Real-World Outpatient Use of Omadacycline for Bone and Joint Infections
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Omadacycline (OMC) is approved for the treatment of adult patients with community- gure athogens 9

acquired bacterial pneumonia and acute bacterial skin and skin structure infections.’ | o | Sram Nogative
OMC is often used in outpatient parenteral antimicrobial therapy (OPAT), with | "o | =19 | 100% 100% 100%
increased use in bone and joint infections (BJl). Data regarding real-world use of | adl 92%
OMC in BJI are limited. A rat model study of MRSA osteomyelitis showed OMC had
improved activity when combined with rifampin?, which was further evaluated in a
PK/PD model3, abrogating emergence of resistance observed with rifampin
monotherapy. Another case report describing the use of PO OMC following 13 days of
IV antibiotics showed clinical improvement in a patient with maxillary osteomyelitis.*
These preliminary findings coupled with promising animal studies showing excellent
bone tissue penetration of omadacycline® warrant further investigation for the
treatment of BJI, including osteomyelitis. We present a multicenter retrospective
observational review of OMC use in OPAT for treatment of BJI.
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This study design is a multicenter, real-world experience with a retrospective cohort Ancludes Serratia marcescens (ne2). Citrobacter freundii (= 1) and Moraanella moraanii (ne :
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Medical records were reviewed of patients receiving intravenous OMC from 2019 to | | ®No Recurrence ®Recurrence
. . . . . . * MRSA was the predominant organism, followed by Enterococcus spp. 100% -
2022 for treatment of BJl. Data included demographics, diagnosis, medical history, o . - . o .
. _ H , oludi =, | OMC. ad * 21 of 36 pts (58%) had polymicrobial infection. Among these 12 pts (33%) had mixed

mlcroblolpgy, therapy regimen, including transition t.o.ora , a verse.events Gram-positive and Gram-negative infections. - o
(AEs), clinical outcomes, and 12-month follow-up. Clinical success was defined as _ _ 72%
complete or partial symptom resolution at completion of OMC with oral antibiotics Table 2. Pathogens by Diagnosis o

continued if needed. Persistent and recurrent infection were deemed non-success. 60% 1
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BJI 62 11(18) 5(8) 2(3) 5(8) 6(10) 3(5) 4(6) 5(8) 4(6) 1(2) 2(3) 5(8) 1(2) 8(13) 5 - n=2 n=2 e
RGSU'tS Osteomyelitis 55 9(16) 5(9) 2@4) 4(7) 6(11) 2(4) 3(5) 4(7) 4(7) 1(2) 2(4) 509 0 8(19) 0% All BJI Osteomyelitis Vertebral Prosthetic
Vertebral Osteomyelitis 7 2(29) 0 0 1(14) 0 1(14)1(14)1(14) 0 0 0 0 1(14) 0 (n=29) (n=22) Oste(omz)elitis Joint( Inf;)ction
n= n=
. . No isolates were identified i thetic joint infection. Tw tients had wth | It d two had lture data available.
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Table 1. D hi dB I Ch teristi * 32 pts were evaluable for outcomes in the study with an overall success rate of 94%.
apie 1. bemographnics an aseiine aracteristics This included one pt with Mycobacterial vertebral osteomyelitis.

_ - Figure 3. Median Duration of Therapy | | Rt e y
Patient Characteristic N =36 * The 2 pts with persistent infection were diabetics with recurrent MRSA osteomyelitis.
120 -

Age, year, median (IQR) 64 (52-71) I * 29/30 with successful outcomes had 12-month follow-up, with sustained success in
Age 265-year 18 (50%) 72%. Recurrence occurred at a mean of 80 days (range 40 — 140) with polymicrobial
Male sex 25 (69%) 100 - infections in four, carbapenem-resistant Enterobacter and Acinetobacter infections in
BMI, kg/m?, median (IQR) 33 (28-37) one each.
BMI 230 kg/m? 23 (64%) 80 -
Charlson comorbidity index, median (IQR) 4.5 (4-6) . . .
Diabetes mellitus 23 (64%) -
gar_dis"ajcu'ar dlisez?es 167((1477;/‘;) 40 This multicenter study provides real-world data on treatment of
eripneral vascular disease % . . .
Chronic kidney disease 11 (31%) y BJI with intravenous OMC in POICs.
:\Tar;‘;‘;‘;’rfg;“pmm'seda ggzj; __ * 36 adult patients from 8 centers received OMC between 2019
Gastromtostinal disease 5 (14%) o | ML 4:_t_ p— :5b L 1; : and 2022, with a median age of 64 yrs. Primary payor was
. steomyelltis (n= ertepra rostnetic . . . .
Primary Payor (n=36) g Osteomyelitis (n=4)  Joint Infection Medicare in half, with POIC coverage for intravenous OMC.
Medicare 18 (50%) (n=4) _ _ o _
Commercial Insurance 15 (42%) o o * Most patients received other |V antibiotics prior to OMC use.
Medicad | 3 (8%) Table 3. Utilization Characteristics Transition to OMC occurred in the POIC for the majority.
Treatment location prior to omadacycline therapy ch terist N = 36 _ . .
Community 23 (64%) arasteristie - * Single agent therapy with OMC was successfully used in 83%
Hospital 13 (36%) Loading dose (200 mg IV once) 35 (97%) : : P : : : :
Hospital length of stay, day, median (IQR) 7 (6-12) Maintenance dose (100 mg IV every 24 hours) 36 (100%) of patlents, even with a majorlty with mixed infections.
Intravenous antibiotics prior to omadacycline therapy 23 (64%) Infusion device e OMC given intravenously was well-tolerated overall with no
Data are presented as n (%), unless otherwise specified EIaStOmeriC deViCG 13 (36%) t. t d. t. t.
s s mdston e s bkt un ey (s s Infusion Pump 23 (64%) PAlent diStontintatons.
Abbreviations: BMI, body mass index; IR, inferquartie range - Concomitant intravenous antibiotic therapy 6 (17%) * |nitial success at end of therapy was 94%. with sustained
* 1 pt with vertebral osteomyelitis and 1 with osteomyelitis were transitioned to oral OMC response in 72%.

Figure 1. Diagn
gure agnoses for 2 and 3 weeks, respectively.

* Recurrences occurred in 28%, all within 6 months.

\\ Table 4. Adverse Events * Limitations: Retrospective single arm, small sample size and
ARUERE BUElE limited access to patient information regarding oral therapy.
oQ{:{,‘;‘;‘,‘Z}!tis Rem:c:zment Total Adverse Events 16
s (n=3) gs;’s:ssia fgf; This real-world study of OMC demonstrates
Abdominal pain 1(3%) successful treatment of complex BJl, including
Fatigue 2 (6%) vertebral osteomyelitis, PJlI and polymicrobial
AST/ALT elevation, <3X ULN 2 (6%) Y- : :
Ostegrsr:%e"tis \ AST/ALT elevation, >3X ULN 1 (3%)a OSteomyelltls Wlth SUStalned response.
(n=28) ALP elevation, <3X ULN 3 (8%)
e ALP elevation, >3X ULN 1 (3%)?
Replacement ; (0
(n=1) Increase in serum creatinine 3 (8%) References

aAST elevation 8.7X ULN, ALT elevation 5.7X ULN and ALP elevation 4.3X ULN (n=1)

Abbreviations: ALP, alkaline phosphatase; ALT, alanine transaminase; AST, aspartate transferase; ULN, upper limit normal _ _ _
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* 16 total adverse events occurred in 12 patients overall.
* No patients discontinued omadacycline due to adverse events.
* The liver enzyme elevations occurred in 6 patients and were transient with no sequelae.
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« 18 of 28 osteomyelitis patients (64%) had underlying diabetic foot infections
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