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CONCLUSIONS AND

* Pneumonia is among the leading causes of hospitalization and infection-related death in the United States™>

* Antimicrobial surveillance programs have observed trends of generally decreasing susceptibility among bacterial isolates to
antimicrobials used to treat community-acquired bacterial pneumonia (CABP), including resistance to oral penicillin,

Patients

* 1289 patients randomized to LEF (n=646) and MOX (n=643) were included in
the pooled ITT population

Early Clinical Response and Investigator Assessment of Clinical Response
* Inthe pooled ITT population, LEF was noninferior (10% margin) to MOX for ECR (Figure 2)

* Similarly, LEF was noninferior (10% margin) to MOX for IACR success (Figure 2), with rates at TOC in the mITT and

Figure 3. Pooled (A) Early Clinical Response and (B) Investigator Assessment of Clinical
Response by Baseline Variables

CLINICAL IMPLICATIONS
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systemic antibacterial medication within 72 hours before randomization; randomization was stratified and capped

ATS=American Thoracic Society; BUN=Dblood urea nitrogen; CrCl=creatinine clearance; ECR=early clinical response; EU=European Union; IACR=investigator assessment of clinical

* Patients 218 years old with CABP of PORT risk class IlI-V or [I-IV were eligible for LEAP 1 and LEAP 2, respectively

such that no more than 25% of the total ITT population met these criteria. *PORT risk class was calculated

| | | | o | N programmatically using data obtained at the site and reported in the eCRF and was not always consistent with the 1 279/307 (90_9) 271/300 (90_3) 0.6 (_4_1 to 5_3)§ response; IT T=intent t_o treat; LEF=lefamulin; mITT=modified ITT; I\/IOX=moxif.on.acin; SIRS=Sy§temic Irlmflammatory Respgnse S_yndrome; WBC=white blood Ce_II (count). |
— In both studies, the primary efficacy endpoint for the US Food and Drug Administration (FDA) was early clinical response site-reported PORT risk class used for enroliment/stratification; as a result, 3 patients with PORT risk class | inlyslj_hte_d treastmetrr]]t g;fferené:e ?EdKCI werﬁ pomputeg #im_s? thg rTnl\cletT_od <>|f£/_l(ljettlneFr1 ang l\tl_urmlncten, anJustP}d for Tt_udy, with trﬁ g\verze vagancle of the te1‘f|e|ctbt~>lzetas the stratum \;\{egghtS-
_ _ _ _ (LEF, n=1; MOX, n=2) were enrolled. $Defined as confusion of new onset, BUN >19 mg/dL, respiratory rate *Philippines, Sou rica, South Korea, Taiwan, an ailand. "National Kidney Foundation categories of renal impairment™ based on baseline central laboratory serum creatinine.
(ECR) at 96+24 hours after first dose of study drug in the intent-to-treat (ITT) population >30 breaths/min, systolic blood pressure <90 mm Hg or diastolic blood pressure <60 mm Hg, and age 265 years. I\V/V 80/97 (82.5) 89/99 (89.9) —7.3 (-17.4 t0 2.4)8 When baseline central laboratory serum creatinine was not available, local serum creatinine results were used. Renal impairment categories are: 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). *Patients received a single dose of short-acting antibacterial medication within
72 hours before randomization; randomization was stratified and capped such that no more than 25% of the total ITT population met these criteria. $Defined as confusion of new
onset, BUN >19 mg/dL, respiratory rate 230 breaths/min, systolic blood pressure <90 mm Hg or diastolic blood pressure <60 mm Hg, and age 265 years. IDefined as presence of
>3 of the following 9 criteria at baseline: respiratory rate 230 breaths/min, O, saturation <90% or PaO, <60 mm Hg, BUN =20 mg/dL, WBC <4000 cells/mm?, confusion, multilobar
infiltrates, platelets <100,000 cells/mm?3, temperature <36°C, or systolic blood pressure <90 mm Hg." "Defined as presence of =23 of the following 6 criteria at baseline: respiratory
rate 230 breaths/min, SpO,/FiO, <274 where SpO,/FiO, = 64+0.84 (PaO,/FiO,), BUN =220 mg/dL, confusion, age 265 years, or multilobar infiltrates.” "Defined as having =2 of

the following 4 criteria at baseline: temperature <36°C or >38°C; heart rate >90 bpm; respiratory rate >20 breaths/min; and WBC <4000 cells/mm?, WBC >12,000 cells/mm?, or
immature polymorphonuclear neutrophils >10%.

IDefined as presence of 23 of the following 9 criteria at baseline: respiratory rate 230 breaths/min, O, saturation
<90% or PaO, <60 mm Hg, BUN =20 mg/dL, WBC <4000 cells/mm?3, confusion, multilobar infiltrates, platelets
<100,000 cells/mm?, temperature <36°C, or systolic blood pressure <90 mm Hg."* "Defined as presence of 23 of
the following 6 criteria at baseline: respiratory rate 230 breaths/min, SpO,/FiO, <274 where SpO,/FiO, = 64+0.84
(PaO,/FiO,), BUN =20 mg/dL, confusion, age 265 years, or multilobar infiltrates.”™ "Defined as having =2 of the
following 4 criteria at baseline: temperature <36°C or >38°C; heart rate >90 bpm; respiratory rate >20 breaths/min;
and WBC <4000 cells/mm?, WBC >12,000 cells/mm?3, or immature polymorphonuclear neutrophils >10%. *Defined
as AST or ALT >ULN.

— The European Medicines Agency coprimary endpoints (FDA secondary endpoints) were investigator assessment of
clinical response (IACR) at the test-of-cure (TOC) assessment 5—10 days after the last dose of study drug in the modified
ITT (mITT) and clinically evaluable (CE) populations (see Figure 1 footnote for study population definitions)

CE-=clinically evaluable; ECR=early clinical response; eCRF=electronic case report form; IACR=investigator assessment of clinical response; IT T=intent to treat; LEF=lefamulin;

mIT T=modified ITT; MOX=moxifloxacin; PORT=Pneumonia Outcomes Research Team; TOC=test-of-cure visit.

*PORT risk class was calculated programmatically using data obtained at the site and reported in the eCRF and was not always consistent with the site-reported PORT risk class
used for enrollment/stratification. TIn LEAP 2, the ITT and mITT populations included 3 patients with PORT risk class | (LEF, n=1; MOX, n=2). *Absolute treatment difference (LEF
minus MOX). Cl was computed using a continuity-corrected Z-test. SWeighted treatment difference and Cl were computed using the method of Miettinen and Nurminen, adjusted
for study, with the inverse variance of the effect size as the stratum weights.
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— Pooled analyses used a 10% noninferiority margin



