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Background: Solithromycin is a fourth-generation _S(t’"thromyc'”f s alﬂt‘%‘)mket‘i't'd? agxa_llablz n IbOthd‘)][a' a;ﬂd Summary of M1C and susceptibility data for solithromycin and comparators against S. pneumoniae and S. pyogenes isolated from Europe, North America and Asia-Pacific are given in
I I I I INtravenous rtormulations. IS Dein evelope or e . . . . . . . . . .
macrolide, the first fluoroketolide that Is under . > DeINg CeVeIop | Tables 2 and 3. The cumulative percentage MIC distributions for solithromycin are compared for each species by world region in Figures 1 and 2.
development in oral and intravenous formulations in treatment of community-acquired bacterial pneumonia
Phase 3 clinical trials for the treatment of moderate to (CABP) and_u_reth”tl_s' Solithromycin is currently undergoing Table 1: Number of isolates investigated and region of origin. Table 2: Summary MIC and susceptibility data for solithromycin and comparators against 927 S Table 3. Summary MIC and susceptibility data for solithromycin and comparators against 143 S. pyogenes.
. : : Phase 3 clinical trials for the treatment of moderate to pneumoniae.
moderately—severe = community-acquired  bacterial moderately-severe CABP. Phase 2 clinical trial data showed Region Streptococcus pneumoniae | Streptococcus pyogenes
. . . . .. ) . ol o ) Europe 418 83 — - ; ) . .
pngumonla.. Th|S .StUdy eV.a.Iuated the N VItI’O a(.:t|V|ty Of SOIIthromyCIn to be equalent to |eVOﬂOX3.C|n in efflcacy and North-America 380 36 Antimicrobial Region : Percentag.e. : MIC (mg/L): Antimicrobial Region ' Percentag.e . MIC (mg/L)
Sohthromyc|n aga|nst resp”-atory Streptococca| |So|ates to have a more favourable Safety prOfile [1] Asia-Pacific 129 24 agents — Suscleopotlble Interr;u;dlate Res:toant 053?8 200"/; <I(\)/I:)l\:)1 l\gASX agents — Suscleopotlble Interr:zdlate Restl)s:)ant 05((;1%5 2(:)"2 OI\/(I)I(l)\l8 “:ASX
. . L] - TOTAL 927 143 . . . . = . . . . . . . .
CO”.eCted In Europe’ ASIa-PaCIfIC and North Amerlca _ _ . o _ . Solithromycin: North America (380) 100 0.0 0.0 0.008 | 0.25 | 0.002 | 0.5 Solithromycin? North America (36) 100 0.0 0.0 0.015 | 0.06 | 0.008 | 0.25
during 2012-2013. This study evaluated the in vitro activity of solithromycin Figure 1: Cumulative percentage MIC distribution for solithromycin and Asia-Pacific (129) 100 0.0 00 [ 006 | 05 0004 | 1 Asia-Pacific (24) 100 0.0 00 | 006 | 05 | 0008 | 1
against more than 1000 respiratory streptococcal isolates azithromycin against S. pneumoniae from different regions of theworld. 1 iy uoone B0 . o = oS | Amosicilin oot (B — - - e ETT e W ET T e R
Methods: A total of 1,070 streptococci, 927 S. collected in Europe, Asia-Pacific and North America during 100 e Clavulanic Add e pacific (129) 84.5 7.0 85 | 006 | 4 |<0015| >4 Clavulanic Acid Asia-Pacific (24) NA NA NA |<0015] 003 [<0015] 0.03
. d 143 S ” t d 2012-2013. % s ] Europe (418) 71.3 0.7 28.0 012 | >1 | <003 | >1 Europe (83) 89.2 2.4 8.4 0.12 1 0.06 >1
pneumonlae an ' pyogeneS’ were collecte g 8 /" ,—/‘l / Azithromycin North America (380) 56.3 1.1 42.6 0.12 >1 | €£0.03 | >1 Azithromycin North America (36) 83.3 0.0 16.7 0.12 >1 0.12 >1
from Europe, Asia-Pacific and North America. Isolates Materl al S & Met h O d S £ ZZ / ¥/ / Asia-Pacific (129) 28.7 0.8 70.5 >1 [ >1 [ <003 >1 Asia-Pacific (24) 333 0.0 66.7 >1 | >1 | 012 | >1
d i | lab ith MIC d g . / /K / Europe (418) 91.6 6.5 1.9 003 | 1 [<0015]| >2 Europe (83) 100 - - 0.03 | 0.03 [<0.015| 0.5
were tested In a central laboratory wit an _ 2w [ r— / / Ceftriaxone North America (380) 91.3 7.9 0.8 003 | 1 [<0015] >2 Ceftriaxone North America (36) 100 - - 0.03 | 0.03 |<0.015| 0.03
susceptibility for solithromycin and comparators « Atotal of 927 S. pneumoniae and 143 S. pyogenes were N //// //’//-—0—1 Asia-Pacific (129) 76.7 17.8 54 o012 ] 2 [<0015] >2 Asia-Pacific (24) 100 - - 0.03 [ 003 [<0.015] 0.03
: . : . ia-pacifi ' & (418) 77.0 0.5 225 | 003 [>05[<0015[>05 Europe (83) 96.4 0.0 3.6 006 | 0.06 | 0.03 | >05
determined accordina to CLSI| broth microdilution tested from Europg, As!a_l pacific and quth America (Table | | Europe (418 | | .
methodology ~ and Y breakpoints®.  Provisional 1). Isolates were identified to the species level and MICs P IS~ N A— T | eemer Cee T o Ter borbnlkoebnl | brenl T T T e ol o
ble. i di g : ' 5 KDOI ; determined at a central testing laboratory (IHMA Europe, A A Europe (418) 723 0.5 273 |<006|>05| <0.06 |>05 Europe (83) 90.4 0.0 96 | <006 | 025 | <0.06 | >05
Susceptl e, |nterme |ate an I‘eS.IStan'[ I‘.ea pO!ntS (0) |Ocated in Epalinges, SWitzerIand). e Sotthromyen Eorope SolthromycnNorth America o SolthromycinAsia-paciic Erythromycin North America (380) 56.8 0.0 43.2 <0.06 |>0.5| <0.06 |>0.5 Erythromycin North America (36) 80.6 0.0 19.4 <0.06 | >0.5 | <0.06 | >0.5
1,2and 4 mg/|_ were used for so||thr0myc|n against S. e Minimum inhibitory  concentrations  (MICs)  were oo oo Ao o Aethromeh A ot Asia-Pacific (129) 29.5 0.0 705 | >0.5 |>0.5] <0.06 |>0.5 Asia-Pacific (24) 333 0.0 66.7 | >05 | >05 [ <0.06 | >0.5
. ) ot Europe (418) 97.4 0.7 1.9 1 2 [ <025 | >a Europe (83) 100 0.0 0.0 1 2 0.5 2
pneumoniae. determined by the Clinical and Laboratory Standards | | - _ _ Levofloxacin North America (380) 9.7 0.0 0.3 1 | 1| o5 | >4 Levofloxacin North America (36) | 97.2 0.0 28 | 05 | 2 | 05 | >4
| Institute (CLSI) recommended broth microdilution testing ;ﬂ‘;;gﬁy&#gﬁg%ﬁgﬁgjfwg;‘f?;z::':’eglfg;:g'f'm;ovfcgrcl'd“ and é\:i::P:c(Tlcs()lze) g:; gg 12 0112 0225 <C(>).23 i; é\zirac;P:c(:;(u) 9@8 Ez iui 0112 0225 500625 >14
Results: MIC,, (mg/L) and percent susceptible (%S) method using panels prepared at IHMA [2]. iloxaci v ' ' ' o lam | o . v ' ' '
. 90 ) ] ) ) ) . Moxifloxacin North America (380) 99.7 0.0 0.3 0.12 | 0.25 | 0.06 >2 Moxifloxacin North America (36) NA NA NA 0.12 0.5 0.06 2
data are shown in the Table: e MIC interpretive criteria mainly followed published “ W’F Asia-Pacific (129) 99.2 0.0 08 | o012 [025] 006 | >2 Asia-Pacific (24) NA NA NA [ 025 [ 025 [ 006 | >2
uidelines Of CLS' ub”shed in 2013 3 ’ but for Cw //', / Europe (418) 63.4 20.6 16.0 <006 2 <0.06 | >4 Europe (83) 98.8 - - <0.06 | <0.06 | <0.06 |<0.06
S. pneumoniae soL | A/c [AzT [ cTx | cu [ ERY [Lvx [mox | PEN [ TEL [VAN tg I EDA b kp int d 14 [ :||D . | % o / . Penicillin North America (380) 59.5 28.7 11.8 <0.06| 2 <0.06 | >4 Penicillin North America (36) 97.2 - - <0.06 | <0.06 | <0.06 | 0.25
Furope (n=418) e Toosl 2 1511 1 1sosls0s1 2 Tos | 2 loizlos Igecyc me reakpoints were used [4]. rovisiona E o ' yd /; Asia-Pacific (129) 51.2 20.2 287 [<006] 4 | <006 >4 Asia-Pacific (24) 100 - - <0.06 [<0.06 | <0.06 | 0.12
s T100 90 T71 Toa T 77 T 72 T97 T 98 1 &5 1200 200 breakpoints of 1, 2 and 4 mg/L were used for £ / AV =l | Europe (418) 100 0.0 0.0 [0.008{0.12[<0002] 1 Europe (83) NA NA NA | 0015 | 0.06 | 0.015 | >2
Asia-Pacific (129) M|C90 0.5 4 >1 2 >05 | >05 2 0.25 4 0.5 0.5 SollthromyCIn agalnst S. pneumonlae. % 40 // /.// // 1/ Telithromycin North Arr;er;ca (3)80) 99.5 0.5 0.0 0.015 0.5 0.004 2 Telithromycin North America (36) NA NA NA 0.015 0.03 0.015 0.5
” . : : HE — Asia-Pacific (129 99.2 0.8 00 [006 |05 [ 0008 | 2 Asia-Pacific (24) NA NA NA 012 | >2 [ o015 [ >2
o AT (380 M/ICS ;_gi 825 ii 717 :35 jfs 918 0?295 521 395 t?g Qu_a“ty contro!s were performed on e_aCh day Qf testing S 2 I/ L/ Europe (418) 95.2 0.0 48 | 003 [006 ] 0015 [0.25 Europe (83) 100 - - 006 | 006 | 003 | 0.12
(380) | MiCqq /4 /)
s T100 190 Tse Tor T a0 T 50 1200 200 T 55 T 55 200 using appropriate ATCC control strains, following CLSI 0 4 i Tigecycline North America (380) 75.8 0.0 242 | 006 [0.12] 0015 [>05 Tigecycline North America (36) | 100 i i 0.06 | 0.06 | 0015 [ 0.06
_ and manufacturer guidelines. RGSUltS were iﬂC'UdEd in 0’50.001 0002 0004 0008 0015 003 006 012 025 o5 1 s1 Asia-Pacific (129) 72.1 0.0 27.9 0.06 | 0.12 | 0.015 | 0.5 Asia-Pacific (24) 100 - - 0.06 0.12 0.03 0.25
: : mic (mg/1) Europe (418) 100 0.0 00 [o025 |05 ] 012 [ 1 Europe (83) 100 - - 025 | 05 | 025 | o5
.:u':;,oegig;)s MIC ;?); g{)CS A:T g-:-)); OC(I;IG SZYS L\ZIX ';l(z): <F(,)E(I)\l6 (-)rzlé \:)ASN the anaIySIS Only When Correspondlng QC reSUItS Were —&—Solithromycin Europe Solithromycin North America =®=Solithromycin Asia-Pacific VancomVCin North America (380) 100 0.0 0.0 0.25 0.5 0.06 0.5 Vancomycin North America (36) 100 - - 0.5 0.5 0.25 1
i e Toe Te Ta5 Too T o6 T 90 TiooT e T 200 Tne 1100 within the acceptable ranges [3]. patromyenturope e AsthromyeiNort Amercs —eAthromycinAse Paciic Asia-Pacific (129) 100 0.0 00 | o025 |05 ]| 012 | 05 Asia-Pacific (24) 100 - - 025 | 05 | 025 | 05
Asia-Pacific (24) MICq| 0.5 [0.03] >1 |0.03]>0.5]>05] 2 | 0.25]<006] >2 | 05 Re feren Ces aProvisional breskpoints of <1 (S), 2 (1) and 4 (R) mg/L were used for solithromycin. aProvisional breskpoints of <1 (S), 2 (1) and 4 (R) mg/L were used for solithromycin. NA, breakpoints not available.
% | NB | NB |33 [100] 54 | 33 [ 96 | NB | 100 | NB | 100
%5 | NB | NB |83 |100] 97 | 81 |57 | NB | 97 | NB | 100 1. Oldach D, Clark K, Schranz J, Das A, Craft JC, Scott D, Jamieson BD, Fernandes P. CO n C I u S I O n S
o . . . . . 2013. Randomized, double-blind, multi hase 2 stud ing the eff : : L : : : : : : :
AIC, amoicilinidlawianic acid; AZT, aztromyci; CTX, cefriaxone: CLI, dindamycn et oy o e e T e « Solithromycin showed very good activity against S, pneumoniae and S. pyogenes with MICgy < 0.5 mg/L for all the regions of the world included in this
solithromycin; TEL, telithromycin; VAN, vancomycin; NB, no breakpoints available tpr\(;ztnr?segtheor;oaﬁtelﬁnsti:2\/;/5|;h6_§Zrnmunlty-achIred bacterial pneumonia. Antimicrob StUdy, Europe, North'A meriCa and ASl a—Pa&:IfIC.
2. Clinical Laboratory Standards Institute. 2012. Methods for Dilution Antimicrobial I I | 1fi
Susceptibility Tests for Bacteria That Grow Aerobically; Approved Standards — Ninth ° For_ bOth SpeCI eS, M I C90_ Europe < M I C90 !\Iorth Amerl ca < M I C90 ASla .Pa_CIfI C. . . . _ .
Conclusions: Solithromycin  showed very good | 0 o e s, 2013, Performance Standards fo  Solithromycin was considerably more active than macrolides and penicillins against S. pneumoniae and more active than macrolides against S. pyogenes.
activity aga_inst isolates from the different regions with Sﬂﬂ?ﬁéﬂ?iﬁ'ﬁﬁfgtmﬂ eTe;Xng; Twenty-third Informational Supplement. CLSI o So|ithromycin was also more active than telithrgmycin_
MICq, ranging frog‘ g'06'0'5 Mg/l to 0'03}9'5l mg# for 4 Tygacile, 2010. Tigecycline FDA prescribing information. Pfizer, Inc. Collegevile, * These data show that solithromycin could be a good alternative to treat respiratory infections caused by S. pneumoniae and S. pyogenes especially in regions
pneumococci and S. pyogenes, respectively. These - ) : : ) : . . : .
data positively support the continued development of of the world like Asia where there is a very high level of resistance to macrolides and penicillins and thus strongly support the continued development of this
solithromycin for the treatment of respiratory infections Acknowled gemen (S antibiotic.
caused by streptococci. This study was sponsored by a grant from Cempra Pharmaceuticals.



