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- « Using CLSI breakpoints, resistance to oral penicillin V was Table 2. Cumulative frequency distributions of WCK 4873 MIC results when tested against 1,911 S. pneumoniae isolates.
Abstract Introduction Results ’ b 0P o _ —
16.7% overall, ranging from 11.9% in Europe to 29.1% in Asia- oot No. of isolates (cumulative %) inhibited at WCK 4873 MIC (ug/mL) of:
Background: WCK 4873 (INN: I.\Iafit.hr.omycin) IS a WCK 4873 (Nafithromycin) is a novel antimicrobial agent « WCK 4873 was very active (MICg,q,, 0.015/0.06 Pacific (Table 1). Among USA isolates of S. pneumoniae, Organism / phenotype somtes <0.002 0.004 0.008 0.015 0.03 0.06 0.12 0.25 MICq, MICq,
gove: IaCtonffkettC;]IIdte, Cl:rrenilyfm clinical ) of the lactone ketolide class currently in clinical ug/mL) against 1,911 S. pneumonaie isolates with penicillin resistance was at 13.6% and was 26.8% in Latin S. pneumoniae 1911 1(0.2) 20(1.1)  396(21.8) 1014 (74.9) 224(86.6) 162(95.1) 88(99.7)  6(100.0) 0.015 0.06
evelopment 1or the treatment of community development for the treatment of community acquired . . American isol Table 1 ina non-meninaiti LS| PEN-S (MIC, <2 ug/mL) 1762 1(0.2) 20(1.2)  392(23.4) 994(79.9) 200(91.2) 127 (98.4)  25(99.8)  3(100.0) 0.015 0.03
acquired bacterial pneumonia (CABP). WCK 4873 bacterial pneumonia (CABP). It has completed SAD and all isolates inhibited at MIC values of 0.25 pg/mL erican iso ate§ (Table ).. Using no ening t.s CLS | e o o . -
P - P breakpoints, ceftriaxone resistance was highest in the Asia- | (MIC, 4 pg/mL) - - (3.0) (16:5) (32.3) (>4.1) (98:5)  2(100.0) ' '

has completed SAD and MAD Phase 1 studies in or less (Tables 1 and 2). Similar MIC,,q, values

) e MAD Phase 1 studies in Europe and intra-pulmonar e - - : - PEN-R (MIC, =8 pg/mL 16 - - - 2(12.5 3(31.2 6 (68.8 4(93.8 1 (100.0 0.06 0.12
Europe and an intra-pulmonary pharmacokinetic harmacokinetic study in the Bnited Statesp(USA) V>\//CK were observed in each of the four geographic Pacific region (4.8%) and was lower in Latin America (0.8%), ( o o, or 000 oot o
study in USA. WCK 4873 was awarded QIDP 2873 ° y e e i P. ol | ed (rablo 1 Europe (1.0%) and the USA (0.8%, Table 1). WCK 4873 was ERY-S (MIC, <0.25 ug/mL) and CLI-S (MIC, <0.25 pg/mL) 1173 - 19(1.6)  371(33.2) 765(98.5) 14(99.7)  3(99.9)  1(100.0) - 0.015 0.015
status in 2015. In this study, WCK 4873 was was awarde Qua_l iIed InteCtious bisease Froauc regions sampie ( aple ) four-fold less active aaainst penicillin-intermediate and -resistant ERY-R (MIC, 0.5 ug/mL) and CLI-S (MIC, 0.25 ug/mL) 344 1(0.3) 1 (0.6) 11 (3.8) 121 (39.0) 114 (72.1) 88 (97.7) 8 (100.0) -- 0.03 0.06
: (QIDP) status by the United States Food and Drug J P ERY-R (MIC, 20.5 ug/mL) and CLI-R (MIC, 20.5 pg/mL) 394 - - 14(36)  128(36.0) 96(60.4)  71(78.4)  79(98.5) 6 (100.0) 0.03 0.12
tested against contemporary Streptococcus LT . . . e strains compared to penicillin-susceptible strains with WCK 4783 B B | | | | | | | |
' linical isol includi Administration (USA-FDA) in 2015. « Overall, telithromycin susceptibility was Telithromycin-S (MIC, <0.25 ug/mL) 1707 1(0.1) 20(1.2)  396(24.4) 1014(83.8) 209(96.1)  64(99.8)  3(100.0) - 0.015 0.03
pneumoniae (SPN) clinical isolates (including
. . : L MIC.90 Values of 0.06/0.12, 0.06/0.12 and 0.015/0.03 pg/mL, _ |
resistant subsets) collected in medical centers 99.9/89.3% (CLSI/EUCAST criteria; Table 1). respectively (Table 2) Telithromycin-NS (MIC, 20.5 pg/mL) 204 = = = = 15(74)  98(55.4)  85(97.1)  6(100.0) 0.06 0.12
WOfIdWIde -aS part O'-f the 2014 SENTRY In thlS Stuqy, we report.W.CK 4873 and Comparator USing M|C50 I’eSUItS, WCK 4873 had an identical P y : Abbreviations: S; susceptible; | = intermediate; R = resistant; NS, non-susceptible; ERY = erythromycin; CLI = clindamycin; PEN = penicillin.
Antimicrobial Surveillance Program. antimicrobial agent activities, measured by reference : : . - . . . . :
. . potency (0.015 pg/mL) to telithromycin, however Table 1. Activity of WCK 4873 and comparator antimicrobial agents by geographic region when tested against 1,911 isolates of Streptococcus
Clinical and Laboratory Standards Institute (CLSI) _ pneumoniae C I y
Methods: Atotal of 1,911 SPN, were tested for methods, tested against a large collection (1,911 using the MICgqo, WCK 4873 (0.06 pg/mL) was — — ONCciusions
T - - ’ ’ . i : eographic region cLsi? EUCAST® eographic region cLsi? EUCAST®?
susceptibility (S) against WCK 4873 and multiple isolates) of contemporary Streptococcus pneumoniae eight-fold more potent than telithromycin (0.5 amimorobmlagent T s s %R s %l %R amimerobmagemt 0 T Tes W %R ws %l %R -+ WCK 4873 was very active (MICgyq0, 0.015/0.06
cqmpg!rlattqr ager;ths zy refzrg?ce br:_)th o isolates (including resistant subsets) collected in medical Hg/mL; Table 1). Against 394 erythromycin and Overall (1,911) Asia-W. Pacific Region (251) Hg/mL) against a global collection of contemporary
Mmicrodiution metnoas and Interpretve criteria. . . . .
_ centers worldwide as part of the 2014 SENTRY . - - : - WCK 4873 0015  0.06  <0.002—0.25 - - - - - - WCK 4873 0.015  0.06 0.004 —0.12 - - - - - - 2014) S. pneumoniae isolates with 100.0% of 1,911
Number of isolates by geography (country or Antimicrobial Surveillaelce Proaram clindamycin resistant pneumococci (constitutively Telithromycin 0015 05 <0.002—2 999 01 00 8.3 89 18 Telithromycin 0015 025  0004—05 1000 00 00 912 88 0.0 i(solat)es irﬁ)hibited at MIC values of 0.25 ug/mL or
region) were as follows: USA (712), Europe (698, gram. macrolide resistant), MIC., and MICy, of WCK Amox-clav = 4 <1—>8 876 40 84 - - - Amox-clav =1 8 <1—>8 797 40 163 - - - (o
23 Countries), Asia Pacific (251, 8 countries) and 4873 was 0.03 and 0.12 ug/mL reSpeCtiver. Ceftriaxone <0.06 1 <0.06 — >8 ;ss 172.;)0 ijb 7?'6 1?,9 1;4 Ceftriaxone 0.12 2 <0.06 — >8 :g; 123 14985b 64:'1 31_'1 4;8 -
Latin America (250, 11 countries). M et h 0) d S Clindamycin <0.25 >2 <025—>2 794 09 197 80.3 : 19.7 Clindamycin <0.25 >2 <025—>2 685 0.8 307 69.3 : 30.7 « Using the MIC.,, WCK 4873 demonstrated identical
_ o _ Erythromyci <012  >16  <0.12—>16 614 07 379 614 07 379 Erythromyci <012  >16  <0.12—>16 570 08 422 570 08 422 : -
- - - - . * Using the EUCAST susceptibility breakpoint for ezl 1 1 1 <012—2 1000 - . 1000 00 00 rezali 1 1 <012—2 1000 - . 1000 00 00 potency (0.015 pg/mL) to that of telithromycin,
Results: Against all 1,911 SPN, WCK 4873 was Organism collection and specimen source: A total of _ _ _ 00 233 1670 Boo . 4o 18 104 201¢ £18 . 4soc however using MIC4, values, WCK 4873 (0.06
very active (MICgy g0, 0.015/0.06 pg/mL) with all 1,911 non-duplicate isolates were collected prospectively telithromycin of <0.25 pg/mL, 204 S. pneumonaie penicilln €006 2 <006—>8 509 -  401° 509 323 7.8>  Penicilin €006 4  <006—>8 5.8 - 4820 5.8 327 155 ug/mL) was eight-fold more potent than
strains inhibited at MIC values <0.25 pg/mL during 2014 from 147 medical institutions located in USA strains were non-susceptible to telithromycin and S— we oo 33 (7)2 2058; B N PO o 222 10351 ;4; e iremeln s e
(Table). Telithromycin (TEL) S (CLSI/EUCAST) (68), EU (42), LA (20) and APAC (17). Only clinically all strains demonstrated WCK 4873 MIC values of Tigecycline 0.63 0.06 so.oi5—0.12 99:9 : . ) : ) Tigecycline 0.63 0.03 so.oi5—o.06 106.0 : - . : ) _ _ _ _
r"f‘tes were 99.9/89.3% and WCK 4783 was up to significant isolates were included in the study (one per <0.25 pg/mL (MIC 0.06/0.12 pg/mL: Table 2) TMP-SMX 05 >4 <05—>4 649 106 245 714 41 245 TMP-SMX 05 >4 <05—>4 566 88 347 645 08 347 . Intere_stln_gly, WCK 4873 was highly active agalr_lst
S CNEE T L6 fhs FUAGT & patient episode). The number of isolates tested by USA (712) Latin America Region (250) _
iy Lo et O} L - geographical region is shown in Table 1. Species - Erythromycin (ERY)-resistance (R) was 37.9% WK 4873 0015 006  0004—025 - - - - - - wck4sm 0015 006 0004—012 - - - - .. (MIC5, and MICqq being 0.03 and 0.12 pg/mL)
breakpoint for TEL of <0.25 ug/mL, 204 strains identificati fi d wh by Matri ' Telithromycin 0015 05 0.004 —2 999 01 00 827 146 27 Telithromycin 0015 025 0004—1 1000 00 00 908 60 32 including telithromycin non-susceptible strains
were non-S to TEL and all 204 strains aentification was contirmed when necessary Ly Vatrix- and 19.7% were R to clindamycin (CLI). WCK Amox-clav <1 4 <1—>8 885 44 728 - : - Amox-clav <1 8 s1—>8 792 80 128 - : : (MIC,, and MICg4, being 0.06 and 0.12 ug/mL).
demonstrated WCK 4873 MIC ValueS Of S025 ASSISted Laser Desorptlon Ionlzatlon-Tlme Of Fllght 4783 retalned good aCtIVIty agalnst ERY_R/CLI_S Ceftriaxone <0.06 1 <0.06 — 8 g;: 152-51 gzg 8]:.6 17_.6 0;8 Ceftriaxone 0.12 2 <0.06 — 8 :2‘21 1;2 10386: 69_.2 3(?.0 0;8 . o .
Hg/mL (MICy,9y, 0.06/0.12 pg/mL). WCK 4873 Mass Spectrometry (MALDI'TOI_: MS) using the Bruker trains (MIC 0.03/0.06 ua/mL) and ERY Clindamycin <025  >2 <025—>2 822 13 166 834 - 166 Clindamycin <025  >2 <025—>2 784 00 216 784 - 216 « WCK 4783 retained good activity against
was four-fold less active against penicillin (PEN) Daltonics MALDI Biotyper (Billerica, Massachusetts, strains ( 50/90: ©- .06 pg/mL) a i Erythromycin 025  >16  <012—>16 500 10 490 500 10  49.0 Erythromycin <012  >16  <012—>16 628 00 372 628 00 372 telithromycin non-susceptible, ERY-R/CLI-S and
-intermediate and -resistant (R) strains compared USA) when following manufacturer instructions. R/CLI-R strains (MICgy,9, 0.03/0.12 pg/mL; Linezolid ! ! s012=2 15080f 2%;2 13-6" 15080f OLO 43'(; Linezolid ! ! 0.25—=2 14090'20 240 26-8"1 14090'20 OLO 5?)‘20 ERY-R/CLI-R strains.
to PEN-S strains with WCK 4783 MIC.,4, vValues o _ _ Table 2). Penicillin <006 2 <006—8 581 -  41.9° 581 354 65 Penicillin 0.12 4 <006 —8 492 -  508° 492 392 116
of 0.06/0.12, 0.06/0.12 and 0.015/0.03 pg/mL, Susceptibility testing: MIC values were determined 935 59 06 - . . 884 112  04' - . .
. . i - i Tetracycline <0.5 >8 <0.5—>8 76.0 0.4 23.6 76.0 0.4 23.6 Tetracycline <0.5 >8 <0.5—>8 62.4 0.8 36.8 62.4 0.8 36.8
res_pecuvely' Ceftrlax.on.e.(CRO) nOIj]-S was 9.3% using C!InlCa-l and Laboratory Standa_rds Ir_IStItUte (CLSD) « WCK 4873 (M|C5o/go, 0.015/0.06 Hg/mL), Tigecycline 0.03 0.06  <0.015—0.06 100.0 - -9 - - - Tigecycline 0.03 003  <0.015—0.12  99.6 - -9 - - - A C k n 0 WI ed g e m e n tS
using CLSI non-meningitis breakpoints. broth microdilution methods as described in CLSI telithromycin (MIC 0.015/0.5 pg/mL: 99.9% TMP-SMX 05 >4 <05—>4 678 121 201 754 45 201 TMP-SMX 1 >4 <05—>4 488 116 396 536 68  39.6
Erythromycin (ERY) R was 37.9%, and 19.7% document M07-A10 (2015). For WCK 4873 and _ o Tsoe0r ' L Vancomyein 025 05 012—1 1000 - - 100 - 00 Vancomyein 025 05 =072-05 1000 - - 1000 - 00 This study was sponsored by Wockhardt Bio AG.
were R to clindamycin (CLI). WCK 4783 retained telithromycin, MIC results were obtained using validated susceptible), tigecycline (MICgqq, 0.03/0.06 L 2. Criteria a5 published by CLS [2016] and EUCAST [201,
gOOd act|V|ty agalnSt ERY-R/CLI-S strains broth microdilution pane|s produced by JMI Laboratories ug/mL, 99.9% SUSCEptibIE), VancomyCin (MICSO/QO’ Telithromycin 0.015 0.12 <0.002 — 2 99.9 0.1 0.0 94.8 4.2 1.0 C. Using Meningitis brgakpoints. R f
(MlC 0 03/0 06 /m L) and ERY_R/CLI_R . L. . . . . Amox-clav <1 2 <1 _>8 926 23 5. 2b ) ) ) d. Using Oral breakpoints. e e r e n C eS
~50/90, V- US/U.U0 MY (North Liberty, lowa). For other antimicrobial agents, 0.25/0.5 pg/mL; 100.0% susceptible) and linezolid no 86 7o sa2 148 10 e. Using Parenteral, Meningitis breakpoints.
S (Msoso, G055 12 KD panels used were manufactured by ThermoFisher (MICog0, L1 hg/mL; 100.0% susceptible) were e 001 W0 ma o oao e oo L Clinical and Laboratory Standards nsiute (2015) MOT-ALO.
Scientific (formerly TREK Diagnostics Systems/ _ o _ Clindamycin <0.25 >2 <0.95 — >2 808 10 182 818 ) 18.2 Methods or dilution antimicrobial susceptibi |ty f[ests or bacteria that
Conclusions: WCK 4873 demonstrated potent - _ _ _ the most active antimicrobial agentS tested Erythromycin <0.12 >16 <0.12 — >16 74.1 0.6 254 741 0.6 25.4 Abbreviations: Amox-clav = Amoxicillin-clavulanate; TMP-SMX = Trimethoprim-sulfamethoxazole grow aerobically; approved standard- tenth edition. Wayne, PA:
activity against contemporary (2014) global SPN Sensititre; Cleveland, Ohio, USA). Validation of the MIC against SPN (Table 1) Linezolid 1 1 <012—2 1000 - - 1000 00 00 CLSI.
s Eies A rerEi e Goel ety arElnel STe e values was performed by concurrent testing of the 9 ' o 685 196 1197 685 - = 315 2. Clinical and Laboratory Standards Institute (2016). M100-S26.
_ » good ty ag _ , : -~ Penicillin =006 2 s006—>8 685 - 315 685 265 507 Performance standards for antimicrobial susceptibility testing: 26th
y _ 9 26 American Tvoe Culture Collection (ATCC * Overall, tetracycline, and trimethoprim- ey w5 s w05_58 781 00 240 781 00 249 informational supplement. Wayne, PA: CLSI.
non-S by EUCAST breakpoints), PEN, CRO, ERY, pneumoniae American Type Lulture Loflection ( ) sulfamethoxazole resistance rates were hiah Tigecycline 005 006  <0015_012 osg . . i ) ) 3. EUCAST (2016). Breakpoint tables for interpretation of MICs and
and CLI. 49619. MIC interpretations were based on CLSI and 9 TMP-SMX <05 >4 <05—>4 706 93 201 761 39 201 zone diameters. Version 6.0, January 2016. Available at:
EUCAST breakpoint criteria. (28.4 and 24.5%, respectively; Table 1). Vancomycin 025 05 <012—05 1000 - - 1000 - 0.0 http://www.eucast.org/clinical _breakpoints/. Accessed January 2016.
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