Table 1

Table 1. Patient characteristics

Inpatient MAT No Inpatient MAT
N=15 N=26
Variable No./Total (% No./Total (%) P-value*
Age, mean (SD) 47 (15.3) 39 (13.6) 0.08
Sex
Male 12/15 (80) 19/26 (73) 0.62
Female 3/15 (20) 7/26 (27)
Race
White 3/15 (20) 6/26 (23)
Black 2/15 (13) 7/26 (27)
Other/Unknown 10/15 (67) 13/26 (50)
Ethnicity
Hispanic or Latino 5/15 (33) 3/26 (12) 0.09
Not Hispanic or Latino 10/15 (67) 23/26 (88)
Hepatitis C Statust
Positive 14/15 (93) 23/26 (88)
Negative or Unknown 1/15 (7) 3/26 (12) 0.61
Homeless
Yes 8/15 (53) 23/26 (88) 0.01
No 7/15 (47) 3/26 (12)
Opioid injection drug
use
Active 12/15 (80) 26/26 (100)
Past (currently on 3/15 (20) 0/26 (0)
MAT)
Other substance use
Methamphetamines
Yes 10/15 (67) 17/26 (65) 0.93
No/unknown 5/15 (33) 9/26 (35)
Cocaine
Yes 5/15 (33) 5/26 (19) 0.31
No/unknown 10/15 (67) 21/26 (81)
Phencyclidine
Yes 2/15 (13) 2/26 (8) 0.56
No/unknown 13/15 (87) 24/26 (92)

SD —standard deviation. MAT — Medication assisted treatment.
* Chi-squared used for categorical variables and t-test for means
T Documented hepatitis C antibody positive or reported history of infection

Table 3

Table 3. Outcomes of 81 distinct hospital admissions involving 41 patients

Inpatient MATN=18  No Inpatient MAT P Value OR (95% CI)

admissions N=63 admissions
Variable No./Total (%) No./Total (%)
Adhered to treatment
Yes 14/18 (78) 21/63 (33) <0.001 7.0(2.05,23.91)
No 4/18 (22) 42/63 (67)
Left AMA (excluding 3
deaths)
Yes 4/18 (22) 39/60 (65) 0.001 6.5 (1.9, 22.27)
No 14/18 (78) 21/60 (35)

AMA — Against Medical Advice

Conclusion: ~ Patients with OUD-IE were more likely to adhere to treatment if
they receive inpatient MAT.
Disclosures:  All Authors: No reported disclosures
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Background:  Infective endocarditis (IE) is a rare but serious complication of
pregnancy. Its impact on delivery outcomes is unknown. In this study, we use a na-
tional administrative database to compare outcomes of deliveries complicated by IE
to non-IE deliveries.

Methods:  The National Readmissions Database was used to identify discharges
between Oct. 2015 and Dec. 2017 for deliveries in patients aged 12 - 55 years with
concomitant IE, which were compared to those deliveries without IE. Demographics,
comorbidities, and outcomes were obtained. Differences between groups were ana-
lyzed using weighted Chi-squared test for categorical variables and weighted linear
regression for continuous variables. Weighted multivariate regression models adjusted
for demographic, facility, and comorbidity conditions were used to evaluate the associ-
ation between IE and delivery outcomes.

Results:  'We identified 88 individuals with IE complicating their delivery hos-
pitalization, corresponding to a national estimate of 162 admissions during the study
period, who were compared to 4,401,879 delivery hospitalizations not complicated by
IE (weighted national estimate 8,375,536). Patients with IE were more likely to reside
in ZIP codes with median incomes in the lowest national quartile (46.3% vs. 28.1%,
P =0.003) and were more likely to be insured by Medicaid (76.5% vs. 42.1%, P < 0.001).
Rates of pre-existing cardiac valve disease (39.9% vs. 0.2%, P < 0.001) and congenital
heart disease (6.6% vs 0.1%, P < 0.001) were higher in those with IE, as well as drug
abuse (69.3% vs. 2.6%, P < 0.001). Unadjusted analyses demonstrated higher rates of
in-hospital mortality for IE-associated admissions (12.1% versus 0.005%), along with
high rates of severe maternal morbidity, stillbirth, preterm birth, and cesarean birth,
and longer lengths of stay and total hospital costs. These differences persisted despite
adjustment using multivariate methods (Table).

Clinical and Resource Utilization Outcomes

Table: Clinical and Resource Utilization Outcomes

Not [E-Related IE-Related
(N=4,401,879) (N=88) Unadjusted Relative Risk  Adjusted Relative Risk (95%
(Nweigres =8,375,536)  (Nwegrea =162)  (95% Confidence Interval) Confidence Interval)
N (%)
In-Hospital Mortality 480 (0.0) 19 (12.1) 2104.12(1100.00,4024.50) 348,69 (97.40, 1248.31)
Severe Maternal Morbidity 134,218 (16) 133 (820) 51.16 (46.39, 56.43) 45.57 (34.83, 59.62)
Stillbirih 52,989 (0.6) - 7.4 (280, 19.79) 3.62(1.25,10.48)
Preterm Birth 841,091 (10.0) 96 (59.5) 593(4.92,7.14) 3.60 (2.42, 5.36)
Cesarean Birth 2,704,948 (32.3) 81(50.9) 1,55 (1.25, 1.94) 157 (1.18, 2.07)
Unadjusted Incremental Adjusted Incremental
Difference** (95% Difference* (95% Confidence
Mean (Standard Deviation) Confidence Interval) Interval)
Length of Stay (Days) 2723) 207 (239) 27.0(217,32.3) 16.0 (11,5, 20.6)
Total Inpatient Costs (§1000s) 52(4.8) 632(48.1) 580 (46.5, 69.5) 425 (33,0, 520)

* N < 10; result cannot be displayed due to data use restrictions

** Incremental Difference is expressed as average among |E-related ad |E-related admissions

average among

Conclusion:  The presence of IE during an admission for delivery is associated
with poorer outcomes for both pregnant patients and their fetuses. The occurrence of
IE during pregnancy was associated with lower income, a history of cardiac disease,
and drug abuse.
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Background:  Guidelines recommend multidisciplinary models for the manage-
ment of infective endocarditis but have failed to incorporate the unique challenges

Figure 2: Infection Characteristics
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Conclusion: 1D is nearly universally involved in the care of patients with
DUA-IE, but this patient population requires input from numerous sub-specialties.
Multidisciplinary care teams provide a promising framework for DUA-IE to enhance
and integrate nuanced decision-making.
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Background:  Tropheryma whipplei is a gram-positive bacillus that causes
Whipple's disease, a protean multisystemic syndrome classically characterized by
arthralgias, chronic diarrhea, malabsorption, and weight loss. T whipplei infection has
a wide spectrum of clinical manifestations including pleuropulmonary disease, skin
hyperpigmentation and cardiac infection. Endocarditis has been diagnosed in a small
number of patients and may represent an atypical presentation of T. whipplei infection.
Diagnosis can be challenging and has typically been accomplished with histopathology
on resected valvular tissue or GI tract biopsy. Next-generation sequencing (NGS) of mi-
crobial cell-free DNA (mcfDNA) in plasma offers a rapid, non-invasive means of diag-
nosis of this rare cause of culture-negative endocarditis and challenging clinical entity.

Methods: McfDNA analysis was performed in a patient with culture negative endo-
carditis. McDNA was extracted from plasma and NGS was performed by Karius, Inc.
(Redwood City, California). Human sequences were removed and remaining sequences
were aligned to a curated database of over 1,400 pathogens. Organisms present above a
predefined statistical significance threshold were reported and quantified in DNA mole-
cules per microliter (MPM). Chart review was performed for clinical correlation.

Results: A 64 year-old male with history of valve replacement presented with sig-
nificant deterioration of the mitral valve. An exhaustive infectious workup including
blood cultures was negative. Karius testing detected T. whipplei at 766 MPM within two
days of sample receipt. The normal range for T. whipplei is 0 MPM based on a cohort of
684 healthy individuals. Blood PCR for T. whipplei was confirmatory.

Table 1: Clinical Parameters of Case

Clinical Parameters of Case of T. whipplei infection di d by NGS of mcfDNA from plasma:

Age 64
Male Male
i Exertional dyspnea
None
Tmax/Fever at p 99.8 was Tmax. Otherwise afebrile
Hgb/Hct 83/275
WBC with %N 8.7 with 83%
Platelets 188,000
PT/PTT INR3.3PT33.2 No PTT
ESR mm per hr/CRP md per dL ESR49  CRP not done
Albumin 38

Blood culture result(s)
Sites/organ systems i

9 sets all negative

Joint none
Diarrhea/ inal pain/, ion/weight loss none
Central nervous system/ocular none
Heart mitral valve degeneration/regurgitation
Skin none
Pulmonary none
Systemic none

Imaging results CT chest/abd/pelvis showed pulmonary edema

and was otherwise negative

Empiric i
Antibiotic pretreatment duration prior to Karius Test vancomycin/ceftriaxene for 4 days
Choice of lics after Karius Test ceftriaxone/moxi in

Karius Test result

Karius Test turnaround time from sample receipt
Other infectious disease testing, result and turnaround
time:

T. whipplei blood PCR (ARUP)

Tropheryma whipplei 766 MPM RR (0 MPM)
46 hours

Positive, turnaround time 37 days

Histoplasma and Blastomyces antigens, CF and ID
antibodies, Fungitell assay, Coxiella serology, Bartonella
quintana PCR, Brucella antibodies, Legionella antibody,
Rickettsia antibodies, Blood PCR for CMV, EBV and BKV
MPM - molecules of microbial cell-free DNA/microliter
RR - reference range based on the 97.5' %ile in a cohort of healthy individuals

All negative

Conclusion: ~ NGS for mcfDNA in plasma offers a rapid, non-invasive method for
identifying T. whipplei and, to our knowledge, the first diagnosis of Whipple disease
using NGS of plasma mcfDNA.
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Background: There are up to 50,000 new cases of infective endocarditis each year
in the United States, of which approximately 20% are culture negative endocarditis

(CNE). In-hospital mortality remains high at 20 to 30%. Despite advances in diag-
nostic testing, determining the timing of surgery and duration of treatment in CNE
are significant challenges for clinicians. Plasma next-generation sequencing (NGS) for
circulating microbial cell-free DNA (mcfDNA) has shown utility in diagnosing and
monitoring the response to treatment in endocarditis.

Methods:  Serial blood samples were obtained prior to and after aortic valve
replacement in a patient with culture negative endocarditis. Microbial cfDNA was
extracted from plasma and NGS was performed by Karius, Inc. (Redwood City,
California). Human sequences were removed and remaining sequences were aligned
to a curated database of over 1,400 pathogens. Organisms present above a predefined
statistical significance threshold were reported and quantified in DNA molecules per
microliter (MPM). Chart review was performed for clinical correlation.

Results: A 53-year old man with history of homelessness, well-controlled
HIV infection and a bioprosthetic aortic valve presented with symptomatic severe
aortic stenosis and elevated inflammatory markers 3 years following valve surgery.
Transesophageal echocardiography showed a paravalvular leak. Bartonella quintana
was detected by Karius NGS (in parallel Bartonella henselae serologies were positive).
After 4 weeks of parenteral antibiotics, repeat Karius testing demonstrated a 94% (16-
fold) decrease in the Bartonella quintana mcfDNA signal to 8813 MPM. He underwent
surgical valve replacement; twenty-four hours after removal of the infected valve repeat
Karius testing showed a rapid decay of the Bartonella quintana mcfDNA signal to 103
MPM. The patient completed 3 months of oral antibiotics post-operatively, ultimately
returning to his former performance status.

Conclusion: ~ Plasma-based next-generation sequencing assays for circulating
microbial cell-free DNA offer a unique means of pathogen detection, assessment of
infection burden and monitoring of response to both medical treatment and surgical
debridement/definitive source control in a case of Bartonella quintana endocarditis.
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Background:  Transcatheter aortic valve replacement (TAVR) was initially
approved as an alternative to surgery for patients at high surgical risk. However, it is
now being considered for patients with intermediate and low surgical risk. This will
result in the expansion of patient pool for TAVR; hence it is of interest to ascertain risk
of blood stream infection (BSI) and infective endocarditis (IE) following TAVR. We
aim to study the incidence, epidemiology and risk factors associated with IE in patients
who underwent TAVR and subsequently developed a BSI.

Methods: A population-based study was conducted in 7 counties in southeastern
Minnesota using the expanded Rochester Epidemiology Project (E-REP) for all adult
(=18 years) patients who underwent TAVR from January 1%, 2010 to December 31*,
2018. Transcatheter procedures that included replacement of either the aortic or mi-
tral valve were included. Medical records were screened for development of BSI from
time of TAVR until May 15", 2020. Patients were classified as having BSI only, BSI with
IE at outset, or BSI with subsequent development of new IE. ‘Early’ IE was defined as
that occurring < 12 months following TAVR, with subsequent cases defined as ‘late’ IE.

Results: A total of 247 patients underwent TAVR during the study period. There
were 24 patients with of BSI and 10 (42%) developed IE with an annual incidence of 5
per 1000 persons-years. Median age for patients who developed IE was 85.4 years. Male
gender was affected predominantly (70%). Six developed IE at outset of BSI, while four
developed IE subsequent to IE. The median time to development of IE was 791 days fol-
lowing TAVR. There was an equal number of early and late IE cases (n=5). The most com-
mon pathogen causing IE was viridians group streptococci (n=4) followed by enterococci
and coagulase-negative staphylococci with 2 patients each. Mean Charlson comorbidity
index was 6.6. Two patients with IE died before resolution of infection (20%).

Conclusion:  The incidence of BSI and subsequent IE in patients with TAVR was low
in our population. Due to the small number of BSI and IE cases, statistical analysis was not
feasible. An analysis of all cases seen at Mayo Clinic is planned since the number of cases
would be much higher to investigate potential risk factors associated with BSI and IE.
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