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BACKGROUND

* Nontuberculous mycobacteria pulmonary disease (NTM-
PD) is a chronic, progressive disease that occurs through

RESULTS

Figure 1 : Geometric Mean Plasma SPR719 Concentration-Time Curves Following (a) Single-
ascending Doses (SAD) of SPR720 and (b) SP720 1000 mg During Fed and Fasting States
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Table 1: Incidence of treatment-emergent adverse events in single-ascending dose cohorts
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Table 2: Incidence of treatment-emergent adverse events in multiple-ascending dose cohorts
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antimicrobials to treat NTM-PD.
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Multiple Ascending Doses (MAD) of SPR720 on over 7 and 14 Days 16.7 0
OBJECTIVE '
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SAD Cohorts

* Of 42 subjects, 18 (42.9%) reported a total of 35 TEAES; all were mild or moderate.

* More subjects reported TEAEs in the 1500 mg and 2000 mg cohorts (66.7% and 100%,
respectively).

MAD Cohorts

« Of 30 subjects who received SPR720, 18 (60.0%) reported a total of 101 TEAESs; all were mild or

moderate severity

More subjects reported TEAEs in the 1000 mg or 1500 mg (750 mg q12h) cohorts (50.0% and

66.7%, respectively).

One subject in MAD cohort 3 (750 mg q12h) discontinued study drug due to increased pancreatic

enzymes; this was asymptomatic and resolved without interventional treatment.

- This could be attributed to persistently high trough plasma concentrations of SPR719 >1000
ng/mL throughout the dosing period.

Slight elevations in ALT (<3xULN) were observed over 14 days of dosing, which were

asymptomatic and reversible; there were no cases of Hy's Law.

« Evaluate the safety, tolerability, and pharmacokinetics (PK) of
SPR720/SPR719 in healthy volunteers in a single ascending
dose (SAD) /multiple ascending dose (MAD) clinical trial.
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 Phase 1 randomized, double-blind, placebo-controlled trial
« 7 SAD cohorts (including a food effect cohort) 0 1 2 4 8 12 24 12 4 8 12 24 .
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- Oral SPR720 or placebo (n=8/cohort, 3:1 randomization) o o

- Doses of 100 mg to 2000 mg 1000
« 5 MAD cohorts 2 100
- Total daily doses of 500 mg to 1500 mg for 7 or 14 days : g

« Safety monitoring and intensive PK sampling during the trial
* Plasma PK parameters calculated using non-compartmental
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500 mg QD Fed/ 14 Days (n=8) ®

T This conclusion is further supported by stable SPR719 trough concentrations by Day 7

(data not shown).

Part 2 MAD (14 Days)

* Further evaluation of SPR720 in a Phase 2 trial in patients with NTM-PD is planned.

1000 mg QD Fed / 14 Days (n=8)
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