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— All BHS isolates were inhibited by <1.0 uyg/mL of SOL, 73.2% were S to AZI (MIC
0.12/>32 pug/mL), and 94.9% S to TEL (EUCAST; MIC, . 0.03/0.12 pg/mL)

- SOL was the most active agent tested against SPN and BHS

50/90

Materials and Methods

« A comparison of SOL and TEL activities against all SPN and macrolide-resistant SPN
(erythromycin MIC =21) are shown in Figure 2

— Both ketolides have similar activity to SPN overall
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— The SPN macrolide resistance rates varied for the regions studied with the US
macrolide (erythromcyin) resistance rate of 46.3%,and was 22.0% for EU, 47.7% for
APAC and 31.9% for LAM

Introduction: Solithromycin (SOL) is a fluoroketolide being studied for treatment of . Atotal of 6,495 non-duplicated isolates were collected prospectively during 2016 from ~ Activities for the macrolides and ketolides against HI were similar with 98.9% having - SOL (MIC,,,,, 0.06/0.25 pg/mL) is 2-fold more active than TEL (MIC,, - SPL“/L&USCGPtibi'itY to AZl was 53.3% in US, 77.7% in EU, 54.3% in APAC and 68.1%
community-acquired bacterial pneumonia (CABP) caused by pathogens including 94 medical centers located in the US (39 centers, 2,925 isolates), EU (34 centers, 2,451 a SOL MIC =4.0 pg/mL, 98.8% were S to AZI (MIC, ., 0.5/1.0 yg/mL), and 98.4% 0.12/0.5 pg/mL) against macrolide-resistant strains N
Streptococcus pneumoniae (SPN), Haemophilus influenzae (HI), Moraxella catarrhalis isolates), APAC (11 centers, 674 isolates), and LAM (10 centers, 445 isolates) were S to TEL (MIC,,,, 2.0/2.0 ug/mL) « SOL MI.C distributions for each region (US, Europe, Asia-Pacific, and Latin America) are
(MCAT), and Staphylococcus aureus (SA). In this study, the activity of SOL against - Isolates were recovered consecutively from patients with respiratory tract infections - For SA, 89.0% had a SOL MIC <1.0 pg/mL, 59.4% were S to AZI (MIC_ . 0.5/ shown in Table 2
6,495 recent respiratory pathogens collected during 2016 from 94 hospitals in the (RTI), bloodstream infections (BSI), skin and skin structure infections (SSSI), and other >32 pg/mL), and 87.0% were S to TEL (MIC_, ., 0.12/>32 pg/mL) — Little variation existed in SOL MIC distribution between regions
United States (US), Europe (EU), Asia-Pacitic (APAC), and Latin America (LAM), was infection types; only 1 strain per patient episode that was defined as being clinically — All MCAT isolates were inhibited by <0.12 pg/mL of SOL and AZI or by <0.25ug/mL of . . . o . . — Overall rates of streptococci with SOL MICs =1 ug/mL were very low with only 2 BHS
determined as a part of the SENTRY surveillance program. significant was included TEL Figure 2 Comparison of the cumulative percent inhibition for solithromycin and having an MIC of 1 pg/mL, 1 from the US and 1 from EU (no streptococci had a SOL
Methods: Isolates tested were composed of 1,145 SA, 2,129 SPN. 1.216 HI, 421 - 81.3% (5,283/6,495) of the isolates were from respiratory tract and bloodstream infections telithromycin against S. pneumoniae and erythromycin-resistant S. pneumoniae MIC > 1 yg/mL)
MCAT an.d 1,584 beta-hemolytic streptococci (,BHS) th,at ,included 749 S pyc;genes. — Isolates were identified by the site and were confirmed by JMI Laboratories using 120 — No SPN had an MIC =21 pyg/mL
More than 80% (5,283/6,495) of the isolates were from respiratory tract and standard biochemical tests, matrix-assisted laser desorption ionization-time of flight - Only 13 of 1,216 HI had MICs >4 ug/mL, and these isolates also had elevated MICs
Slemecs e reeiene. Susezeisin - mass spectrometry, or DNA sequencing when required o : : to TEL
. ptibilities (S) to SOL and comparators were determined Table 1 Activities of solithromycin and comparators 100 O
by the CLSI broth microdilution method in a central monitoring laboratory (JMI ) St_Jscedpltil:t).iIities (31) tg S,[C?Jkﬂ?[d S omtp arators were determined by the CLSI broth PP EE—— vic - e - T » These unusual resistant isolates were from the US (8), EU (4) , and Latin America (1)
i i i i i i microdilution method a aboratories ntimicrobial agen 50 % % % % % % %
Laboratories). Other compar.ators.tes.ted included azithromycin (AZl) and te”thrpmycm Staphylococcus aureus (n=1,145) 5 & ~ The number of SA isolates with SOL MICs 21 ug/mL was lowest in EU (4.8%): rates
(TEL). CLSI (2017) interpretive criteria were used for AZl. TEL used CLSI criteria for  |solates tested were composed of 1,145 SA, 2,129 SPN, 1,216 HI, 421 MCAT, and Ef;'tt:rfrr:yy;ﬁ 002 1 Eg o6 o EOIE 55 38.3 5 were similar (12.9-16.3%) in the US, APAC, and LAM
SPN and HI and EUCAST (2017) criteria were used for BHS and MCAT. 1,584 beta-hemolytic streptococci (BHS) that included 749 S. pyogenes Clindamycin <0.25 >2 86.9 0.1 13 86.8 0.1 13.1 =
_ _ Vgncomycin 0.5 1 100 0 0 100 0 R 40
Results: The SOL cumulative percentage MIC distribution and MIC, . values for Class comparators tes.ted Were m.acrollde.(AZI) and ketc?llde (TEL) » I(_)Qg_ci_(l)lli_r(\j 05 v 658 342 5.8 342 = C I -
respiratory pathogens are shown in the table. SOL inhibited all SPN isolates at — Other drugs tested included: clindamycin, erythromycin, penicillin, oxacillin, T o2 -2 v Ny Ak I . 503 2 onciusions
<0.5 pg/mL, 64.3% were S to AZI (MIC, . 0.06/>32 pg/mL), and 99.9% were S to vancomycin, levofloxacin, trimethoprim/sulfamethoxazole, tetracycline, and Ceftriaxone 4 >8 65.8 34.2 3% —e— SOL - all SPN
’ ' ' ’ ' : Levofl ' 0.25 >4 71 0.8 28.2 71 29
TEL (MIC5O/90 0.03/0.25 IJg/mL) All BHS isolates were inhibited by SOL at 1.0 IJg/mL, ceftriaxone Tﬁ\r/r(\)et?l)c()%?:rr]n- SOL - ery-R SPN e SOL was the most potent agent tested against SPN
0 0 _ ; : ; : _ sul_fametho>_<azole <0.5 <0.5 98.5 1.5 98.5 0.2 1.3 —@— TEL - all SPN
73.2% were S to AZI (MIC, ., Q.j2/>32 pug/mL), and 9?.7 /o had a TEL M.IC <1 .OO ug/mL Interpretive Crlterlé ar:)plled were CLSI M100-S27 (2017) and E.UC.AST v. 7.0 (2017) Azitromycin 05 -32 59.4 t1 595 e == I 20 e TEL ey RSP _ SOL was very active against macrolide resistant SPN (MICs <0.5 ug/mL)
(MIC,,q, 0.03/0.12 pg/mL). Activity for the 3 drugs against HI was similar; 98.9% had a — TEL used CLSI criteria for SPN and Hl and EUCAST (2017) criteria were used for St,,eptococ‘éuspneumon,-ae (n=2,129) M id ot tor SPN the highest in APAC (47 7% 4 the US
SOL MIC =4.0 pg/mL, 98.8% were S to AZI (MIC, .. 0.5/1.0 ug/mL), and 98.4% were BHS and MCAT. Solithromycin ~~ 0.008 0.12 , acrgl € resistance rates tor were the nighest in (47.7%) and the
S to TEL (MIC,,, 2.0/2.0 pg/mL). For SA, 89.0% had a SOL MIC <1.0 pg/mL, 59.4% pmoxicilin-clavdlanic ' , 0 1 . - 0002 0004 0008 0015  0.03 0.06 0.12 0.25 05 1 ) (46.3%)
were S to AZI (MIC, ., .0.5/>32 pg/ml__), .ar.1d 87.0% were S to TEL (MIC, ., 0.12/ (Ezlrlynt(f;;?nﬁ;.\éfr']n 50(59265 >>322 63:-51 8:31 ?gg gg:; 0.4 ?gf; MIC (ug/mL) » SOL had lower MIC, ., values than TEL for SPN and BHS
>32 ug/mL). All MCAT isolates were inhibited by <0.12 ug/mL of SOL or AZI, and Vancomycin 0.25 0.5 100 100 0 » For Hl and MCAT, SOL had similar potency to AZI and TEL
<0 25 pg/mL for TEL Penicillin. 0.03 2 65.6 20.8 13.6 © 65.6 34.4 4 ’
<0. . Eeet;ta;;yxcgw: s096235 >18 gZ:g 10(#7 421_15'2 21:2 104{11 211_-17 — The number of HI isolates with MICs >4 ug/mL was only 1.1% (13/1,216)
Conclusions: SOL showed encouraging potency against SPN and BHS and was The activities of SOL and comparators are shown in Table 1, and the cumulative percent e 1 1 i ex & — Ee — No MCAT isolates had an elevated SOL MIC
more potent than AZI. SO_L had lower MIC,,, values than TEL for SPN and BHS_- For inhibition of the RTI pathogens for SOL are shown in Figure 1 Zlillftm?mﬁ? “0e 008 - 643 o 347 6 0 357 Table 2 Solithromycin MIC distribution for respiratory tract infection pathogens  There was little variation in solithromycin susceptibility by region for the countries studied
HI'and MCAT, SOL had similar potency to AZI and TEL. These data support continued — All SPN isolates were inhibited by SOL at <0.5 pg/mL (MIC, . ,0.008/0.12 pg/mL), 64.3% o r— o s o x i o o s by continent . These data support continued development of SOL as a treatment for community-
development of SOL as a treatment for community-acquired bacterial pneumonia. were S to AZI (MIC,, . 0.06/>32 ug/mL), and 99.9% were S to TEL (MIC,, 0.03/ Bgalgt?mytic streptococai (n0=(1) ,15584) o Org:\.nisr:ll o 00r 0004 0008 0015 003 006 0ds 095 05 4 5 4 & 16 3 sm Tom acquired bacterial pneumonia
0.25 pg/mL) by CLSI SPN S breakpoints of <0.5 and <1 for AZI and TEL respectively e T | Heemophics >
‘e 9. inhihi : id <0.03 0.06 99.9 100 0 lli
Pathogen (no. tested) 5“(’;!’/C (“g/rgnol:’j <0.03 0.06 0 fzumUI:tI;,: b Inglglted at1SOOL MICZ. 0 4.0 >8.0 Ec;;/thromygin 0.03 >32 73.6 0.8 25.6 /3.6 0.8 25.6 Inib{l;iealjlzz’aaeCifiC ° 130 15 15863 22892 125 ° > 1 ° 1120156
SPN (2.129) 0008 012 812 83 931 992 1000 —  —  —  — Vancomycin 025 05 100 " . 100 0 Catin America oW os 11
BHS (1,584) 0.015 006 89.0 949 968 989 999 1000 — — — Figure 1 Solithromycin cumulative percent of inhibition for respirato athogens ol | ' | |
(1218 s 00 05 13 64 745 97 989 1000 ° g P PITETOTY PEEoS nezele oo ome e e : ol R Acknowledgements
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