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INTRODUCTION & PURPOSE METHODS (continued) RESULTS (continued)

Pneumonia, a leading cause of hospitalization in the United States, has prognoses ranging from rapid resolution to death, the likelihood of which can be Assessments Figure 2. Pooled Patients With PORT Risk Class lll Achieving Early Clinical Response and Investigator Table 3. TEAEs Occurring in >2% of Patients With PORT Risk Class lll or IV/V in Either Treatment Group
13 u u u
estimated via the Pneumonia Outcomes Research Team (PORT) risk class . Pooled efficacy analyses were evaluated using a 10% noninferiority margin Assessment of Clinical Response (Safety Analysis Set)

— Patients with PORT risk class I/l have predicted mortality rates of <1% and are generally managed as outpatients'” — The primary efficacy endpoint for the US Food and Drug Administration (FDA) was early clinical response (ECR) at 96124 hours after the first dose of ECRITT IACR mITT IACR CE-TOC Patients, n (%)
study drug in the intent-to-treat (ITT) population (see Figure 1 footnote for study population definitions)

— Patients with PORT risk class lll have predicted mortality rates of approximately 3% and may be managed as inpatients or outpatients based on the 100- s oSk 100- A 13%  128% ol ols
judgment of the healthcare provider? — The European Medicines Agency coprimary efficacy endpoints (FDA secondary endpoints) were investigator assessment of clinical response (IACR) X 9ol m—, T X gp- 5 50
at the test-of-cure assessment 5—10 days after the last dose of study drug in the modified ITT (mITT) and clinically evaluable populations o (n=8) (n=6) o (=5)  p— (n=5)
— Patients with PORT risk class IV/V have higher predicted mortality rates (8%—31%) and are generally managed as inpatients'? . . . . _ . o 801 o0 0% N1 99 o 80- Ng7 29, N\ 85.9% 1\90.9% \90.3% PORT Il (n=337) PORT IVIV (n=120) PORT Il (n=333) PORT IVIV (n=116)
* Safety was assessed in all randomized and treated patients (safety analysis set); treatment-emergent adverse events (TEAES) were monitored throughout T (n=307) (n=307) - (n=294) (n=286) (n=279) (n=271)
* Lefamulin (LEF), a first-in-class pleuromutilin antibiotic approved for intravenous (IV) and oral use in adults with community-acquired bacterial pneumonia each trial at all study visits and by patient reporting, as needed o 707 = 70- Diarrhea 14 (4.2) 5 (4.2) 18 (5.4)
(CABP),* selectively inhibits bacterial protein synthesis by binding to the 50S ribosomal subunit at the A- and P-sites in the peptidyl transferase center>° 'GS, 60+ Responder § 60- Success
= - i () - - Nausea 8 (2.4 7 (5.8 5 (1.5 4 (3.4
— LEF demonstrated noninferiority to moxifloxacin (MOX) in the IV-to-oral switch Lefamulin Evaluation Against Pneumonia (LEAP) 1 phase 3 study’ in RESU LTS 5 >0 - Egﬁi:gg‘: dnetr S >0 - r:ile:?ermmant 24) (5.5) 1:9) 3.4)
patients with CABP and PORT risk class 1ll-V and in the LEAP 2 oral-only phase 3 study? in patients with CABP and PORT risk class II-IV ﬁ 401 < 0 Headache 4 (1.2) 2(1.7) 7 (2.1) 1(0.9)
. < 30 . &8 30 . . Success
_ o - 44 - - : TERR - - - - Difference —1.9 Responder Difference 1.5 Diff 0.6 _
Beca.use LEF .can be administered v.|a. the oral or IV route,* it is a good candidate for use in patients transitioning from inpatient to outpatient care and Patlents 2 . (95% Cl:—6.4. 2.5 = Indeterminant é 20- (95% Cl-—3.6, 6.6) (950/'0 22?23?1,5,3)* B Indeterminant Hypokalemia 5 (1.5) 3 (2.5) 3 (0.9) 4 (3.4)
needing to switch from IV to oral antibiotics® * In the pooled ITT population, 1289 patients were randomized to LEF (n=646) or MOX (n=643) & 10- Nonresponder &  10- Failure |
* We report results of pooled analyses of data from the LEAP 1 and LEAP 2 trials assessing efficacy and safety in patients with PORT risk class Il and IV/V — Of these patients, approximately half (LEF, n=341 [52.8%]; MOX, n= 334 [51.9%]) were PORT risk class Ill and more than 18% (LEF, n=121 [18.7%); 0 0 insomnia > (1:9) 3(2) > (1:9) 10.9)
= Y I
MOX, n=117 [18.2%]) were PORT risk class IV/V (Table 1) (n|;§Z1) (nl\ig)é(dr) (nI;I§§7) (nl\i(;:)a(s) (nl;gg7) (nl\igg)(O) Hypertension 0 3 (2.5) 6 (1.8) 3 (2.6)
—  <1% of LEF (n=5; 0.8%) and MOX (n=5; 0.8%) patients were PORT risk class V
M ETH 0 DS * As expected, patients with PORT risk class IV/V were older and more likely to have comorbidities than patients with PORT risk class Ill (Table 1) CE-TOC-=clinically evaluable at test of cure; ECR=early clinical response; IACR=investigator assessment of clinical response; IT T=intent to treat; LEF=lefamulin; mITT=modified ITT; Urinary tract infection 1(0.3) 3 (2.9) 2 (0.6) 4 (3.4)
o _ , _ o , _ _ MOX=moxifloxacin; PORT=Pneumonia Outcomes Research Team.
- 42% of patients with PORT risk class IV/V and 16% of patients with PORT risk class Ill were aged 275 years *Weighted treatment difference and Cl were computed using the method of Miettinen and Nurminen and adjusted for study, with the inverse variance of effect size as stratum weights. Vomiting 5 (1.5) 3 (2.5) 1 (0.3) 1 (0.9)
Stu dy DGSIQ“ and Pat|ents — Compared with patients with PORT risk class lll, a greater percentage of patients with PORT risk class [V/V had comorbidities such as renal
impairment, diabetes mellitus, and asthma or chronic obstructive pulmonary disease _ _ _ _ o o _ Infusion site pain 8 (2.4) 0 0 0
* Both studies were prospective, randomized, double-blind, double-dummy, phase 3 trials (Figure 1)"? Figure 3. Pooled Patients With PORT Risk Class IV/V Achieving Early Clinical Response and Investigator
Table 1. Demograph|cs and Baseline Characteristics (Poo|ed ITT Popu|at|0n) Assessment of Clinical RGSPOHSG LEF=lefamulin; MOX=moxifloxacin; PORT=Pneumonia Outcomes Research Team; TEAE=treatment-emergent adverse event.

— In LEAP 1, patients with PORT risk class llI-V (25% required to have PORT risk class of IV or V) were randomized to receive LEF 150 mg IV every

12 hours (q12h) for 5—7 days or MOX 400 mg IV every 24 hours (q24h) for 7 days Patients, n (%) ECRITT IACR mITT IACR CE-TOC
- Patients could switch to oral therapy (LEF 600 mg g12h or MOX 400 mg q24h) after 6 IV doses of study drug (approximately 3 days) if predefined 100- s a0y 100-  A0.0% R e P CO N C LUS I O NS

Improvement criteria were met 2 90- 1.7% 0.9% = 90- 2.5% 2.6%
_ _ _ _ N — (72) / (n=1) v (=) o (1=3)
— In LEAP 2, patients with PORT risk class -1V (50% required to have PORT risk class of Il or V) were randomized to receive oral LEF 600 mg q12h Parameter PORT 1l (n=341) PORT IVIV (n=121) PORT Il (n=334) PORT IVIV (n=117) 5 80- \(83;-150"1/3 ye2.1% o 9807 /7<7—'§3°/)° ~82.8% \32_-23/; \?9_2;/;
n= n= < n= n= n= n= . . . . . .
for 5 days or oral MOX 400 mg g24h for 7 days Age, y, mean (SD) 60.7 (15.3) 69.1 (14.2) 58.8 (14.3) 70.7 (12.6) > > * LEF demonstrated high and similar rates in efficacy outcomes in both the LEAP 1 and LEAP 2 phase 3
* In both studies, randomization was stratified by PORT risk class g 60 Responder S 601 Success trials in adults with CABP compared with MOX
2L 50 B Indeterminant Q 50- Indeterminant . : : : : :
»  Key study exclusion criteria in LEAP 1 and LEAP 2 included the following: Sl () Az (el 86 (71.1) 183 (54.8) 71(60.7) S Nonresponder 5 g - F”:“euf;m'”a” — Similarly, among patients with PORT Il and PORT IV/V risk classes, effective ECR and sustained
— Evidence of significant hepatic disease (eg, known acute hepatitis, including active viral hepatitis; aspartate aminotransferase [AST] or alanine : 0 0 ] <ut, ] success rates with LEF were hlgh and similar to those with MOX
White, n (%) 277 (81.2) 92 (76.0) 277 (82.9) 96 (82.1) e 30 Difference 1.5 Responder &S 30 Difference 5.3 Difference —7 3 Success o _ _ _ _
aminotransferase [ALT] >5x upper limit of normal [ULN]; total bilirubin >3x ULN [unless Gilbert’s disease]; AST or ALT >3x ULN and total bilirubin 3 920 (95% OF 8.2, 11.3) = indeterminant .8  20- (95% Gl 15,6, 5.0} O5% OL 174 247 B Indeterminant * |LEF and MOX had similar safety profiles and were well tolerated, with higher TEAE and serious TEAE
>2x ULN; history of cirrhosis; manifestation of end-stage liver disease, including ascites and hepatic encephalopathy) BMI, kg/m2, mean (SD) 26.4 (5.4) 26.6 (6.8) 26.3 (6.1) 27.3 (6.5) E 10- Nonresponder E 10- Failure rates seen in patients with PORT IV/V vs PORT lll risk classes, consistent with the older and sicker
— At risk for major cardiac events or dysfunction (eg, known QT prolongation or taking a medication with the potential for QT prolongation, clinically e el ey € 0 EF MOX 0 EF MOX EF MOX demographlc of PORT IV/V patlents
T . : . . . : enal status,' n . . . . . .
significant hypokalemia not treated before randomization, clinically unstable cardiac disease, complete left bundle branch block) (%) (n=121) (n=117) (n=120) (n=116) (n=97) (n=99) — The favorable safety profile observed in patients with PORT risk class Ill suggests that these patients
- i < i i i i i i - may be candidates for outpatient treatment, in accordance with Infectious Diseases Society of
Have a life eXF_)eCtanCy of =3 months because of any disease other than_ the current e_DISOde of CABP fe.g, current or Impendl_ng relsplratory fallure, Normal function 148 (43.4) 34 (28.1) 166 (49.7) 25 (21.4) CE-TOC=clinically evaluable at test of cure; ECR=early clinical response; IACR=investigator assessment of clinical response; IT T=intent to treat; LEF=lefamulin; mIT T=modified ITT; y : : p : ’ : : 9 y
acute heart failure, shock, acute coronary syndrome, unstable arrhythmia, hypertensive emergency, clinically relevant gastrointestinal bleeding, MOX=moxifloxacin: PORT=Pneumonia Outcomes Research Team. America/American Thoracic Souety (|DSA/ATS) consensus gwdellnes
: : PR : *Weighted treatment difference and Cl were computed using the method of Mietti d Nurmi d adjusted for study, with the | ' f effect si trat ights. : . . : : :
profound metabolic abnormality, acute cerebrovascular event) Mild impairment 129 (37.8) 30 (24.8) 104 (31.1) 36 (30.8) 9 ! W puted using ot Viettinen and INUrminen and adjusted for study, With Ine Inverse variance of etiect size as stratlim weights ® |EFiIsa promising new I\/-to-oral empiric monotherapy for pahents with CABP and PORT risk class |II-V
— Have known or suspected severe immunosuppression, defined as receipt of corticosteroid therapy (220 mg prednisone/day or equivalent for Moderate i _ : 61 (17.9 £1 (4 63 (18.9 51 (43,6 S f t
>4 weeks) within the previous 8 weeks; had solid organ or bone marrow transplantation within the previous 12 months; currently receiving cytotoxic oderale impairmen (17.9) (42.1) (18.9) (43.6) are y
chemotherapy; have or anticipated to have neutropenia (<500 neutrophils/mm?®) or thrombocytopenia (<50,000 platelets/mm?); or have known HIV Severe impairment 3 (0.9) 4 (3.3) 1(0.3) 4 (3.4) * LEF and MOX had generally similar safety profiles in patients with PORT Ill and PORT IV/V risk classes (Table 2), although overall TEAE and serious
infection and a CD4 count <200/mm? TEAE rates were higher in patients with PORT risk class IV/V (44.9%; 11.9%) vs PORT risk class Il (29.1%; 3.9%) REFERE N CES
Figure 1. LEAP 1 and LEAP 2 Study Design Met SIRS criteria,* n (%) 330 (96.9) 116 (95.9) 318 (95.2) 108 (92.3) *  Mortality rates were low, but rates in patients with PORT risk class IV/V (LEF, 4.2%; MOX, 5.2%) were higher than those in patients with PORT risk class Il (1) Fine MJ, et al. N Engl J Med. 1997:336(4):243-250. (5) Eyal Z, et al. Sci Rep. 2016;6:39004.
_ _ _ (LEF, 1.5%; MOX, 0.6%) (2) Aujesky D and Fine MJ. Clin Infect Dis. 2008;47(suppl 3):S133-139. (6) Schllinzen F, et al. Mol Microbiol. 2004;54(5):1287-1294.
History of diabetes meliitus, n (%) 39 (11.4) 26 (21.5) 43 (12.9) 28 (23.9) (3) McDermott KW, et al. Trends in hospital inpatient stays in the United Stat (7) File TM Jr, et al. Clin Infect Dis. 2019; doi: 10.1093/cid/ciz090:[Epub ahead
_ ’ ' ' ' ' . , _ , _ _ cDermo , et al. Trends in hospital inpatient stays in the United States, ile r, et al. Clin Infect Dis. ; doi: 10. cid/ciz090:[Epub ahea
" tAdEr'"?"tme\?Vt'.t ot Study Drug Administration Follow-Up * The most common TEAEs were generally similar with LEF and MOX treatment in patients with PORT Ill and IV/V risk classes (Table 3) 2005-2014: statistical brief #225. Healthcare Cost and Utilization Project (HCUP) of print].
ust Administer vvithin History of asthma or COPD, n (%) 60 (17.6) 33 (27.3) 51 (15.3) 37 (31.6) _ _ _ _ _ Statistical Briefs. Rockville, MD: Agency for Healthcare Research and Quality; (8) Alexander E, et al. JAMA. 2019; doi: 10.1001/jama.2019.15468:[Epub ahead of print].
Table 2. Overall Summary of TEAEs in Patients With PORT Risk Class lll and IV/V (Safety Analysis Set) “ )2<01T-t + tefamuin). Full Prescribing Information. Nabriva Th Us (9) Mandell LA, et al. Clin Infect Dis. 2007:44(suppl 2):527-S72.
. W e g enleta™ (lefamulin). Full Prescribing Information, Nabriva Therapeutics US, Inc., . 1
Prior antibiotic use,s n (%) 77 (22.6) 26 (21.5) 77 (23.1) 30 (25.6) Patients, 1 (%) King of Prussia, PA. 2019. (10) Cockcroft DW and Gault MH. Nephron. 1976;16(1):31-41.
Smoking history, n (%) 157 (46.0) 58 (47.9) 133 (39.8) 42 (35.9)
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5-10 d After Last D Data for PORT /Il patients not shown.
er Last Dose *In LEAP 1, 397 patients were PORT risk class lll, 146 were PORT risk class IV, and 7 were PORT risk class V; in LEAP 2, 278 patients were PORT risk class lll, 82 were PORT risk class 1V, Any TEAE 97 (28'8) 55 (45'8) 98 (29'4) o1 (44'0) D iSC|OSU re S
and 3 were PORT risk class V. _
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§Efa;[;]eengt;elc|:$i_l\_/ec(l) aj;%ﬁ ?noeiiho;‘ss;g;:{:r?;ing systemic antibacterial medication within 72 hours before randomization; randomization was stratified and capped such that no more than 25% Severe 9(2.7) 13 (10.8) 10 (3.0) 11 (9.9) gl?it;rr;\gag i-rlrr]miraapnedutlecslei-\rlggr;]?:nl’:g.flr:cl)lren Jl\:-art]a?i?/ as?l'rgggaS:ue}[iggnsunant for bioMerieux, Curetis, Melinta, Merck, Motif BioSciences, Nabriva Therapeutics, Paratek, Pfizer, and
bop | Serious TEAE 12 (3.6) 15 (12.5) 14 (4.2) 13 (11.2)
ECR Assessment in ITT Population End of Treatment E ff
(96+24 h After First Dose) Within 2 d After Last Dose ICacy TEAE leading to study drug discontinuation 3 (2.4) 9 (7.5) 8 (2.4) 8 (6.9)
* ECR and IACR response rates were similarly high between the LEF and MOX treatment groups across patient subgroups with PORT Il (Figure 2 :
CABP=community-acquired bacterial pneumonia; CE=clinically evaluable (patients who met predefined specified criteria related to protocol adherence); ECR=early clinical response (patient and PORT IV/V rislf classes (Figure 3) Y9 IroEp P IoEp (Fig ) TEAE leading to death by study Day 23 3(0.9) 5 (4.2) 2 (0.6) S5 (4.3)
assessed as responder if alive, showed improvement in 22 CABP signs and symptoms, no worsening in any CABP sign or symptom, and no receipt of a concomitant nonstudy antibiotic for . _ _ _ _ . _
the current CABP episode); IACR=investigator assessment of clinical response (patients assessed as success if alive, with signs and symptoms of CABP resolved or improved such that no * ECR and IACR rates were numerically higher in patients with PORT risk class Ill vs PORT risk class IV/V TEAE leading to death (over entire study duration) 5 (1.5)* 5 (4.2) 2 (0.6) 6 (5.2)f
sl rhecirs epy ves i ox GABFY 1T~ bl e et Vs LEAPfuin vl Agant Preumons -~ - ECR was achieved in 90.0% (LEF) and 91.9% (MOX) of ptients i the PORT risk lass I group (Figure 2)and 83.5% (LEF) and 2% (MOX) e
*In LEAP 1, the original protocol indicated a LEF treatment period of 5 days (but 10 days in patients with CABP due to Legionella pneumophila or methicillin-resistant Staphylococcus aureus of patients in the PORT risk class IV/V group (Figure 3) %) p;tieera]tr: Lljnl r,:he LEF_ r;rc())ﬂpo;(aag IZ,TE AE gagﬁ%ﬁg rg;:athu;?er? 2fud§ Sbe:;Cz& ?aprg’,tient die_d r;e]l ;?uegy-eDrQ; lggze?roiq \;eersseise\\/,ar]\iéh was first reported on study Day 31; the second patient died on _ _ _ _ _ _ o
[“?FSA{] or itr)l tpatiednts with gtfe{?fOCOCCUS Pngtl{mfirtfe Sn(; baCteretm(ija); qoweffe.\rhg'él was later adJ;JS(tje? to7 I<_3|§y8 I('excerl)'tjinlcaszs of Congrdmzi MI\;{CS);A(\’ WTEE fﬁntinued to refi_eivle 12 f'atyls f — 1ACR success (pooled mITT population) was achieved in 87.2% (LEF) and 85.9% (MOX) of patients in the PORT risk class Ill group (Figure 2) study Day 57 from endocarditis, which was first reported on study Day 24. | ’ Scan this QR code with your electronic device to receive a PDF file of the poster or visit
of treatment) to reduce medication errors and limit the burden on study sites.” was suspected, linezolid or linezolid placebo was added to or erapy, respectively. A total o 0 0 - - - : T : : : - : : : :
141275 (5.1%) patients randomized to MOX and 9/276 (3.3%) patients randomized {o LEF received linezolid and linezolid placebo, respectively, because of suspected MRSA at baseline. and 77.5% (LEF) and 82.8% (MOX) of patients in the PORT risk class IV/V group (Figure 3) t1 patient in the MOX group had a TEAE leading to death on study Day 48 due to testicular seminoma, which was first reported on study Day 21. posters_chcmc_com/lDWeek201 9_|_EAP1_2_Eff|Cacy-Safety_PORT_R|Sk_C|aSS

IDWeek 2019: October 2-6, Washington, DC, USA



