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DISCLAIMER STATEMENT:
The attached package contains background information prepared by the Food and Drug
Administration (FDA) for the panel members of the advisory committee. The FDA background
package often includes assessments and/or conclusions and recommendations written by
individual FDA reviewers. Such conclusions and recommendations do not necessarily represent
the final position of the individual reviewers, nor do they necessarily represent the final
position of the Review Division or Office. We have brought omadacycline to this Advisory
Committee to gain the Committee’s insights and opinions, and the background package may
not include all issues relevant to the final regulatory recommendation and instead is intended
to focus on issues identified by the Agency for discussion by the Advisory Committee. The FDA
will not issue a final determination on the issues at hand until input from the advisory
committee process has been considered and all reviews have been finalized. The final
determination may be affected by issues not discussed at the advisory committee meeting.

2

Table of Contents
1

Introduction ............................................................................................................................. 4

2

Background .............................................................................................................................. 4

3

Product Information ................................................................................................................ 5

4

Key Regulatory and Clinical Development History .................................................................. 5

5

Clinical Microbiology ............................................................................................................... 5

6

Clinical Pharmacology .............................................................................................................. 6

7

Clinical Development Program ................................................................................................ 8

8

ABSSSI Trials............................................................................................................................. 9

9

CABP Trial (Study CABP-1200) ............................................................................................... 14

10

Evaluation of Clinical Safety ............................................................................................... 22

10.1

Analysis of 30-day all-cause mortality in Study CABP-1200 .......................................................................23

10.2

Safety Summary of CABP and ABSSSI Trials ...............................................................................................29

11

Summary ............................................................................................................................ 31

12

Draft Points for Advisory Committee Discussion ............................................................... 32

13

Appendix ............................................................................................................................ 33

13.1

Case Summaries of Deaths in CABP Trial (Study CABP-1200) ....................................................................33

13.2

Case Summaries of Deaths from Phase2/3 cSSSI and Phase 3 ABSSSI Trials .............................................43

14

Glossary .............................................................................................................................. 44

3

1 Introduction
This briefing document describes the preliminary review of safety and efficacy data for
omadacycline, prepared by the FDA for panel members of the Antimicrobial Drugs Advisory
Committee. We would like the panelists to discuss whether data are adequate to support the
safety and efficacy of omadacycline for the treatment of patients with community-acquired
bacterial pneumonia (CABP) and/or acute bacterial skin and skin structure infections (ABSSSI)
caused by susceptible organisms. We are also interested in any other issues the committee
considers relevant.

2 Background
Community-acquired bacterial pneumonia (CABP) is a common disease in adults with 5.16 to
7.06 cases per 1000 persons per year. Incidence rates of CABP increase with increasing age.1,2
Bacterial pathogens causing CABP include Streptococcus pneumoniae, Haemophilus influenzae,
Staphylococcus aureus, Moraxella catarrhalis, Chlamydophila pneumoniae, Mycoplasma
pneumoniae, and Legionella pneumophila. The overall mortality rate for CABP is in the range of
1 to 2%; approximately 80% of CABP patients are treated as outpatients. For hospitalized
patients, 30-day mortality rates up to 23% have been reported.3
Risk factors associated with mortality in CABP, include older age, altered mental status,
hypotension, or failure of initial therapy, and comorbidities such as diabetes, cardiorespiratory
diseases, malignancy, or neurological diseases. The major causes of death in CABP are the
infection itself or acute cardiovascular events.
Acute bacterial skin and skin structure infections (ABSSSI) include cellulitis/erysipelas, wound
infection, and major cutaneous abscess. FDA guidance4 defines ABSSSI as having a minimum
lesion surface area of approximately 75 square centimeters (cm2). Common bacterial
pathogens causing ABSSSI include S. aureus, including methicillin-resistant S. aureus (MRSA),
and Streptococcus pyogenes. Less common causes include other Streptococcus species,
Enterococcus faecalis, or Gram-negative bacteria.

1

Marrie TJ, Huang JQ, 2005, Epidemiology of community-acquired pneumonia in Edmonton, Alberta: an
emergency department-based study, Can Respir J, 12(3):139-142.
2
File TM Jr, Marrie TJ, 2010, Burden of community-acquired pneumonia in North American adults, Postgrad Med,
122(2):130-141.
3
Marrie TJ, Huang JQ. Epidemiology of community-acquired pneumonia in Edmonton, Alberta: an emergency
department-based study. Can Respir J 2005; 12: 139.
4
FDA guidance for industry, Acute Bacterial Skin and Skin Structure Infections: Developing Drugs for Treatment,
https://www.fda.gov/downloads/Drugs/Guidances/ucm071185.pdf
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Activity in vitro:

Omadacycline is active in vitro against Gram-positive bacteria, including S. aureus (methicillinsusceptible and methicillin-resistant isolates; minimum inhibitory concentration for 90% of
isolates (MIC90) = 0.5 mcg/mL), Staphylococcus lugdunensis (MIC90 = 0.12 mcg/mL), S.
pneumoniae (MIC90 = 0.12 mcg/mL), Streptococcus agalactiae (MIC90 = 0.12 mcg/mL), S.
pyogenes (MIC90 = 0.12 mcg/mL), Streptococcus anginosus group (MIC90 = 0.5 mcg/mL), and E.
faecalis (vancomycin-susceptible and vancomycin-resistant isolates; MIC90 = 0.5 mcg/mL). The
omadacycline MIC90 values against Gram negative bacteria are higher (H. influenzae, MIC90 = 2.0
mcg/mL; Escherichia coli, MIC90 = 2.0 mcg/mL; and K. pneumoniae, MIC90 ≤ 4.0 mcg/mL).
Omadacycline has no activity against Proteus species, Morganella species, Providencia species,
and Pseudomonas species (MIC90 > 32 mcg/mL). The omadacycline MIC90 for anaerobes
(Bacteroides species, Clostridium species, Peptostreptococcus species, Porphyromonas species
and Prevotella species) ranged from 0.06 to 16 mcg/mL.
Activity in vivo:

Activity of omadacycline was demonstrated in immunocompetent animal models of pulmonary
disease (S. pneumoniae, H. influenzae). In immunocompromised mice with pulmonary infection
due to tetracycline-susceptible and tetracycline-resistant S. pneumoniae, omadacycline had less
activity than vancomycin. In a neutropenic mouse thigh infection model, the activity of
omadacycline against S. pneumoniae and MRSA was similar to the comparator vancomycin.
Omadacycline also showed activity in a Bacteroides fragilis granuloma pouch model.
Resistance:

Resistance to omadacycline occurs by ribosomal protection proteins and/or efflux pumps .
Omadacycline appears not to be affected by the presence of the ribosome protection protein
TET(M) in S. aureus, E. faecalis, and S. pneumoniae and the TET (K), TET (L) efflux pumps in S.
aureus and in E. faecalis, respectively. In Enterobacteriaceae, elevated omadacycline MIC
values were associated with the expression of TET(A) and TET(B) efflux pumps. Resistance to
omadacycline was not observed in S. aureus following a single exposure to the drug at 4 times,
8 times, and 16 times the MIC, or after serial passage at sub-MIC concentrations for 10 days.

6 Clinical Pharmacology
The pharmacokinetic parameters of omadacycline after single and multiple oral and
intravenous doses in adults are summarized in Table 2.
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Based on the population pharmacokinetic analysis and other pharmacokinetic studies, no dose
adjustment is needed based on race, body weight, in patients with hepatic or renal impairment,
or patients undergoing dialysis. Omadacycline is not a substrate, inhibitor, or inducer of human
metabolizing enzymes. Omadacycline is a substrate for but not an inhibitor of the Pglycoprotein (P-gp) enzyme. Verapamil (P-gp inhibitor) causes a slight increase in exposure of
omadacycline in vivo, which is not clinically significant.
Based on food effect studies, patients should be fasted for at least 4 hours before the dose of
omadacycline and for at least 2 hours after the dose of omadacycline.
Consistent with the known tetracycline class characteristic of binding to calcium as well as
other multivalent cations (e.g., magnesium, aluminum, iron, bismuth, or zinc), concomitant
administration of calcium, dairy products, and certain antacids can markedly reduce absorption
of omadacycline after oral administration.
In a study examining lung tissue concentrations following multiple dose IV administration of
100 mg omadacycline in healthy subjects, the steady-state concentrations of omadacycline
were 25.8-fold higher in alveolar cells and 1.5-fold higher in epithelial lining fluid than those in
plasma.

7 Clinical Development Program
Table 3 summarizes the clinical development program.

8

response (ECR) and an NI margin of 10%. Linezolid was used as the active control. The
expected treatment duration was 7 to 14 days. The primary analysis population was the
modified intent to treat (mITT) population consisting of all randomized patients without
evidence for a Gram-negative ABSSSI pathogen at baseline.
Study ABSI-1108 was conducted globally and evaluated initial IV treatment followed by oral
treatment, while Study ABSI-16301 was conducted in the United States and evaluated the oralonly regimen. The majority of patients (over 90%) in both studies were below 65 years of age.
The mean age in Study ABSI-1108 was 47 years, while the mean age in Study ABSI-16301 was 43
years. The most common comorbid conditions included injection drug use (IDU), hepatitis C
infection, use of tobacco, anxiety, and depression; approximately 50% of patients had prior
history of wound or skin infections. S. aureus was the most prevalent baseline pathogen (over
65% in Study ABSI-1108, and about 80% in Study ABSI-16301), and the rates of MRSA were
30.3% in the omadacycline group and 22% in the linezolid group in Study ABSI-1108. MRSA was
found in and 37.7% of the omadacycline group and 37.3% of the linezolid group in Study ABSI16301.
In general, the treatment groups in both trials were well-matched with regard to demographic
and other baseline characteristics except for few notable differences. In Study ABSI-1108, all
subjects were expected to present with ABSSSI severe enough to require a minimum of at least
3 days of IV treatment, while none of the patients were hospitalized in Study ABSI-16301. The
patients in Study ABSI-16301 were generally younger and had a lower disease severity (e.g.,
fewer patients had evidence of systemic inflammatory response syndrome (SIRS) or bacteremia
at baseline) as compared to Study ABSI-1108. In terms of infection type, most patients in Study
ABSI-16301 presented with wound infections (approximately 60% in each group), while the
proportion of patients with cellulitis was higher in Study ABSI-1108 (approximately 40% in each
group). Patients with major abscesses were limited to not more than 20% in Study ABSI-16301
and not more than 30% in Study ABSI-1108. Few patients had bacteremia in either study. In
Study ABSI-16301, 10 patients (2 omadacycline and 8 control group) and in Study ABSI-1108, 20
patients (11 omadacycline and 9 control group) had bacteremia at baseline.
Efficacy Results
Table 4 and Table 5 summarize the efficacy results in the ABSSSI trials.
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9 CABP Trial (Study CABP-1200)
Study CABP-1200 was a Phase 3 noninferiority trial comparing omadacycline to moxifloxacin in
adult patients with CABP. The trial was designed in accordance with FDA’s draft guidance,
Community-Acquired Bacterial Pneumonia: Developing Drugs for Treatment.7 Patients with a
diagnosis of CABP, who required hospitalization, were randomized 1:1 to omadacycline or
moxifloxacin in a double-blind, and double-dummy fashion. The trial was initiated in November
2015 and completed in February 2017. Study CABP-1200 was conducted globally; 86 sites
enrolled patients. Most sites were in Eastern Europe (49). The remaining sites were in Africa,
Asia-Pacific, and the Middle East/Central Asia. There was only one site in Western Europe
(Greece) that enrolled 14 patients, and one site in the United States that enrolled only two
patients.
The diagnosis of CABP at baseline required at least three symptoms (cough, production of
purulent sputum, dyspnea, and pleuritic chest pain), at least two abnormal vital signs, and at
least one clinical sign or laboratory finding (e.g., hypoxemia) associated with CABP.
Radiographically-confirmed pneumonia was also an inclusion criterion. All enrolled patients
were expected to require a minimum of at least 3 days of IV treatment. Patients were excluded
from the trial if they received potentially effective systemic antibacterial treatment prior to
enrollment. However, not more than 25% of enrolled patients could receive a single dose of a
short-acting antibacterial drug for treatment of the acute episode of CABP as prespecified by
the protocol (e.g., doxycycline, clarithromycin, cefdinir). Patients who received a single dose of
a longer-acting antibacterial drug (e.g., ceftriaxone, azithromycin, clarithromycin XL) were
excluded.
Randomization was stratified by Pneumonia Outcomes Research Team (PORT) Risk Class,
receipt of prior short-acting antibacterial drug therapy, and geographic region. PORT Risk ClassII was capped at 15%.
Baseline respiratory specimen was submitted to the local microbiology laboratory for Gram
stain and culture. Blood samples were collected within the 24 hours prior to the first dose of
study drug administration. Urine was collected at the screening visit to test for the presence of
L. pneumophila and S. pneumoniae antigens. Blood samples were also collected at the
screening and follow up visit for acute and convalescent serology for L. pneumophila, M.
pneumoniae, and C. pneumoniae.
Patients were, followed daily for 7 days. The study visit for the primary efficacy endpoint
occurred at study day 3 to 5, which was termed the ECR visit. Study drug administration could
be continued 7 to 14 days. After a minimum of 3 days of IV treatment, patients could be
switched to oral treatment if they were considered clinically stable and met the prespecified
7

FDA guidance for industry, Community-Acquired Bacterial Pneumonia: Developing Drugs for Treatment,
https://www.fda.gov/downloads/drugs/guidances/ucm123686.pdf
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proportion of patients who were current smokers in the omadacycline group as compared to
the moxifloxacin group (27% in omadacycline group and 21% in moxifloxacin group), while
multilobar pneumonia was more common in the moxifloxacin group as compared to
omadacycline group (24% in omadacycline and 29% in moxifloxacin group). About 60% of
patients in both groups belonged to PORT Risk Class III, and over 25% belonged to PORT Risk
Class IV. PORT Risk Class II was limited to 14% in each group. No patients were in Risk Class I or
Risk Class V. The majority of patients (approximately 80%) had either normal renal function
defined as creatinine clearance (CrCL) of > 80 mL/min or mild renal impairment defined as a
CrCL of > 50 to 80 mL/min. Underlying lung disease such as chronic obstructive pulmonary
disease (COPD), asthma, chronic bronchitis or emphysema was present in about 22% of
omadacycline and 20% of moxifloxacin patients respectively.
About half of the patient population in the study had evidence of a bacterial pathogen at
screening (samples included blood, and respiratory specimens for Gram stain and culture, urine
antigen testing, and/or serologic testing) and comprised the microbiological intent-to-treat
(micro-ITT) population. The incidence and distribution of most pathogens were similar
between treatment groups, with the exception of H. influenzae. There were twice as many
patients with documented H. influenzae in the omadacycline group (n = 32) as compared to the
moxifloxacin group (n = 16). A total of 15 of 204 (7%) omadacycline-treated patients and 18 of
182 (10%) moxifloxacin-treated patients in the micro-ITT population had bacteremia. Overall,
the majority of patients with bacteremia had a positive blood culture with S. pneumoniae (11 in
each treatment group).
The trial population in Study CABP-1200 was appropriate for a noninferiority assessment and
included a relatively large proportion of patients with no prior effective antibacterial therapy
(79% and 83% in the omadacycline and moxifloxacin groups, respectively), microbiologically
confirmed bacterial pneumonia, and higher PORT scores indicating a population that would
likely be hospitalized for initial treatment of CABP. Randomization resulted in balanced
demographics between the omadacycline and moxifloxacin groups on key baseline factors of
PORT scores, prior antibacterial drug therapy, and region.
Efficacy Results
Primary Efficacy Analysis
Omadacycline met the efficacy finding of noninferiority with a lower bound of the two-sided
95% confidence interval (CI) within the pre-specified NI margin of 10%. Table 10 displays results
for the primary efficacy endpoint of ECR in the ITT population.
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One potential noteworthy difference in baseline characteristics was current smokers (27% in
omadacycline versus 21% in the moxifloxacin groups, respectively). Six of the eight deaths
among omadacycline-treated patients occurred in current smokers.
Comparatively lower proportions of omadacycline-treated patients were given systemic
corticosteroids (n = 70, 18%) in comparison to moxifloxacin-treated patients (n = 90, 25%).
Seven of the eight patients who died in the omadacycline group received systemic
corticosteroids between study day 1 and EOT, while one of the three patients who died in the
moxifloxacin group received systemic corticosteroids.
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The most common adverse reactions that occurred at a notably higher frequency in the
omadacycline treatment group were nausea and vomiting in ABSSSI trials, especially in Study
ABSI-16301, which was oral only trial. Most adverse reactions were mild to moderate in
severity. The most common adverse reactions that led to study drug discontinuations were
from the SOC ‘Infection and infestations’ in all Phase 3 trials, and majority of those were
worsening of index infection under study (either ABSSSI or CABP). These patients were
recorded as treatment failures in the efficacy analyses.
Overall, there were no clinically significant adverse event trends in vital signs. Although
increased heart rate was observed in healthy volunteers randomized to receive omadacycline,
in a thorough QT (TQT) study, heart rate tended to decline over time in both treatment groups
in the CABP trial. In the Phase 3 clinical trials, including the CABP trial, routine and random
electrocardiograms were performed while the patients were on therapy. A preliminary review
of the electrocardiogram data suggests that within the therapeutic exposure level,
omadacycline does not raise the risk for arrhythmia.
The non-fatal severe adverse events and common adverse reactions were in general similar in
ABSSSI and CABP trials, with notably increased frequency of ‘vomiting’ and ‘nausea’ in the
omadacycline treatment group in ABSSSI trials (especially in ABSI-16301, oral only trial), and
‘infusion site reactions’ (especially infusion site extravasation) in omadacycline treatment group
in the IV to oral switch study (Study ABSI-1108). All infusion site reactions were mild or
moderate in intensity. Interestingly, such infusion site reactions did not occur in the IV to oral
switch in the CABP-1200 trial. One possible explanation is that, Study ABSI-1108 consisted of a
high proportion of patients with an underlying history of IV drug use, and the infusion site
reactions might be related to venous access.

11 Summary
Efficacy of omadacycline for the treatment of ABSSSI was demonstrated in two adequate and
well-controlled clinical trials, where omadacycline was noninferior to linezolid. The only safety
signals observed in the ABSSSI trials in association with omadacycline treatment were mild to
moderate nausea and vomiting in the oral-only trial (Study ABSI-16301), and mild to moderate
infusion site extravasations in the IV to oral switch trial (Study ABSI-1108).
Efficacy of omadacycline for treatment of CABP was demonstrated in an adequate and wellcontrolled trial, where omadacycline was noninferior to moxifloxacin. The trial population in
Study CABP-1200 was appropriate for a noninferiority assessment and included a relatively
large proportion of patients with no prior antibacterial therapy, those with microbiologically
confirmed pneumonia, and high PORT scores. The treatment groups were balanced regarding
key baseline factors, PORT scores, prior antibacterial therapy, and other baseline disease
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characteristics and risk factors for poor prognosis or mortality in CABP. Of concern is the
imbalance in mortality seen in the CABP trial. An etiology for the imbalance could not be
determined from the available current data. Although the rate of mortality in the omadacycline
group appears to be similar to the 30-day mortality observed in recently conducted CABP trials,
this mortality imbalance in a randomized controlled trial is noteworthy. No significant
differences in adverse events, SAEs or adverse events leading to treatment discontinuations
were seen between treatment groups in the CABP trial.
Risk factors that were observed to be associated with the mortality were, PORT Risk Class-IV,
age > 65 years, underlying COPD/asthma/emphysema, and diabetes mellitus.
Although four of eight deaths were related to cardiovascular disease outcomes, omadacycline
does not appear to have a proarrhythmic risk potential to explain the finding. Notably, six of
the eight deaths in the omadacycline group were current cigarette smokers. A slightly higher
proportion of current cigarette smokers were randomized to the omadacycline treatment
group.
Four of the eight patients who died had bacterial pathogens identified at baseline. Three had
more than one baseline organism identified; one K. pneumoniae and P. aeruginosa, one H.
influenzae and S. pneumoniae, and one H. influenzae, E. coli., and P. mirabilis. One patient had
baseline infection due to H. influenzae alone.
A numerical difference in clinical failure was noted among the small subgroups of patients with
PORT Risk Class IV, patients > 65 years, CURB-65 score of 2, patients with underlying lung
disease such as COPD/asthma/chronic bronchitis, or diabetes mellitus, and in patients with
bacteremia. The numerical differences favored the moxifloxacin group.
The numerical differences in clinical failure favoring moxifloxacin was also noted in a subgroup
of patients with microbiologically documented infection with H. influenzae or S. pneumoniae.

12 Draft Points for Advisory Committee Discussion
1. Has the applicant provided substantial evidence of the safety and effectiveness for
omadacycline for the treatment of acute bacterial skin and skin structure infections?
a. If yes, please provide any recommendations concerning labeling
b. If no, what additional studies/analyses are needed?
2. Has the applicant provided substantial evidence of the safety and effectiveness for
omadacycline for the treatment of community-acquired bacterial pneumonia?
a. If yes, please provide any recommendations concerning labeling
b. If no, what additional studies/analyses are needed?
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13 Appendix
13.1 Case Summaries of Deaths in CABP Trial (Study CABP-1200)
Omadacycline Treatment Arm
1. Subject #

(b) (6)

This was a 67-year-old white male with a medical history of COPD, emphysema, pleural fibrosis,
pleural effusion, hypertension, congestive heart failure, and diabetes mellitus type 2, who died
on study day 2 with septic shock.
The patient was enrolled with right lower lobe pneumonia (PORT Risk Class-III). He did not
receive any antibiotic treatment for the qualifying CABP before entering the study.
Concomitant medications taken by the patient during the study included various inhaled
therapies, including ipratropium and salbutamol theophylline, beta-blockers, enoxaparin,
methylprednisolone, insulin, nifedipine, enalapril, and pantoprazole. The patient’s sputum
culture was positive for S. pneumoniae, and H. influenzae, and blood culture positive for S.
pneumoniae. On examination, the patient’s temperature was 37°C, respiratory rate was 24
breaths per minute, pulse was 115 beats per minute, blood pressure was 90/60 mm Hg, and O2
saturation was 86%. Notable abnormal laboratory findings were PaO2 62 mm Hg, serum urea >
20 and creatinine clearance 33.9 mL/min. The patient was randomized to omadacycline and
received the first dose of IV treatment. Within few hours, his condition deteriorated requiring
transfer to intensive care unit and mechanical ventilation. Within 11 hours of randomization,
his condition further decompensated with progression to septic shock, multi-organ failure, and
death. An autopsy revealed right lung pneumonia, COPD, severe cor-pulmonale, chronic stasis
in the systemic circulation, hypertrophy of the left ventricle, and widespread arteriosclerosis.
The cause of death was attributed to worsening pneumonia.
2. Subject #

(b) (6)

This was a 76-year-old white male with a medical history of hypertension, past and current
smoking, who died on study day 2 with sudden cardiorespiratory arrest.
The patient was enrolled with right lower lobe pneumonia (PORT Risk Class-III). He received a
dose of amoxicillin/clavulanate for the qualifying CABP before entering the study. Concomitant
medications taken by the patient during the study included lisinopril, diazepam, furosemide,
methylprednisolone, metoclopramide, pantoprazole, oxygen, ibuprofen, tramadol, and
ketoprofen. His sputum culture was negative for CABP pathogens and blood cultures were not
performed. On examination, the patient’s temperature was 38.3°C, respiratory rate was 22
breaths per minute, pulse was 112 beats per minute, and O2 saturation was 91%. Notable
abnormal laboratory findings were PaO2 < 60 mm Hg, and creatinine clearance of 52 mL/min.
The patient was randomized to omadacycline and received two doses of IV treatment. During
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morning hours on study day 2, the patient was reportedly stable with no worsening of
cardiorespiratory status and oxygen saturation was reported as 91%. An electrocardiogram
(ECG) prior to omadacycline dosing showed sinus rhythm at 98 beats per minute, premature
supraventricular complexes, and QTcF of 445 milliseconds (which was unchanged from
baseline). Vital signs were reported stable. Around mid-day of study day 2, the patient was
found dead in his bed. The cardiorespiratory arrest was not witnessed, and therefore no
resuscitation was performed. An autopsy was not performed. Pulmonary embolism was
suspected during the hospitalization, but this was not confirmed by an imaging study. The
cause of death was attributed to sudden ‘cardiorespiratory arrest’.
3. Subject #

(b) (6)

This was a 66-year-old Asian male with a medical history of COPD, prior smoking, and prior
history of pulmonary tuberculosis more than 10 years ago, who died on study day 2 due to
cardiogenic shock secondary to acute non-ST segment elevation myocardial infarction (MI), and
septic shock due to pneumonia.
The patient was enrolled with right upper lobe pneumonia (PORT Risk Class-IV). He did not
receive antibacterial treatment for the qualifying CABP before entering the study. Concomitant
medications taken by the patient during the study included salbutamol,
indacaterol/glycopyrronium (beta-receptor agonist and muscarinic anticholinergic), and
ipratropium/albuterol inhalation, insulin, and hydrocortisone. His sputum culture grew
Klebsiella pneumoniae (omadacycline MIC: 2 mcg/mL) and Pseudomonas aeruginosa
(omadacycline MIC: > 16 mcg/mL).
On examination, the patient’s temperature was 36.8°C, respiratory rate was 37 breaths per
minute, pulse was 103 beats per minute, blood pressure was 130/70 mm Hg, and O2 saturation
was 83%. Notable abnormal laboratory findings were: leukocytosis with white blood cell counts
15 × 109/L (reference range: 3.7 to 11 × 109/L), moderate renal insufficiency with creatinine
clearance (CrCL) of 43.5 mL/min, and serum urea > 20. The patient was randomized to
omadacycline arm and received the first dose on study day 1. Vital signs before and after the
dose showed no clinically significant changes.
On study day 2, during IV study treatment, the patient complained of moderate dyspnea. Vital
signs at that time included temperature 37.1°C, pulse 109 beats per minute, blood pressure
110/60 mm Hg, and respiratory rate of 28 breaths per minute. Later during the morning hours
of study day 2, prior to administration of the third dose of study drug, he suddenly developed
severe dyspnea, cyanosis, and cold, clammy perspiration while straining in the restroom and
transferred to intensive care unit requiring mechanical ventilation. The study drug was
discontinued and he was diagnosed with acute myocardial infarction and cardiogenic shock. An
ECG revealed lateral wall ischemia in the precordial limb leads, however, troponin- I was
negative; a serial troponin-I was not performed. A repeat chest X-ray showed more prominent
consolidation of the pulmonary infiltrates, which was reported as most likely of cardiac origin.
The patient’s family then decided against further resuscitative measures, and all treatment
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methods including study drug administration were stopped. Within few hours on the same day,
the patient died. An autopsy was not performed. The cause of death was attributed to
cardiogenic shock secondary to acute non-ST segment elevation MI, community acquired
pneumonia and chronic obstructive pulmonary disease.
4. Subject #

(b) (6)

This was a 72-year-old white male with a medical history of COPD, thoracic aortic aneurysm,
atrial fibrillation, congestive heart failure, and diabetes mellitus type 2, who died on study day 9
with ‘rupture of enlarged thoracic artery aneurysm.’
The patient was enrolled with right upper lobe pneumonia (PORT Risk Class-IV). He received a
dose of oral clarithromycin for the qualifying CABP before entering the study. Concomitant
medications taken by the patient during the study included atenolol, furosemide, digoxin,
spironolactone, ipratropium/salbutamol, budesonide, paracetamol, amitriptyline,
fludrocortisone, carvedilol, ketorolac, and metformin.
The patient’s sputum culture grew H. influenzae (omadacycline MIC: 1 mcg/mL), and blood
cultures were not collected. On examination, the patient’s temperature was 35.8°C, respiratory
rate was 24 breaths per minute, pulse was 97 beats per minute, blood pressure was 101/68
mm Hg, and O2 saturation was 83%. Notable abnormal laboratory findings were leukocytosis
with white blood cell counts of 12 × 109/L (reference range: 3.7 to 11 × 109/L) and serum urea >
20.
The patient was randomized to omadacycline and his hospital course was uneventful with
protocol efficacy assessment of ‘clinical success’ at early clinical response timepoint. On study
day 7, he was reported to have worsening pneumonia. A chest radiograph performed that day
showed right pleural effusion; right apical cavitary pneumonia with possible pulmonary abscess;
and increasing opacity in the right upper lobe compatible with worsening of pneumonia and a
persistent severe large thoracic aortic aneurysm. No changes were made to study treatment.
On study day 9, he developed a sudden acute difficulty in breathing, with severe chest
discomfort and pain, which was rapidly followed by loss of consciousness and death within 5
minutes. The subject was diagnosed clinically with ruptured thoracic aorta aneurysm. An
autopsy was not performed. The cause of death was attributed to rupture of the thoracic aortic
aneurysm.
5. Subject #

(b) (6)

This was a 68-year-old white male with a medical history of mild to moderate COPD,
hypertension, congestive heart failure, peripheral edema, and diabetes mellitus type 2; who
died on study day 13 with a diagnosis of cerebrovascular accident (CVA) with respiratory failure.
The patient was enrolled with right lower lobe pneumonia (PORT Risk Class-IV). He received a
dose of amoxicillin/clavulanate for the qualifying CABP before entering the study. Concomitant
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medications taken by the patient during the study included furosemide, glimepiride, insulin,
bisoprolol, digoxin, acetylsalicylic acid, paracetamol, hydrocortisone, and enoxaparin sodium.
The patient’s sputum culture was negative for CABP pathogens. Blood samples were not
cultured. On examination, the patient’s temperature was 36.1°C, respiratory rate was 18
breaths per minute, pulse was 88 beats per minute, blood pressure was 110/60 mm Hg, and O2
saturation was 77%. Notable abnormal laboratory findings were, PaO2 of 56 mm Hg, mild
leukocytosis with white blood cell counts 12.4 × 109/L (reference range: 3.7 to 11 × 109/L), and
serum urea > 20.
The patient was randomized to omadacycline arm and received his last dose of study drug (end
of treatment) on study day 7, and was discharged on the same day. His hospital course was
uneventful. On study day 13, 6 days after the last dose of study drug, the patient was brought
to the hospital with decreased consciousness, dyspnea, generalized edema, abdominal
distension, and peripheral cyanosis. The patient was semi-comatose with Glasgow coma scale
(GCS) score of 13/15. He was hypotensive with blood pressure 83/59 mm Hg, the temperature
was 36°C, respiratory rate was 36 breaths per minute, pulse 53 beats per minute and oxygen
saturation was 93%. Twenty minutes later an ECG was performed which showed
supraventricular tachycardia at heart rate of 145 beats per minute, and right ventricular
hypertrophy. He was placed on 3 L of oxygen supplement and was treated with
hydrocortisone, furosemide, and IV fluids. His condition rapidly deteriorated and his GCS score
further worsened to 14/15. Within few hours, despite all resuscitative measures, the patient
died due to a clinically suspected CVA and respiratory failure. No specific diagnostic or imaging
procedures were performed for confirmation. An autopsy was not performed, and the cause of
death was attributed to the cerebrovascular accident and respiratory failure.
6. Subject #

(b) (6)

This was a 90-year-old white female with a medical history of chronic bronchitis, hypertension,
diabetes mellitus type 2, myocardial ischemia, aortic and mitral valvular disease, and anemia,
who died on study day 20 with ‘cardiogenic shock caused by non-ST segment elevation
myocardial infarction (MI)’.
The patient was enrolled with right lower lobe pneumonia (PORT Risk Class-IV) with right
pleural effusion. Concomitant medications taken by the patient during the study included
acetylcysteine, glucose, insulin, paracetamol, potassium, and metamizole. The patient’s
sputum culture was negative for CABP pathogens. Blood samples were not cultured. On
examination, the patient’s temperature was 38°C, respiratory rate was 23 breaths per minute,
pulse was 92 beats per minute, blood pressure was 130/80 mm Hg, and O2 saturation was 98%.
Notable abnormal laboratory findings were: mild leukocytosis with white blood cell counts 12.9
× 109/L (reference range: 3.7 to 11 × 109/L), CrCL 68 mL/min, and serum urea > 20.
The patient was randomized to omadacycline arm and received study treatment for a total of
13 days (10 days of IV followed by 3 days of oral). The patient was assessed ‘clinical success’ at
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ECR, and EOT visits. She received her last dose of study drug on study day 13 and had her EOT
visit on study day 14, and she was discharged home the same day. On study day 15, 2 days
after the last dose of oral study drug, the patient experienced repeated episodes of angina and
was re-hospitalized. On clinical examination, blood pressure was 170/100 mm Hg, pulse 90
beats per minute, and the ECG showed sinus rhythm with left ventricular hypertrophy and
secondary ST-T changes. An echocardiogram was unremarkable except for severe aortic
stenosis without any hypokinesia. Laboratory results revealed an elevated troponin-I (1.92
μg/mL and 1.04 μg/mL; reference range: 0 to 0.9 μg/mL), and slightly elevated creatine kinasemuscle/brain (CK- MB 27 IU/L), and hyperglycemia. She was diagnosed with acute non-ST
segment elevation MI and was treated with aspirin, dalteparin sodium, nitroglycerine,
clopidogrel, perindopril, statin, nebivolol, atorvastatin, isosorbide mononitrate, ranitidine, and
iv fluids. On study day 20, during morning hours, she developed recurrent episodes of angina,
dyspnea, and orthopnea, diaphoresis, leg edema, and bilateral lung crepitation. She was
hypotensive with blood pressure between 60/40 and 85/60 mm Hg, respiratory rate between
29 and 30 breaths per minute, pulse 57 to 120 beats per minute, and oxygen saturation of 89%.
The patient was diagnosed with cardiogenic shock. Her condition rapidly deteriorated and
despite supportive measures within 3 hours, the patient experienced a cardiac arrest, which
failed cardiopulmonary resuscitation. An autopsy was not performed. The cause of death was
attributed to cardiogenic shock caused by non-ST segment elevation myocardial infarction.
7. Subject #

(b) (6)

This was a 74-year-old white female with medical history of asthma, past and current smoking,
hypertension, gastroduodenal ulcer, hematuria, anemia, myocardial infarction, cystitis, alcohol
abuse and a strong family history of cardiovascular disease, who died on study day 25 with
acute respiratory failure (ARF) due to CABP, and multiple organ failure (MOD).
The patient reportedly had “flu-like illness” with high fever, productive cough with dark, grey
sputum, breathlessness, and vertigo prior to hospitalization for CABP. The patient was enrolled
with right middle and right lower lobe pneumonia (PORT Risk Class-IV) with no pleural effusion.
Concomitant medications taken by the patient during the study included
beclomethasone/formoterol fumarate inhaler, insulin human, and valsartanhydrochlorothiazide. The patient’s sputum culture grew H. influenzae (omadacycline MIC: 2
mcg/mL) and E. coli (omadacycline MIC: 1 mcg/mL); blood cultures were negative. On
examination, the patient’s temperature was 36.8°C, respiratory rate was 37 breaths per minute,
pulse was 103 beats per minute, blood pressure was 136/74 mm Hg, and O2 saturation was
83%. Notable abnormal laboratory findings were leukocytosis with white blood cell counts of
18.1 × 109/L (reference range: 3.7 to 11 × 109/L) and serum urea > 20.
The patient was randomized to omadacycline arm and received 5 doses of IV study treatment.
The patient was also diagnosed with hemorrhagic cystitis on enrollment into the study which
was treated with bladder washings. On study day 2, the patient was transferred to the
intensive care unit requiring mechanical ventilation. A large amount of bloody sputum was
aspirated. Sputum from an endotracheal aspirate grew the same pathogens as found upon
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admission. Cultures from bronchoalveolar lavage grew H. influenzae (omadacycline MIC: 2
mcg/mL), and K. pneumoniae (omadacycline MIC: 2 mcg/mL). The study treatment was
continued. On study day 4, an endotracheal aspirate grew H. influenzae (omadacycline MIC: 2
mcg/mL), E. coli (omadacycline MIC: 1 mcg/mL), and Proteus mirabilis (omadacycline MIC: 16
mcg/mL). The study drug was then discontinued (on study day 4), and she was started on
alternative antibacterial therapy with meropenem and other supportive measures. On study
day 5, she experienced hemodynamic instability and was noted to have atrial fibrillation with a
rapid ventricular response. Attempted cardioversion failed, and she was reported to have
severe multi-organ failure. On study day 7, the patient received a single dose of IV gentamicin.
On study day 13, right side thoracentesis was performed for the drainage of pleural effusion
and the pleural culture grew coagulase-negative Staphylococcus. On study day 16, a chest
radiograph showed persistent opacity in the right lower lung field. A specimen from an
indwelling urinary catheter grew P. mirabilis and E. faecalis on Study Day 18. The patient
gradually developed neuromyopathy and was placed on minimum catecholamine support with
continued mechanical ventilation.
The patient was transferred to another hospital for further evaluation and treatment on study
day 21. Upon transfer, an ECG showed atrial fibrillation. She was continued on mechanical
ventilation, catecholamine support, and verapamil with other supportive measures. By study
days 23 and 24, her condition further deteriorated with sepsis, respiratory insufficiency, cardiac
failure, oliguria, and worsening hemorrhagic cystitis. Despite all therapeutic measures, no
improvement in clinical condition was observed, therefore a decision was made against any
further increase in therapy and a do not resuscitate (DNR) order was placed by the family. The
patient’s condition gradually worsened with anuria, acidosis, and progression to death on study
day 25. An autopsy was not performed. The cause of death was attributed to acute respiratory
failure due to CABP, and multiple organ failure.
8. Subject #

(b) (6)

This was an 86-year-old white female with a medical history of hyperthyroidism and
arteriosclerosis; that died on study day 30 due to acute respiratory distress syndrome (ARDS)
caused by nosocomial pneumonia (right lower lobe) and left pleural effusion.
The patient was enrolled in the study with a diagnosis left lower lobe pneumonia (PORT Risk
Class-IV) and left pleural effusion. She did not receive any antibacterial treatment for the
qualifying CABP before entering the study. Concomitant medications taken by the patient
during the study included bencyclane fumarate, thiamazole, heparin, aluminum acetotartrate,
quetiapine, and an electrolyte solution. The patient’s sputum culture was negative for CABP
pathogens. Blood samples were not cultured. On examination, the patient’s temperature was
36.5°C, respiratory rate was 28 breaths per minute, pulse was 88 beats per minute, blood
pressure was 140/68 mm Hg, and O2 saturation was 86%. Notable abnormal laboratory
findings were: PaO2 of 56 mm Hg; mild leukocytosis with white blood cell counts 12.4 × 109/L
(reference range: 3.7 to 11 × 109/L); elevated serum urea > 20, and mild renal insufficiency with
CrCL 69.5 mL/minf.
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The patient was randomized to omadacycline arm and received a total of 9 days (five doses of
IV followed by five doses of oral administration) of therapy. Her last dose of study drug was on
study day 9 when EOT visit was performed. She was assessed as ‘clinical successes’ at ECR and
EOT visits. The patient also had pleurocentesis twice during hospitalization (reason not
documented). The patient was discharged from the hospital on study day 12.
On study day 18, (9 days after the last dose of study drug), the patient was re-hospitalized with
right lower lobe pneumonia, and symptoms of worsening productive cough. She was drowsy,
unresponsive to sound and pain, and had marginally crossed left eyeball with equal and
responsive pupils, with negative Babinski reflex and no meningismus. A computerized
tomographic (CT) scan of the chest showed right lower lobe infiltrate, left-sided pleural
effusion, and atelectasis of the left lower lobe. A CT scan of the head showed no evidence of an
acute central nervous system lesion. The CT angiography was negative for pulmonary
embolism and revealed dilated pulmonary trunk. An ECG showed normal sinus rhythm at 105
beats per minute with no signs of recent ischemia. Only reported laboratory results were
elevated inflammatory markers and D-dimer levels. The patient was started on an antibacterial
treatment with ceftriaxone along with other supportive measures. By study day 20, the
patient’s condition worsened with evidence of respiratory failure. A left pleurocentesis was
performed on an emergency basis, obtaining one liter of clear fluid. The patient’s condition
continued to deteriorate with worsening ARDS, and by study day 24, she also experienced a
new onset of atrial fibrillation and worsening heart failure. The patient was treated with
amiodarone and was transferred to intensive care unit and placed on mechanical ventilation
due to worsening sepsis, pneumonia and circulatory failure. The bronchoalveolar lavage
culture (obtained on study day 21), grew Acinetobacter baumannii (gentamicin MIC: 4 mcg/mL,
colistin MIC: ≤ 0.5 mcg/mL) and Candida albicans. Eventually, by study day 30, despite
intensive treatment, the patient died. An autopsy was not performed and the cause of death
was attributed to ARDS caused by the right lower lobe pneumonia and left pleural effusion.
Other anti-infective treatments for the new pneumonia event included ceftriaxone,
fluconazole, ciprofloxacin, colistin, and gentamicin.
Moxifloxacin Treatment Arm
1. Subject #

(b) (6)

This was an 85-year-old white female with a medical history of hypertension, atrial fibrillation,
ischemic stroke, dyslipidemia, iron deficiency anemia, basal cerebral circulatory failure,
osteoarthritis, gastrectomy, and hypothyroidism, who died on study day 9 due to respiratory
failure caused by worsening pneumonia.
The patient was enrolled with left lower lobe pneumonia (PORT Risk Class-IV) with a left pleural
effusion. She did not receive any antibacterial treatment for the qualifying CABP before
entering the study. Concomitant medications taken by the patient during the study included
bencyclane fumarate, thiamazole, heparin, aluminum acetotartrate, quetiapine, and an
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electrolyte solution. The patient’s sputum culture was negative for CABP pathogens. Blood
samples were not cultured. On examination, the patient’s temperature was 36.5°C, respiratory
rate was 28 breaths per minute, pulse was 85 beats per minute, blood pressure was 140/68
mm Hg, and O2 saturation was 86%. Notable abnormal laboratory findings were: PaO2 of 66.4
mm Hg, hemoglobin 6.8 g/dL, mild renal insufficiency with CrCL 69.5 mL/min, and serum urea >
20.
The patient was randomized to moxifloxacin arm and received only three doses of IV study
treatment. By study day 3, her condition worsened gradually and she experienced severe
dyspnea with bronchospasm. A chest radiograph revealed shadowing within the lower and
central field of the left lung, suspected inflammatory lesions with the possible small amount of
fluid in the left pleura. An ECG showed atrial fibrillation with a ventricular rate of 100 beats per
minute and no features of recent ischemia. An echocardiogram was remarkable only for the
significant incompetence of the tricuspid valve, with normal ejection fraction. Serial arterial
blood gas analyses revealed PaO2 between 25 mm Hg to 71 mm Hg, hypocapnia, and metabolic
acidosis. Her serum inflammatory marker level was elevated (CRP of 175 mg/L (reference
range: < 5 mg/L)). She was diagnosed with life-threatening severe CABP, study treatment was
discontinued, and she was treated with alternative antibacterial treatment with meropenem,
clindamycin, and the other supportive measures, including dobutamine, furosemide, and
hydrocortisone. On study day 4, sputum culture grew methicillin-resistant coagulase-negative
Staphylococcus hominis and Candida albicans. The antimicrobial regimen was intensified with
the addition of tigecycline, fluconazole, and voriconazole. On study day 5, her condition
worsened further and she was transferred to intensive care unit and placed on mechanical
ventilation. A culture from bronchoalveolar lavage did not show any growth. On study day 9,
the patient experienced cardiac arrest with multiorgan dysfunction and died. An autopsy was
not performed. The cause of death was attributed to acute respiratory failure due to CABP,
along with multiorgan dysfunction, and cardiac arrest.
2. Subject #

(b) (6)

This was an 83-year-old white male with no reported medical history, who died on study day 9
due to cardiac failure.
The patient was enrolled with right middle and lower lobe pneumonia (PORT Risk Class-IV) with
no pleural effusion. He did not receive any antibacterial treatment for the qualifying CABP
before entering the study. Concomitant medications taken by the patient during the study
included glucose. The patient’s sputum culture was negative for CABP pathogens; however,
multiple blood cultures grew Escherichia coli (MIC: 0.12 mcg/mL). On examination, the
patient’s temperature was 38.5°C, respiratory rate was 17 breaths per minute, pulse was 80
beats per minute, blood pressure was 120/80 mm Hg, and O2 saturation was 90%. Notable
abnormal laboratory findings were: leucopenia with white blood cell counts of 0.7 × 109/L
(reference range: 3.7 to 11 × 109/L), immature neutrophils 45%, and renal insufficiency with
CrCL of 32 mL/min. Serum urea was reported within normal range.
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The patient was randomized to moxifloxacin arm and received a total of 9 days of IV study
treatment. No clinically significant changes were noted on study day 2 and 3. Repeat blood
culture continued to grow E. coli (MIC: 0.06 mcg/mL). On study day 4, the patient’s white blood
cell counts increased to the level of 15.9 × 109/L (from baseline leucopenia). On study day 7,
ECG showed sinus rhythm with multiple ventricular premature beats, new left axis deviation,
new negative T-waves in most leads with a marked extensive precordial repolarization
disturbance, and new prolonged QTcF of 489 milliseconds. The central cardiologist (iCardiac)
interpreted the ECG as suggestive of recent myocardial infarction. Serum troponin was
elevated at 0.54 and 0.42 ng/mL (reference range: 0.00 to 0.06 ng/mL). The patient’s vital signs
remained stable through study day 9 when he received his last dose of study drug (EOT). On
the same day (study day 9), at an unspecified time, the patient reportedly developed “severe
possible heart failure.” No resuscitative measures were performed and the patient died. An
autopsy was not performed, and the cause of death was attributed to cardiac failure.
3. Subject #

(b) (6)

This was an 82-year-old white male with a medical history of mild to moderate COPD, past and
current smoking, hypertension, Parkinson’s disease, ischemic heart disease and decreased
appetite, who died on study day 20 due to metastatic small cell lung cancer.
The patient was enrolled with right upper and right middle lobe pneumonia (PORT Risk Class-IV)
with no pleural effusion. He did not receive any antibacterial treatment for the qualifying CABP
before entering the study. Concomitant medications taken by the patient during the study
included aspirin/magnesium, enalapril, aminophylline, and acetylcysteine. The patient’s
sputum culture grew H. influenza. On examination, the patient’s temperature was 37.5°C,
respiratory rate was 28 breaths per minute, pulse was 110 beats per minute, blood pressure
was 160/80 mm Hg, and O2 saturation was 80%. The only notably abnormal laboratory finding
was serum urea > 20. Baseline white blood cell count and creatinine clearance were within
normal range.
The patient was randomized to moxifloxacin arm and received a total of 13 days (9 days IV and
4 days oral) of moxifloxacin treatment. On study day 14, a chest radiograph, which was
performed as a part of routine procedure, showed a suspicious tumor in the right upper lobe of
the lung while there was an improvement in index infection (CABP). On study day 15,
computed tomography of the chest was consistent with signs of tumor in the right upper lobe
of the lung. On study day 16, a transbronchial biopsy showed invasive small-cell cancer. On
(b) (6)
study day 20, during early morning hours (
), the patient was found dead on his bed,
which was not witnessed, therefore, no resuscitation measures were performed. An autopsy
showed disintegrated large-nodule central small-cell lung cancer in the right upper lobe with
total damage and metastases to the right juxta-hilar lymph nodes, the left lung, and the liver.
The staging of the cancer was reported as stage IV and grade 3. The cause of death as per
autopsy report was attributed to advanced metastasis of a malignant tumor in the right upper
lobe of the lung and metastatic disease with terminal complications.
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4. Subject #

(b) (6)

This was a 72-year-old white female with a medical history of hypertension, coronary artery
disease, atherosclerotic cardiosclerosis, diabetes mellitus type-2, and chronic erosive
gastroduodenitis, cholecystectomy, and hysterectomy, who died on study day 71 due to
metastatic pancreatic cancer.
The patient was enrolled with left lower lobe pneumonia (PORT Risk Class-III) with a left pleural
effusion. She did not receive any antibacterial treatment for the qualifying CABP before
entering the study. Her concomitant medications included bisoprolol, mefenamic acid,
spironolactone, rosuvastatin, and omeprazole. The patient’s sputum culture grew Haemophilus
parainfluenza. On examination, the patient’s temperature was 38.3°C, respiratory rate was 22
breaths per minute, pulse was 68 beats per minute, blood pressure was 140/80 mm Hg, and O2
saturation was 95%. Laboratory results were unremarkable, with normal white blood cell
counts, urea, and creatinine clearance, among others, except she had mildly elevated
transaminases (aspartate transaminase (AST) and alanine transaminase (ALT)), gammaglutamyltransferase (GGT), alkaline phosphatase (ALP), and bilirubin at baseline.
The patient was randomized to moxifloxacin arm and received the last dose of her study
treatment on study day 8. She received a total of 4 doses of IV and 4 doses of oral moxifloxacin
treatment. On study day 7, the patient was noted to have icterus on physical examination. The
laboratory test results showed markedly abnormal liver function tests with a very high
elevation of transaminases and bilirubin (AST 555 U/L, ALT 1109 U/L, GGT 1701 U/L, ALP 518
U/L, and total bilirubin 129.6 μmol/L). Evaluations and procedures performed between study
day 7 and study day 12 included ultrasound and computerized tomography of the abdomen,
gastroscopy, and invasive drainage of the biliary tract. On study day 9, based on the findings of
imaging and procedures, she was diagnosed with pancreatic cancer with obstructive icterus and
infiltration of the duodenum. Other findings included hepatomegaly, hepatic steatosis, focal
atrophic gastritis, and superficial duodenitis. A pancreatic resection was planned and she was
transferred to another hospital on study day 12. On study day 15, she underwent an
endoscopic external transhepatic biliary drainage along with other management for pancreatic
cancer and was discharged from the hospital on study day 27. On study day 71, the patient was
reported dead. An autopsy was not performed, and the cause of death was reported as ‘a rare
form of pancreatic cancer’.
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13.2 Case Summaries of Deaths from Phase 2/3 cSSSI and Phase 3 ABSSSI Trials
Omadacycline Treatment Arm
Subject #

(b) (6)

(Study CSSI-0804- Truncated Phase 3 cSSSI trial)

This was a 51-year-old, white male, with a medical history of head injury, craniotomy, spinal
fusion surgery, and insomnia; enrolled in Study cSSI-0804 with a diagnosis of complicated skin
infection /cellulitis of the left hand. At baseline, the patient was afebrile and other vital signs
were normal. The patient was randomized to omadacycline arm and received omadacycline IV
for 4 days followed by oral treatment for a total treatment duration of 10 days. Seven days
after the end of treatment (day 17), the patient presented with dyspnea and symptomatic
pleural effusion and underwent drainage of the effusion. Subsequent imaging and biopsy of
pleural mass confirmed the diagnosis of ‘large cell metastatic carcinoma of the lung’, which was
considered untreatable, and he died under palliative care on day 35.
Subject #

(b) (6)

(Study ABSI-1108)

This was a 60-year-old male with a medical history of IV drug abuse and chronic hepatitis C,
who was, enrolled in Study ABSI-1108 with a diagnosis of a wound infection of the upper right
leg. The patient received omadacycline IV on day 1. Subsequently on the same day, the patient
had an adverse event of vomiting that was considered moderate in severity and related to
study drug, which led to discontinuation of the study drug. The subject left the study site and
reportedly never returned for follow up visits. It was discovered later that the patient died on
day 2 from an ‘opiate overdose.’ The site was notified of this information by the county
coroner 6 months after it occurred and it was confirmed that the patient had failed to return
for his subsequent study visits due to the death. An autopsy was not performed.
Linezolid Treatment Arm
Subject #

(b) (6)

(Study ABSI-1108)

This was an 88-year-old male with a medical history of chronic cardiac and cerebrovascular
insufficiency and atrial fibrillation, who entered the study with a wound infection of the left
lower leg. The patient received the study drug (linezolid) IV for a total of 7 days, with the
resolution of index infection at EOT visit. Five days after the last dose of test article (day 12),
the subject died from ‘cardiac failure’ due to decompensation of chronic cardiac insufficiency.
An autopsy was not performed and the event was considered unrelated to the study treatment.
Subject #

(b) (6)

(Study ABSI-1108)

This was a 43-year-old male with a medical history of hypertension, smoking, and recent motor
vehicle accident, who entered the study with a wound infection of the left knee and was
randomized to linezolid arm. The patient also received a bedside incision and drainage as a
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standard of care prior to randomization. The patient received the study drug IV for 5 days and
oral for 2 days. On the morning of study day 9, the patient was found partially responsive with
agonal breathing by his wife. He died later that day due to ‘cardiac arrest’. An autopsy was not
performed and the event was considered unrelated to the study treatment.
Subject #

(b) (6)

(Study ABSI-16301)

This was a 62-year-old female with medical history of injection drug abuse (heroin), marijuana
abuse, chronic hepatitis C, migraine and non-migraine headaches, myopia, tobacco use,
insomnia, hysterectomy, osteoporosis, and osteoarthritis of bilateral hands, hips, shoulders and
knees. She was enrolled with a diagnosis of wound infection in the right buttock. The patient
was randomized to linezolid and received 10 days of oral linezolid treatment and completed the
study. This patient was reported dead 94 days after the last dose of the study drug. Following
investigation and autopsy with the local coroner’s office by the Sponsor, it was found that the
cause of death was ‘acute heroin, methamphetamine, tramadol, alprazolam, and
diphenhydramine intoxication.’ In the opinion of the investigator, the event was unrelated to
the study drug.

14 Glossary
ABSSSI
ABSI
AUC
ARDS
CABP
COPD
CrCL
cSSSI
CURB-65
ECG
ECR
EOT
ITT
IV
MIC
mITT
PORT
PTE
TEAE

acute bacterial skin and skin structure infections
acute bacterial skin infections
area under concentration time curve
acute respiratory distress syndrome
community-acquired bacterial pneumonia
chronic obstructive pulmonary disease
creatinine clearance
complicated skin and skin structure infections
confusion, uremia, respiratory rate, low blood pressure, and age > 65
electrocardiogram
early clinical response
end of treatment
intent to treat
intravenous
minimum inhibitory concentration
modified intent to treat
Pneumonia Outcomes Research Team
post-treatment evaluation
treatment-emergent adverse event
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