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INTRODUCTION RESULTS RESULTS

e Omadacycline, an aminomethylcycline structurally Multivariable Model for SBP e For endpoints of SBP = 160 mmHg and = 30 mmHg
related to tetracycline agents, was approved in e The optimal model for SBP based on data for 380 subjects included prior increase in SBP from baseline, the estimated increases
October 2018 by the US FDA [1] for the following 48-hour average AUC. in events for the 90™ percentile of prior 48-hour
indications: o Independent variables for which there was a stafistically significant inferaction average AUC relative TC.) Zero eXpOSUre dld.no’r exceed
o Adult patients with acutfe bacterial skin and skin structure with prior 48-hour average AUC included concomitant spironolactone use, 2'74 and 4.65%, respectively, among 'nveST'gOT_ed
infections (infravenous (IV) to oral (PO) and PO baseline history of coronary artery disease, and baseline history of heart failure. subject subsets, except for the subset of 23 subjects
reglmens).; and . . . . o Independent variables not interacting with prior 48-hour average AUC, but with anemia.

o Adult patients with communify-acquired bacterial which generally were associated with increased SBP with statistical significance, o For the 23 subjects with anemia, there was an 8.70%
pneumonia (IV-to-PO regimen). included increased age, increased body mass index, concomitant diuretic use, increase in the frequency of = 30 mmHg increase in SBP from

e As described herein, pharmacokinetic- baseline history of hypertension, male sex, and increased fime since first dose. baseline but this represented only three additional subjects
pharmacodynamic (PK-PD) relationships for two e Given the presence of interactions in all the models, a single slope achieving fhe endpoint. .
cardiac endpoints, heart rate (HR) and systolic estimate that can describe the association between cumulative C,, ., e Percent probabilities of HR and SBP endpoints were
blood pressure (SBP), were evaluated using data for and HR, or between prior 48-hour average AUC and SBP, could not be within 8.59 and 2.71%, respectively, when comparing
omadacycline-treated subjects enrolled in one obtained. simulated and observed subjects after omadacycline

Phase 1 and three Phase 3 studies. e Asshown in Figure 1 and Figure 2, the model-predicted impact of IV-1o-PO and PO dosing regimens (Figure 3A and

omadacycline across fixed exposure measures on all HR or SBP Figure 3B). .
METHODS : - Figure 3. Percentage of HR (A) and SBP (B) endpoints
endpoints was minimal. : .
among simulated and observed subjects after

e Repeated measures multiple linear regression was Figure 1. Model-predicted percent probabilities of change in HR from administration of omadacycline IV-to-PO and PO
used to evaluate factors predictive of HR and SBP, baseline (A) and achieving HR thresholds (B) using a model based on d0sing regimens
Including various omadacycline exposure measures  mylative C,.., among all subjects across a range of omadacycline A
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independent variables included in the final model or Figure 2. Model-predicted percent probabilities of change in SBP from o O )
other clinically relevant variables. baseline (A) and achieving SBP thresholds (B) using a model based on 20 i

e Using final models, predicted percent probabilities prior 48-hour average AUC among all subjects across a range of
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increases in omadacycline exposure were observed,
RESULTS Prior 48-hour Average AUC (mgehiL) Prior 48-hour Average AUC (mgehiL) although the magnitude and direction of relationships

. . : : : : . was dependent on other covariates through
Multivariable Model for HR e Among all subjects, the estimated increases in percent probabilities of . . :
: ) . . applicable interactions.
HR endpoints for the 90™ percentile of cumulative C,, relative to zero

The optimal model for HR based on data for 380 - ;
’ P C,. Were < 4.51%, and the estimated increases in percent probabilities ~ ® IMPAcTs of relafionships on each of HR and SBP

subjects included prior cumulative C,, .

, _ - of SBP endpoints for the 90th percentile of prior 48-hour average AUC endpoints across fhe range of omadacycline
o Independent variables for which there was a statistically relative to zero AUC were <£2.12% exposure measures associated with recommended
significant interaction with cumulative C,,, included - : dosin ; inimal
. o , : : g regimens were minimal.
baseline atrial fibrillation, age, concomitant use of e HR decreases of 2 20 beats per minute (bpm) and HR increases of = 20
dilfiazem, and fime since first dose. bpm were the only HR endpoints for which cumulative C,,, fixed at the REFERENCES
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