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CONCLUSIONS AND CLINICAL IMPLICATIONS

PURPOSE RESULTS

e Community-acquired bacterial pneumonia (CABP) is the most common cause of death due to Patients Early Clinical Response and Investigator Assessment of Clinical Response Safety
. . . . 1
infectious disease in US adults aged 265 years * The pooled ITT population included 1289 patients randomized to LEF (n=646) or MOX (n=643) * For all age groups, high and similar ECR rates (LEF =88%; MOX =82%:; Figure 2A) were seen with * With both treatments, rates of serious TEAEs and TEAEs leading to death were somewhat lower in e | EF demonstrated h|gh FCR and IACR success
o Worldyvide, the a_gin_g p_opulation IS in(_:reasing,2 and older patier_wts with CABP are especially at risk — Patients were predominantly male (55.6%) and White (79.3%), with a mean (SD) age of each treatment, including in patients aged 285 years (LEF 88.5%; MOX 82.4%) younger (3.4%—-5.3% and 0.5%—-2.6%, respectively) vs older (5.9%-12.4% and 0%—4.5%) patients _ _
with higher hospitalization and mortality rates than younger patients™ 58.7 (16.1) years * |ACR success rates at TOC were also high and similar across all age groups in the mITT (LEF 282%; (Table 2) rates across all dge groups, Includlng dMmMong
— Those with advanced age are more vulnerable to having or developing CABP complications,'># » Overall, 772 patients (59.9%) were aged 18—64 years, 297 (23.0%) were aged 65-74 years, 177 MOX 283%; Figure 2B) and CE (LEF 286%; MOX 288%; Figure 2C) populations * Rates of study drug discontinuation due to TEAEs were similar for older (3.5%) and younger (3.0%) ; S
and treatment is often more difficult in these patients (eg, because of multimorbidity, (13.7%) were aged 75—84 years, and 43 (3.3%) were aged =85 years (Table 1) | patients with LEF, whereas rates with MOX were higher in older (7.8%) vs younger (2.4%) patients patients aged 2895 years
immunosenescence, polypharmacy)'- _ Older patients (ie, those aged 75-84. 285 years) were more likely to have comorbidities Figure 2. Pooled Early Clinical Responder and Investigator Assessment of Clinical Response Success Rates * The most common TEAEs were gastrointestinal, with generally similar rates across age groups for _ _ .
* Increasing rates of bacterial resistance and the undesirable risks and adverse effects associated with (eg, moderate/severe renal impairment, hypertension, arrhythmia) vs younger patients (ie, those A. ECR Rates (ITT Population) LEF (8.6%-15.0%) and MOX (5.9%-14.0%) e | EFF demonstrated similar Safety and tOlerablllty
current treatments (eg, fluoroquinolone-associated disability) are driving the need for new therapeutic aged 18—64, 6574 years) 100 - Table 2. O s f TEAEs (Safetv Pobulati
options for CABP® able 2. Qverall Summary of TEAEs (Safety Population) across all age groups

— Moreover, some fluoroquinolone-associated adverse effects (eg, aortic tears/ruptures, Table 1. Patient Demographics and Baseline Characteristics (ITT Population) 90+

_ CRIES (0 Bt Aottt Mt i R vl ikl Mol Mt 20- Mild 79211) 73(186)  15(09)  26(179) 16(180) 16(186)  9(346)  2(i18) REFERENCES
Study Design BMI, kg/m2, mean (SD) 26.5(5.9) 26.3(6.4) 270(5.9) 26.9(5.6) 26.0(5.5) 26.4(5.2) 251(4.9) 25.0(4.5) 10- Moderate 53 (14.2) 32 (81) 13 (8.6) 16 (11.0) 12 (13.5) 7 (8.1) 0 0

. . . 5.0 _ O : : . .
hypoglyceria, endon rupture) are observed more frequenty in patients aged >60 years < s e LEF provides a safe and effective empiric
* The efficacy and safety of lefamulin (LEF), a pleuromutilin antibiotic approved for intravenous (IV) 5 70- LEF MOX LEF MOX LEF MOX LEF MOX : :
and oral use in adults with CABP, were shown in 2 noninferiority phase 3 trials, Lefamulin Evaluation e ox e ox e ox e " Ll TEAEs (n=374) | (n=393) | (n=152) | (n=145) | (n=89) (n=86) (n=26) (n=17) monothera PY alternative to ﬂUOquU|nO|OneS for the
= All TEAEs* 143 (38.2) 115(29.3) 34 (224) 46 (317) 36(40.4) 30(34.9) 11 (42.3 4 (23.5
* We report efficacy and safety outcomes by age groups (18—64, 65—74, 75—84, and 285 years) using A D) 1T 1 1 17 T T 1T > 50 362 (9.9) (22.4) (81.7) 40.4) (34.9) (42.3) (23:9) treatment Of CABP IN patlents Wlth advanced age
ge, y, mean : : : : 9 (2. 9 (2. 8 (2. 5 (2. 7 (2. 1 (2. - frerence —d. fforence 6. frorence 0. vy I LR
pooled data from LEAP 1 and LEAP 2 E, 40 95% on B8 D4y O5% O 03 0 13.9) 95 Cr 8 S 0.7y (95%DCfIf: rence 5‘0132.9)T Related TEAESs! 63(16.8) 39(9.9) 17(11.2)  18(124) 17(191)  9(10.5) 2 (7.7) 2 (11.8) and COmOFbldltleS
Male, n (%) 219 (57.9) 209 (53.0) 93 (61.2) 80(55.2) 51(56.7) 42 (48.3) 14(53.8) 9 (52.9) " .
- 30- TEAES by severity
2
©
o

. . . . . : 142 ,
* Both studies were prospective, randomized, double-blind, double-dummy, phase 3 trials (Figure 1) SN e 1)  Stupka JE, et al. Aging Health. 2009:5(6):763-774.
tat %
. | | enal status,” n (%) 0 Severe 1129)  1025)  6(3.9) 4 (2.8) 8 (9.0) 7 (8.) 2(77) 2 (11.8)
* |In LEAP 1, patients were randomized to receive LEF 150 mg IV every 12 hours (q12h) for 5—7 days or 18-64 65-74 75-84 >85 _— . _
Il in (MOX) 400 IV 24 h 24h) for 7 d Normal functi 265 (70.1) 279 (70.8) 42 (276) 30(20.7) 4 (4.4 4 Age,y (2)  Cilloniz C, et al. Med Sci (Basel). 2018,6(2).
moxifloxacin ( ) mg IV every ours (q24h) for 7 days ormal function (70.1) (70.8) (27.6) (20.7) 44)  3(@4) 0 0 ’ Serious TEAEs 15 (4.0) 16 (4.1) 8 (5.3) 5 (3.4) 11(12.4) 9 (10.5) 2 (7.7) 1(5.9) |
— Patients could switch to oral therapy (LEF 600 mg q12h or MOX 400 mg g24h) after 6 IV doses of i 1 1 1 1 1T 1 (3) Amalakuhan B, et al. Expert Opin Pharmacother. 2017;18(11):1039-1048.
- - - - T lldimpairmen : : : : : : : : B. IACR Rates at TOC (mITT Population TEAEs leading to study dr 12 (3.2 8 (2.0 4 (2.6 5(3.4 4 (4.5 6 (7.0 0 2 (11.8 .
study drug (approximately 3 days) if predefined improvement criteria were met ( P ) L=AEs Jeading fo study drug (3-2) (2.0) (2.6) (34) (4.5) (7.0) (11.8) (4) Ishiguro T, et al. Intern Med. 2013:52(3):317-324.
* In LEAP 2, patients were randomized to receive oral LEF 600 mg q12h for 5 days or oral MOX 400 mg Moderate impairment 19 (5.0)  30(76) 36(23.7) 37(25.5) 50(55.6) 49(56.3) 20(76.9) 16 (94.1) 100- (5) Peyrani P, et al. Expert Rev Respir Med. 2019:13(2):139-152
g24h for 7 days 90 - TEAEs leading to death 2 (0.5) 2 (0.5) 3 (2.0) 2 (1.4) 3 (3.4) 3 (3.5) 0 0 ’ ' ' ’ ' '
Patients and Assessments Severe impairment 0 103) 1(07) 214  3(33)  3(34)  3(11.5) 0 _ {2y ee)y IDEY 24 (6) Menendez R, et al. Rev Esp Quimioter. 2019;32(6):497-515.
s~  80-
* Patients aged 218 years with CABP of PORT risk class 2lll or lI-IV were eligible for LEAP 1 and Missing 1(0.3) 0 0 0 1(1.1) 1(1.1) 0 0 4 (TOI\E//;Felr?t?rilr;%utgyd(jel?::tion) 2 (0.5) 3(0.8) 4 (2.6) 2 (1.4) 4 (4.9) 3 (3.5) 1(3.8) 0 (7) US Food gnd Drug Administration. FDA drug safety Comr.nun|cat|on_ EDA remforc.es safety |r.1f<.>rr.nat|on
_EAP 2, respectively 2 70- about serious low blood sugar levels and mental health side effects with fluoroquinolone antibiotics;
. . . . . . SmOkin hiStor ) n 0/ 180 476 164 416 62 408 49 338 35 389 26 299 7 269 3 176 —~ =adverse event; =lefamulin; Me =Medical Dictionary for Regulatory Activities; =moxifloxacin; =treatment-emergen . . . .
o n bOth StUdleS, the pr|mary eff|Cacy endeInt for the US FOOd and Drug Adm|n|Strat|0n (FDA) WaS g y ( 0) ( ) ( ) ( ) ( ) ( ) ( ) ( ) ( ) g’ 60_ %iTE%Etﬁi?SdﬂﬁeEi%;ieAViE:j’?:s’gi%’:gi&gfyeév%e%gs:érgngz;%zlrcn;eirc?)/ftE);iaZ’ieireghog:lﬁ)s(t stud)fldrug aa;lizrfi\sEtr;tiont. An :tl\E witt?ar:uAnEk.nown start date or partial date was categorized as a TEAE. AEs were coded according to MedDRA version quIreS I(jat)sel (-:thanbgesz'g\vggaztz)le at httpS//WWWfdagOV/down|OadS/DrugS/Drugsafety/UCM612834pdf
ear|y|C|Inlca| resgonse (1E?R) at 961:124 hours after fIrSt dc.)fse Of StUdy drug In the Intent'tO'treat (ITT) HypertenSion hlStory, n (%) 94 (249) 99 (251) 80 (526) 77 (531) 59 (656) 64 (736) 15 (577) 13 (765) .Q;) 50_ 'Related TEAEs were defined as TEAEs that were considered “definitely,” “probably,” or “possibly” related to study drug by the investigator. If the TEAE relationship was missing, it was considered “related.” Ccesse ep em er ) -
opulation (see Figure 1 footnote for study population definitions c Difference —6.6 Diff 5.5 Difference 5.7 Difference 0.2 : : : ini ' ication: ' i
POP ( g. | | y Pop | ) | | | - | ) S (95% Cl: —11.6 to —1.7)* (95% Cl- 2.4 to0 13.7)" (95% Cl: —4.8 to 16.3)" (95% Cl: —24.3 to 24.7)! Table 3. TEAESs by Preferred Term in 22% of Patients (Safety Population) (8) US Food and Drug Admlnlstratlon. FDA drug ngety Comm_unlcatlon. I.:[.)A.wa.rns abo.ut |nC.reased risk
* The European Medicines Agency coprimary endpoints (FDA secondary endpoints) were investigator Baseline liver enzyme elevation, n (%) 77(20.4) 88 (22.3) 24(15.8) 38(26.2) 13(144) 15(17.2) 5(19.2)  3(17.6) ﬁ 40+ of ruptures or tears in the aorta blood vessel with fluoroquinolone antibiotics in certain patients.
assessment of clinical response (IACR) at the test-of-cure (TOC) assessment 5—10 days after the last AsthmalCOPD. 1 (%) -t °r 1 1 1 | € 30- FEUEITAEE ElEl Available at: https://www.fda.gov/drugs/drug-safety-and-availability/fda-warns-about-increased-risk-
- e L : sthma . n : . . . : : . . : e
dose of study drug in the modified ITT (mITT) and clinically evaluable (CE) populations i (23.0) 234) 29 (32.2) @) 319 (294) % 18-64 y 65-74 y 75-84 y ruptures-or-tears-aorta-blood-vessel-fluoroquinolone-antibiotics. Accessed September 23, 2020.
: : : : 20 -
szitlgt‘i"(’)is) assessed In all randomized patients who received any amount of study drug (safety Diabetes melitus history, n (%) 42(111) 35(@89) 17(112) 30(207) 15(167) 20(230) 6(231) 3 (176) . LEF Mox LEF Mox LER Mox LER Mox (9) US Food and Drug Administration. Information for healthcare professionals: fluoroquinolone
_ s* n= n= n= n= n= n= n= n= . : : : : L : : :
POP - 10 ( ) ( ) ( ) ( ) (n=89) (n=86) (n=26) (n=17) antimicrobial drugs [ciprofloxacin (marketed as Cipro and generic ciprofloxacin), ciprofloxacin extended-
Treat i t ad ts (TEAE itored th hout h trial at all stud Arrhythmia history, n (%) 13 (3.4) 4(1.0) 16(10.5) 9(6.2) 10(111) 16 (184) 4 (15.4) 1(5.9) P P J P P
- 're'ta meg ;)emeftgefl a vetr.se events (d ¥ s) were monitored throughout each trial at all study ! ' | ' ' ' ' ' ' 0 Diarrhea 33 (8.8) 18 (4.6) 9 (5.9) 3 (21) 5 (5.6) 4 (4.7) 0 release (marketed as Cipro XR and Proquin XR), gemifloxacin (marketed as Factive), levofloxacin
visits an atient reporting, as neede _ _ _ : - : : -
| Y P POTHNg o | Prior antibiotic use,? n (%) 91 (241) 80(20.3) 29 (191) 36(24.8) 20(22.2) 27(31.0) 7(269) 2 (11.8) 18-64 65-r4 Ade 75-84 285 . 20 (54 s \ 0 - a4 s 1 S 7 ; (marketed as Levaquin), moxifloxacin (marketed as Avelox), norfloxacin (marketed as Noroxin), and
- The investigator evaluated TEAEs for relationship to study drug (not related, possibly related, ge. y ausea (5:3) (1.8) (2.0) (34) (2.2) (1-2) (7.7) ofloxacin (marketed as Floxin)]. Available at: http://wayback.archive-it.org/7993/20170112032310/http://
probably related, or definitely related) PORT risk class,$ n (%) Vomiting 11 (2.9) 2 (0.5) 0 2 (1.4) 4 (4.5 0 0 0 www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetylnformationforPatientsandProviders/ucm126085.
* For this post hoc analysis, descriptive statistics were generated to characterize demographics, baseline C.IACR Rates at TOC (CE Population) htm. Accessed September 23, 2020.
characteristics, efficacy, and safety outcomes by age using pooled LEAP 1 and LEAP 2 data 1 149 (39.4) 154 (391) 31(204) 32(221) 4 (44) 6(6.9) 0 0 _ Headache 7(1.9 10 (2.5 1(07 1(07 1(14 0 0 0 .
100 (1.9 9) 0-1) ©.1) 41 (10) Xenleta™ (Lefamulin). Full Prescribing Information, Nabriva Therapeutics US, Inc., King of Prussia, PA, 2019.
- - Il 184 (48.7) 208 (52.8) 94 (61.8) 79 (54.5) 53(58.9) 43(49.4) 10(38.5) 4 (23.5) _ - . ] .
Figure 1. LEAP 1 and LEAP 2 Study Design 90 ALT increased 7(1.9) 8(2.0) 1(0.7) 2(1.4) 0 0 0 0 (11) File TM, Jr, et al. Clin Infect Dis. 2019;69(11):1856-1867.
Enroliment: - : 3 - .
Must Adrministor Within 24 Study Drug Administration Follow-Up IVIV 45(11.9) 32(81) 27(17.7) 34(234) 33(36.7) 38(43.7) 16(61.5) 13(76.5) Z‘ 80 Hypokalemia 6 (1.6) 2 (0.5) 0 3 (2.1) 1(1.1) 1(1.2) 1(3.8) 1(5.9) (12) Alexander E, et al. JAMA. 2019;322(17):1661-1671.
- _ I (O (& 70+ _ .
; CURB-65 score,! n (%) I Insomnia 4 (11) 6 (1.5) 1(0.7) 2 (1.4) 3 (3.4) 1(1.2) 0 0 ACkﬂOWlEdgmentS & Disclosures
Ll
m ] . . . . .
B 0-2 375(99.2) 383(97.2) 134(88.2) 131(90.3) 80(88.9) 77(88.5) 21(80.8) 13(76.5) = o0 Pneumonia 4 (1.1) 1(0.3) 3 (2.0) 1(0.7) 1.(1.1) 0 1(3.8) 0 Funding for development of this poster was provided by Nabriva Therapeutics to ICON (North Wales, PA).
X ACR at TOC 2 50- Steven P. Gelone and Jennifer Schranz are employees of/stockholders in Nabriva Therapeutics plc.
i D QG e Ee 3-9 308  M@g 18718 1407) 10011) 10015 5(19.2)  4(23.5) S s0- (O5% Ch 11 8 1o 2.6 G5 Ch a0 10.3)" (95% Cl 7.3 0 12.9) (955,'@??1(:86.5 ?;69.8)T COPD 4 (1.1) 1(0.3) 2 (1.3) 2 (1.4) 2 (2.2) 0 0 0 Elizabeth Alexander, Lisa Goldberg, and Andrew Meads were employees of/stockholders in Nabriva
S w2 | mees | ses | oew | 262 02 — - ‘u’:, ot " 08 - 15 0 J o "3 ) ) ) Therapeutics plc at the time of the analysis. Christian Sandrock has served as a consultant for Allergan and
) Y - - . . . . . - ertension . . . . . . . . . . .
Informed Consent & T 30- e | 08) (1-3) ©.7) (28) (54) (23) Nabriva Therapeutics, received grants from the National Institutes of Health and the Health Resources &
Baseline Assessments 7 g* Late Follow-Up on 2 S : Admini - - fi : f : :
Day 30 (£3 d) Modified ATS severity criteria,! n (%) 12 (3.2) 10 (25) 22 (145) 27(186) 11(12.2) 18(207) 8(30.8) 2 (11.8) E 0. Urinary tract infection 2 (0.5) 4 (1.0) 0 1(0.7) 2 (2.2) 3 (3.5) 1(3.8) 1(5.9) ervices Administration, and received nonfinancial support from the State of California.
SIRS,! n (%) 363 (96.0) 371 (94.2) 148 (97.4) 139(95.9) 84 (93.3) 83(95.4) 26 (100.0) 16 (94.1) 10- Oral candidiasis 2 (0.5) 1(0.3) 0 0 0 2 (2.3) 0 0
ECR Assessment in ITT Population End of Treatment
(96£24 h After First Dose) Within 2 d After Last Dose Bacteremia, n (%) 7 (1.9) 7 (1.8) 1(0.7) 3 (2.1) 4 (4.4) 2 (2.3) 1(3.8) 0 0 Leukocyturia 0 2 (0.5) 0 0 1(1.1) 2 (2.3) 0 0
18—64 6574 /5-84 =285
2 GABP signs andsymptorms, o worsening in any GABP sigh or symptor. and o 1656ipt of @ concomant nonstucy anibiofc of e ourrent CABP Spisode) IACRLIn/eStgator assessrment of cioal roaponse (patients asseseed a6 aueboss if MOXemoxifloxacin, PORT_Prewmonia Outcomes Research Tearm: SIRGLSystomic Inflammatory Responss Syndrome: ULN=upper i of normal -+ o o creeunine elgarance: THT=inientlo freat EEFEieiamuin Age,y LEF B MOX Atrial fibrillation 0 1(0.3) 1(0.7) 1(0.7) 2(2.2) 2 (2.3) 0 0
aIive_,with sign.s and Eympt.o.ms of CABP resol\{ed or improved such that no additional antibacterial therapy_was gdmini.stf—:‘red for_CABP_);.ITI'T:in’Fentto treat (all randomized pelmtientsz; IV:intravenqu§; LEAP=Lefamulin Evaluation Against Pneumonia; :Rer]al impairment categories were defined as follows: normal (CrCl 290 mL/min), mild (CrCl of 60 to <90 mL/min), moderate (CrCl of 30 to <60 mL/min), and severe (CrCl <30 mL/min). . . . . . . ..
’I*_IEFL_IEI(Z]:IaD_n]l,JltIr?’en;:;girr:er\T;gg)?sgollﬁ:d(ii!tfgZOITEIsz(at?eg?:rlltaer:tsrg?!gée()cl‘eévgd(baur:y1grgc?zn;a(iresr:fsd\yvi?r:ugké\ﬂlf’ocﬁj_en:gxizc;;s;:er;ljawﬁli29/7_7?;52;:Icl)lIrnl\-/lrlisélzir;ir?l:;?eyrﬁ(t)scxtcrﬁjzzggg?ozgui_pt;:fjgjo.c;i;eeV’c;ilg bacteremia); however, this was later adjusted to7q :B:Iilgr?g?:céilzc?raéli_:gTeUcli_cl)\lsle of short-acting Systemic antibacterial medicatic_)n within 72hbefore randomizgtion; randomization was stratified and cappe_d such .that no more than 25% of thg total ITT population met these C.ri.terig. ?E=clinica|ly e_valuable; ECR=earIy cI_inicaI response; IACR=_investigator asses_sment.of clinical response; ITT=intent_to treat; LEF=IefamuI_in; mITT=modified ITT, MOX=moxifloxacin; TOC=test of cure. AE=adverse eveqt; ALT=alanine aminotransferase; COPD:Chronig obstru<_:tive pulmonary disgase; LEF:IefamuIi.n;lMedlDRA:Medice':ll Dictionary for Regulatory Activ?ties; I\/IOX:moxiroxgcin; TEAE= treatment-emergent AE. . Scan thIS QR COde Wlth your eleCtronIC deVICe to recelve a PDF flle Of the pOSter Or VISIt
A totalof 141275 (5.1%) patints randomized to MOX and /276 (3.3%) pationts rantomizad & LEF received inesolid and inezold placebo, respecively, becauss of suspecied MIRSA at aseline, -+ - o o o O LEF (herapy, fespeciiely Refor 10 published manusoripts"  fo 1l dtals of orteria and defintions. -+ e CESS Tepertior and s notaieys conisient wilh e sfseporied FORT fisk closs used for enrelmentsteieaton Absots treatment diference (LEF minus MOX): Gl computed using & coninity corracied Ziest. o1 o o e Srelum Wi Version 20,0, Afiough = patient may have had 52 TEAES, the pationt i counted oy once i & prefered ferm category. e o Perial date was aleqorized s & TEAS, ARs were coded according fo HedbrA http://posters.chcinc.com/CHEST2020_LEAP1_2_Efficacy_Safety_by_Age
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