftaroline . ) o ]
aureus (MRSA), methicillin-susceptible S. aureus (MSSA) and other D.oxycy_cllne <=4|8|>=16 660 955 38 08 012 1 <=0.03 16 S / —m-Clindamycin  Against S. epidermidis (n = 95), Debio
staphylococci including coagulase negative staphylococci collected from Linezolid <=4|--|>=8 660 1000 00 0.0 2 2 1 4 9 60 _ 1452 was the most potent agent with an
various geographical locations during 2013 — 2014. Materials/methods. A Oxacillin <=2|--|>=4 660 39.1 0.0 60.9 >8 >8 0.12 >8 2 5 / =#—Daptomycin MIC.. and MIC range of 0.03 and 0.008 —
total of 821 clinical isolates collected during the period 2013 / 2014 from Trimethoprim Sulfa <=2/38|--|>=4/76 660 97.7 0.0 2.3 0.06 0.12 <=0.03 > 32 Figure 1. Cumulative MIC distributions for Debio 1452 and comparators against all S. E )l I I /I =>=Debio 1452 90 ) ’ '
European, North American, Latin America and Asian hospitals were tested. Vancomycin <=2 | 4-8 | >=16 660 100.0 0.0 0.0 gl 1 0.25 2 aureus (n = 660) ‘—; 40 5 i 0.5 mg/L, reSpeCtlvely (Table 4)
Of these, 402, 258, 95 and 66 were MRSA, MSSA, S. epidermidis and —— : —— - _ _ g / I f / I ==Doxycycline . Agal her Staohyl .
other  Staphylococcus  species, respectively.  Minimal  inhibitory NB, no breakpoint available; %Susc, %lInt, %Res, % of isolates susceptible, intermediate or resistant, respectively 100 Mw-_---f_ 3 30 / / / f e Linezolid gainst other Fap ylococcus species, (a
concentrations (MICs) for Debio 1452 and eight antibiotic comparators Table 2. Summary susceptibility data for Debio 1452 and comparators against MRSA (n = 402) 90 20 o oxacillin total of 11 species), MICy, and MIC range
were determined following CLSI guidelines. Results. Summary results for l ﬁﬁ / were 0.015 and 0.004 - 0.5 mg/L
i i i i % Susc % Int % Res MIC ., MIC4 Min MIC Max MIC 10 Trimethoprim Sulfa i ' ' ’
Debio 1452 are shown in the Table. Debio 1452 was the most potent agent Drug Breakpoints (S|I[R) N % 50 90 80 ethop respectively (Table 5
tested with MICg, for all S. aureus (n = 660), all MRSA (n = 402) and all Ceftaroline <=1|2|>=4 402 96.3 3.7 0.0 0.5 1 0.12 2 'g:; 70 l I —o—Ceftaroline 0 ok = = y Vancomycin P y ( )
MSSA (n = 258) of 0.008, 0.008 and 0.015 mg/L, respectively. The overall Clindamycin <=0.5]|1-2|>=4 402 736 00 264 012 >32  0.06 > 32 £ 6o l I = Clindamycin TSI LD ENL LD NN D DN « The overall range for all staphylococci
range for all S. aureus (n = 660) was < 0.001 — 0.25 mg/L. Debio 1452 Daptomycin <=1|--|-- 402 998 0.0 0.3 05 05 0.12 4 a SIS oo o A < .
showed similar activity against all S. aureus, MRSA and MSSA sub-groups Debio 1452 = 402 ) ) GO G00E @i 6o ¢ l I —#—Daptomycin O o o oV was < 0.001 — 0.5 mg/L (Figures 1-5).
ivlfgzrespect to_ geographical origin. Agalns_t S. epidermidis (n = 95), Debio Doxycycline <=4|8|>=16 402 938 50 12 0.12 1 0.06 16 E 40 T . J =>=Debio 1452 MIC (mg/L) e Debio 1452 showed similar activity
was again the most active agent with an MICy, and MIC range of i : _ N = — . .
0.03 and 0.008 — 0.5 mglL, respectively. Against other Staphylococcus Linezolid <=4|--|>=8 402 100.0 00 0.0 2 2 1 4 E 3 I /] —#=Doxycycline | | - | | against MRSA and MSSA sub-groups and
species (a total of 11 species), MICy, and MIC range were of 0.015 and Oxacillin <=2 |--|>=4 402 0.0 0.0 100.0 >8 > 8 4 > 8 O 2 I / —o-—Linezolid Flggre 4d Cumlglsatlve MIC distributions for Debio 1452 and comparators against S. other staphylococci with respect to
- ' ivi ' i i = —|>= = epidermidis (n = . ..
0.004 - 0.5 mg/L_, res_pectwely. Activity was not affected by resistance to Trlmethopr.lm Sulfa <=2/38|--|>=4/76 402 96.5 0.0 3.5 0.06 0.12 <=0.03 > 32 I ——Oxacillin Y ( ) geographlcal origin (data not shown).
comparator antimicrobials. Sebio 1459 MIC (malL Vancomycin <=2|4-8|>=16 402 100.0 0.0 0.0 1 1 0.25 2 10 100 e e e e
oo (mg/L): NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively ____.l T ./ . —Trimethoprim Sulfa 90 M ,/ g /-
Organlsm MICSO MIC90 Min MaX | _BE BN BN BN _BE _BE BRI S 4 T T T T T T T T 1 Vancomycin M -
S. aureus (660) 0004 0008 <0001 025 Table 3. Summary susceptibility data for Debio 1452 and comparators against MSSA (n = 258) §§§§§I§§§$§ MR 20 x_/ / / / CO N CI usions
7 .
MRSA (402) 0.004 0008 <0001 025 Drug Breakpoints (S|IR) N % Susc %Int % Res MICgz MIC 4 Min MIC Max MIC g £ 70 / —4—Ceftaroline _ o o
MSSA (258) 0.008  0.015 0.002 0.25 Ceftaroline <=1|2|>=4 258 1000 00 00 025 025 006 0.5 MIC (mg/L) o I ) —8-Clindamycin e Debio 1452 exhibited excellent in Vvitro
g}:pldirmrlldlf (95)-(66) 8'812 8'82 8'882 8'2 Clindamycin <=05|12|>=4 258 969 00 31 012 025 <=003 >32 g ©0 | [ 15T/ — 4 Daptomycin activity against all clinical isolates tested in
er staphylococci : : . . : )
phy Daptomycin <=1]|--]- 258 100.0 0.0 0.0 0.5 0.5 0.12 1 E 50 I / —s=Debio 1452 the Study_ It was the most potent agent
Conclusion. Debio 1452 exhibited excellent in vitro activity against all geb'O 1‘|‘_52 . ';B 6 2:2 51 1o oo 00-01028 0602155 0-‘())033 0-55 < 40 e Doxycycline tested against the Staphylococcus species
clinical isolates tested in the study. In the present study, Debio 1452 oxycycline <—_ | |>—_ : : : - : <=0. | | - | | g 30 l . . 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 . _
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 99.6 0.0 0.4 0.06 0.12 <=0.03 4 _ _ from a novel mechanism of action. affected
development of Debio 1450 for staphylococcal infections : 100 W ************ 28 10 Trimethoprim Sulfa ’
NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectively 20 l M a / 0 &aTeTmTarer T T T T T T T T anhcomyein . .
d - 80 IS INS VYOI Y * Further studies are warranted in support of
. . . - _ S S SST IS & _
I n t r O u Ctl O n Table 4. Summary susceptibility data for Debio 1452 and comparators against S. epidermidis (n = 95) e l o Ceftaroline S o S the clinical development of Debio 1450 for
. . w - -
Debio 1452 (previously known as AFN-1252) is the active moiety of Debio Dirdg) Breakpoints (S|IIR) N % Susc_%Int % Res MIC g MIC o Min MIC Max MIC £ | —m—Clindamycin MIC (mg/L) staphylococcal infections.
antibiotic specifically targeting Staphylococcus species (through Fabl Clindamycin <=0.5|1-2|>=4 9% 684 21 295 012 >32 <=003 >32 S 50 aptomyein : : o : :
inhibition) which is currently in Phase 2 clinical development. In vivo, Daptomycin <=1|-|- 95 1000 00 00 05 05 0.12 1 = I I —>¢Debio 1452 AT 5, CMmDIETVE (IS ESTsmiers o PEDS 14e2 e oommpErEiors egemst eines
Debio 1450 is rapidly converted into its active moiety Debio 1452, which Debio 1452 NB 05 ) ) ) 0015 003  0.008 0.5 E 40 l I = Doxyeycline staphylococci (n = 66)
displays excellent and selective potency against Staphylococcus species. Doxycycline <=4 |8|>=16 95 884 53 6.3 05 8 <=0.03 16 3 30 I I o Linesolid 100 References and Acknowledgment:
The current study evaluated the activity of the active moiety of Debio 1450 Linezolid <=4|--|-- 95 97.9 0.0 2.1 1 1 0.25 > 16 20 . 1. Clinical and Laboratorv Standards Institute. 2012
(Debio 1452) against methicillin-resistant (MRSA), methicillin-susceptible Oxacillin <=0.25|-- | >=0.5 95 32.6 00 674 2 >8 0.06 >8 I 1_1 —+=0xacillin 90 : G y_ _ _ e :
(MSSA) and other staphylococci collected from various geographical : : 10 : ; ; Methods for Dilution Antimicrobial Susceptibility test
; . by geograp Trimethoprim Sulfa ~ <=2/38 |- |>=4/76 95 684 00 316 025 8  <=0.03 16 [ ——Trimethoprim Sulfa 80 tor B 0 That G Aerobicallv: A q
locations during 2013 — 2014. . — - , : or Bacteria at row  Aerobically; pprove
Vancomycin <=4 | 8-16 | >=32 95 100.0 0.0 0.0 2 2 0.25 2 0 HErErErErEraTeETe T Vancomycin r 70 —&—Ceftaroline Standard-Eiahth  Edition MO7-A9 Clinical and
NB, no breakpoint available; %Susc, %Int, %Res, % of isolates susceptible, intermediate or resistant, respectivel S PILPIELYNLYNVY Q0N S i i g : '
- I h d ' ’ oIk, ’ ’ ’ y SSFTISTSIT YO TNy M D S 60 —#—Clindamycin Laboratory Standards Institute, Wayne, PA, USA.
M aterl a S &. M et O S Table 5. Summary susceptibility data for Debio 1452 and comparators against other staphylococci (n = 66) § e eew o —A—Daptomycin > Clinical d Lab Standards  Insti 2014
Drug Breakpoints (S|I|IR) N % Susc % Int % Res MIC;, MIC,, Min MIC Max MIC MIC (mg/L) .g 50 , - ~lnical an aboratory tan. a_r S .nStItUte' e
A total of 821 clinical isolates originating from skin and skin structure, e NB = - - - 5 1250 > S — S8 > B 4 —>=Debio 1452 Performance Standards for Antimicrobial Susceptibility
blood or bone infections and collected in 2013 and 2014 were tested. Of ; _ _ _ ' e g 4 =¥ Doxycycline testing; twenty-Fourth Informational Supplement.
these, 402, 258, 95 and 66 were methicillin-resistant S. aureus (MRSA), Cllndamyc_ln <=05|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 <=1l]-|-- 66 1000 00 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 study was sponsored by a grant from Debiopharm
(n = 13), S. capitis (n = 8), S. warneri (n = 5), S. simulans (n = 3), S. Linezolid <=4 || -- 66 1000 00 0.0 1 2 05 4 . Vancomvein International SA
egative. staphylococsi, 5. caprae, S conmin. S, mermedive ang 5. Ox@cilin SZ)==0s o AE 00 w8y 2 =g G 8 _ y
Sagmphyticug y S+ caprag, . > ' Oxacillin** <=2|-|>=4 13 923 00 77 05 1 0.12 >8 .
MIC tests were performed by broth microdilution (final volume 100 pl) Trimethopr.im Sulfa  <=2/38|--|>=4/76 66 77.3 00 227 025 16 <=0.03 > 32 MIC (mg/L) Deblophorl I l
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



