Results. Ten RCTs were selected involving 2654 pts. Our results showed flucona-
zole is statistically inferior to other agents that include voriconazole, micafungin,
and itraconazole with regards to the endpoint of a lower incidence of IFI (RR: 1.05;
95%CI: 1.02, 1.08; p=0.0002, 12:5%). However, subgroup analysis showed no statis-
tical difference between fluconazole vs. other agents to prevent breakthrough proven
IFI (HR: 0.76; 95%CI: 0.47, 1.23; p=0.27, I’=0%). Our subgroup analysis further
showed that other agent’s group might have a superior role in preventing aspergillus
compared with fluconazole (HR: 0.64; 95%CI: 0.44, 0.94; p=0.02, ’=0%), but no sig-
nificant advantages over fluconazole for candidiasis (HR: 0.96; 95%CI: 0.45, 2.07;
p=0.92, ’=0%).

Successful Rate Without Incidence of IFI

Risk Ratio Risk Ratio
Study or Subgroup _log[Risk Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Chol 2005 01028 01028 17% 1.11[081,1.36) -
Glasmache 2006 00333 00332 160% 1.03[0.97,1.10) T
Hiramatsu 2008 00889 0.0673 39% 1.08[0.96,1.25) T
Ito 2007 00676 0037 129% 1.07[1.00,1.15 —
Marr 2004 00036 00493 72% 100[081,111) e
Oren 2006 00075 00524 64% 101[081,113) b
Park 2016 -00104 00467 81% 0.08[090,1.08) -1
Van Burik 2004 00897 0034 152% 1.09[1.02,117] -
Wingard 2010 0.0438 0.0261 259% 1.04[0.99,1.10) i
Winston 2003 02044 00798 28% 1.23[1.05143)
Total (95% CI) 100.0% 1.05[1.02,1.08) *
Heterogeneity. Chi*= 9.46, df = 9 (P = 0.40), F= 5%

oF 08s 12 15
Testfor overall effect 2= 3.75 (P = 0.0002) Favours Fluconazole Favours Other Agents

Figure 1. Successful Rate Without Incidence of IFI
Proven IFI vs. Suspected IFI

Session: P-26. Care Strategies for Transplant Patients

Background. Antimicrobials are widely used in solid organ transplant recipients
(SOTr). Yet, antimicrobial utilization in the transplant (TP) population is not well
characterized. National Healthcare Safety Network antimicrobial use (NHSN-AU)
does not provide data specific to SOTr. This study sought to describe inpatient anti-
biotic use among SOTr up to 1-year post-TP.

Methods. A cross-sectional study was performed of all SOTr who received a TP
between January 2015 to December 2016. Demographics, TP type, antibiotic use vari-
ables, hospital days, and Clostridioides difficile infection (CDI) are described. Inpatient
antibiotic administration was measured for 365 days starting from date of TP surgery.
Automated data generated for NHSN-AU reporting was utilized, and SOTr data was
abstracted by cross-matching with the transplant database. Transplant-patient days
was used as the denominator for metrics. Variables included duration of therapy
(DOT), DOT/1000 patient days, antimicrobial free days (inpatient days no antimicro-
bials were administered), and NHSN-AU reporting targets of anti-methicillin resistant
S. aureus (MRSA), broad spectrum, and high-risk CDI agents. Data was analyzed using
descriptive statistics via Microsoft Excel®.

Results. A total of 530 SOTr were analyzed. Baseline characteristics are shown in
Table 1. Median age was 61, male gender 64%, median Charlson Comorbidity Index
was 5. Kidney TP (43%), liver TP (32%), lung (9%) and heart (8%) were most common
TP types. Among these four TP types: Lung TP had the highest median DOT (13 days),
DOT/1000 patient days (6.6) and ratio of DOT/total patient (1.9) (Table 2). Liver TP
had the most antimicrobial free days (34%). Proportionally, anti-MRSA agents use was
highest in thoracic TP (lung/heart), broad-spectrum agent use was common in all but
kidney TPs, and high-risk CDI agents use was highest among kidney TP (Table 3).
A total of 34 SOTr had CDI, 76% in kidney/liver TPs.

Table 1. Baseline Demographics of 530 SOT Recipients

Risk Ratio Risk Ratio
Study or Subgroup _logRisk Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Proven
Glasmache 2006 -02312 06648 22% 0.78(0.22,292) —
Hiramatsu 2008 ] 14 05% 1.00[0.06,1555]
Marr 2004 01806 04343 52% 1.20[051,281]
Park 2016 -1.0688 09031 1.2% 034 (006,202
‘an Burik 2004 -03794 04798 43% 068(027,1.75)
Wingard 2010 -06211 05518 32% 054(018,1.58)

Subtotal (95% CI)

16.7% 0.76[0.47,1.23]

Heterogenaity. Chi*= 2 36, df= 5 (P = 0.80); F= 0%
Testtor averall effect Z= 1,11 (P= 0.27)

1.3.2 Suspected IFl

Glasmache 2006 02493 02703 13.5% 0.78[0.46,1.32) —r
Hiramatsu 2008 10886 07916 1.8% 033[0.07,1.57] —
Marr 2004 01742 0376 T.0%  0.84[0.40,1.76] e
Park 2016 03782 04657 47% 1.46[060,357) —_1—
Vah Burik 2004 03535 01458 46.2% 0.70(0.53,0.93) -
Wingard 2010 03782 03063 10.5% 0.69[0.38,1.25] —
Subtotal (95% CI) 833% 0.74[0.60,0.52] *

Heterageneity. Chi*= 3.56, 6= 5 (P = 0.61); F= 0%
Testfor overall efiect Z= 2.74 (P = 0.006)

Total (95% C1) 100.0% 0.75[0.61,0.91] *
Heterogeneity Chi*= 585, df=11 (P = 0.88), F=0%

Testfor overall effect. Z= 2.95 (P = 0.003)

Test for subaroup differences; Chi*= 0.01,df=1(P=092).F=0%

01 0 100
Favours Other Agents Favours Fluconazole

Figure 2. Proven IFI vs. Suspected IFI
Candidiasis vs. Aspergillus

Risk Ratio Risk Ratio
Study or Subgroup _log[Risk Ratio) ___SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.4.1 Candidiasis
Glasmache 2006 11067 11612 23% 033[0.03,3.16] —_—
Marr 2004 03077 0755 53% 074[017,323) —_—

Oren 2006 07239 12163 20% 206[0.19,2237)

Park 2016 -D6633 14079 15% 052[003,813

Van Burik 2004 07657 08634 41% 2.15[0.40,11.68) I

Wingard 2010 -00333 08124 46% 097[020,4.75) D —

Subtotal (35% CI) 19.8% 0.95[0.45, 2.07] g
Heterogeneity: Chi*= 2,45, df=5 (P = 0.78), F= 0%

Testfor gverall effect Z=0.10 (P=0.92)

1.4.2 Aspergillus

Glasmache 2006 -00771 03806 233% 0.93[0.46,1.88)
Marr 2004 -0.7738 04128 178% 046(0.21,1.04)
Cren 2006 016899 0426 167% 0.84(0.37,1.94]
Park 2016 0441 16276  11% 1.55[0.06,37.75]
‘Van Burik 2004 -18733 10669 27% 015[002,124)
Wingard 2010 -06693 04041 186% 051[023,113]
Sublotal (95% C1) 80.2% 0.64 [0.44,0.94]
Heterogeneity. Chi*= 4.49, df = 5 (P = 0.48), "= 0%

Testfor overall effect Z= 2.26 (P = 0.02)

Total (95% C1) 100.0%  0.70 [0.50, 0.98]

Heterogensity Chi*= 7.78, df= 11 (P= 0.73);F= 0%
Testfor overall effect 7= 2.07 (P= 0.04)
Testfor subgroup differences: Chi*= 085, df=1 (P = 036), F=0%

002 a0

01 10
Favours Other Agents Favours Fluconazole

Figure 3. Candidiasis vs. Aspergillus

Conclusion. This meta-analysis yield data that suggests fluconazole might be in-
ferior to other agents in preventing IFI in all intent to treat patients undergoing HSCT.
However, fluconazole is non-inferior in preventing proven IFI and candidiasis IFI
based on our results. Thus, we continue to recommend fluconazole in selected patients
who require anti-fungal prophylaxis. More RCTs are needed in the future to dem-
onstrate the drug of choice for anti-fungal prophylaxis and address patient selection
characteristics.

Disclosures. All Authors: No reported disclosures

592. Antimicrobial Utilization in Solid Organ Transplant Recipients 12-Months
Post-Transplantation

Tommy J. Parraga Acosta, MD; Sage Greenlee, PharmD; Charles Makowski, PharmD;
Rachel Kenney, PharmD; Ramesh Mayur, MD; George J. Alangaden, MD; Henry
Ford Hospital, Dearborn, Michigan

Variable - N (%), median [IQR] Value
Age, year 61 [52 —69]
Sex, male 337 (63.6)
Race
Asian 12 (2.3)
Black 157 (29.6)
Other 25 (4.7)
White 336 (63.4)
Transplant type
Heart 40 (7.6)
Kidney 225 (42.5)
Liver 171 (32.3)
Lung 45 (8.5)
Multivisceral 39 (7.4)
Pancreas 3(0.6)
Small bowel 7(1.3)
Insurance type
Private 154 (29.1)
Medicaid 50 (9.4)
Medicare 284 (53.6)
Other 42 (7.9)
CCl score
Overall 5[3-7]
Heart 4[2.25-6]
Kidney 4[3-6]
Liver 7(5-8]
Lung 3[2-4]
Multivisceral 6([5-38]
Pancreas 4[4-5]
Small bowel 1[0-2]
Smoking history 309 (58.3)
Abbreviations: IQR, interquartile range; CCl, Charlson Comorbidity Index

Table 1. Antimicrobial usage and SOT - ID Week 2021

Table 2. Antimicrobial Use by Transplant Type for 530 SOT Recipients

DOT/1,000 Dot/ Antimicrobial
DOT, Patient Total Hospital Days | Free Days, N (%)
Organ Total DOT | median [IQR] Days
Heart 3,184 5[1-17] 3.2 14 713 (31)
Kidney 3,827 4[1-7] 38 12 518 (16.4)
Liver 5,569 4[1-12] 5.6 13 1,463 (33.9)
Lung 6,571 13 [2-56] 6.6 19 1,134(33.3)
Multi-visceral 2,403 7[1-18] 2.4 1.6 317 (21.6)
Pancreas 81 4[2-12] 0.1 1.0 29(35.8)
Small Bowel 1,147 12 [2-31] alik 19 130 (21.3)
Total 22,782 5[1-12] 2238 15 4,304 (28)
Abbreviations: SOT, solid organ transplant; DOT, days of therapy; IQR, interquartile range

Table 2. Antimicrobial usage and SOT - ID Week 2021
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Table 3. Antimicrobial Categories by Transplant Type for 530 SOT Recipients

Table 2. Rate of Microbiologic Testing per Surveillance Bronchoscopy

Organ MRSA Antimicrobials, | _ Broad Spectrum High Risk CDI Study Performed Rate per br py n=449
N (%) * Antimicrobials, N (%) * | Antimicrobials, N (%) * Bacterial Culture and Stain 06.88% (435)
Heart 815 (25.6) 768 (24.1) 522 (16.4) Fungal Culture and Stain 95.32% (428)
Kidney 209 (10.7) 430 (11.2) 850 (22.2) AFB Culture and Stain 95.10% (427)
Liver 881 (15.8) 1,211(21.7) 764 (13.7) Total PCP [Antigen + PCR] 86.41% (388)
Lung 1,235 (18.8) 1,266 (19.3) 624 (9.5) Total CMV [Culture + PCR] 76.84% (345)
Multi-visceral 311(12.9) 545 (22.7) 370 (15.4) Total Respiratory Viral [Culture + PCR] | 73.72% (331)
Pancreas 3(3.7) 25(30.9) 23 (28.4) Respiratory Viral PCR 55.46% (249)
Small Bowel 225 (19.6) 249 (21.7) 136 (11.9) CMYV Culture 51.44% (231)
Total 3,879 (17) 4,494 (19.7) 3,289 (14.4) BAL Galactomannan 45.88% (206)
Abbre.vi.at.ions: ?OT,. so]id organ t'rans[ala.nt; MRSA, methicillin resistant Staphylococcus aureus; CDI, PCP Anﬁge“ 45.66% (205)
Clostridioides difficile infection. * Antimicrobial DOT per total DOT per organ type PCP PCR 20.76% (183)
Table 3. Antimicrobial usage and SOT - ID Week 2021 CM\‘.’ PCR . 25.39% (114)
Conclusion. Our study provides preliminary and important data of inpatient Respiratory Viral Culture 18.26% (82)

antibiotic utilization specifically in SOTr, generated using automated NHSN-AU data
cross-matched to transplant database. These metrics can be utilized to promote anti-
microbial stewardship efforts directed to specific TP types.

Disclosures. Rachel Kenney, PharmD, Medtronic, Inc. (Other Financial or
Material Support, spouse is an employee and shareholder)

593. Utility of Microbiologic Testing Obtained via Bronchoalveolar Lavage on
Asymptomatic Lung Transplant Recipients: A Quality Improvement Study
William Dillon, DO; Tommy J. Parraga Acosta, MD; Andrew J. Failla, MD;

Julio Corrales, MD; Ramesh Mayur, MD; George J. Alangaden, MD; Henry Ford
Hospital, Detroit, Michigan

Session: P-26. Care Strategies for Transplant Patients

Background. The utility of surveillance bronchoscopy (SB) in asymptomatic
lung transplant recipients (LTR) is controversial. Guidelines regarding the timing of
SB and diagnostic testing varies across centers. Studies evaluating the role of micro-
biologic testing are lacking. Our transplant institute currently performs SB at week 1,
and months 1, 3, 6, 9, 12, and 24 post-transplant. We evaluated if routine microbiologic
testing obtained during SB impacted clinical management.

Methods. This observational cohort study was performed at Henry Ford Hospital,
Detroit, MI and included all LTR done from August 2014 to August 2019. Clinical
and laboratory data was abstracted from the electronic medical record Pre/post-SB.
Bronchoscopies performed for new or worsening respiratory symptoms, decline in
forced expiratory volume at one second >10%, new radiographic abnormalities and
follow up bronchoscopies to assess stents or recent acute rejection were excluded.
Microbiologic tests assessed are shown in Table 2. Management change was defined as
reduction in immunosuppression or prescription of antimicrobials. Rate of change in
clinical management based on microbiologic test positivity was the primary outcome.
Data were analyzed with descriptive statistics.

Results. 449 SB in 107 LTR were evaluated. Median age was 63 years, 68% were
male. The average number of SB performed per patient was 4.2 (Table 1). The most
common microbiologic tests performed were bacterial (435), mycobacterial (427),
and fungal including Pneumocystis jirovecii (1022) (Table 2). The rate of test positivity
and resultant change in management are shown in Table 3. The rate of test positivity
was highest for bacterial (54%), fungal (27%) and viral tests (6%) with management
changes in 12%, 2%, and 3% respectively.

Table 1. Patient Demographics

Variable LTR n=107
| Age in Years — Median (IQR) 63 (10)
Gender % (N)
Male 67.29% (72)
Female 32.71% (35)
Race % (N)
White 77.57% (83)
Black 19.63% (21)
Asian 0% (D)
Other 2.80% (3)
CMV Status % (N)
CMV D+/R+ 2243% (24)
CMV D-/R+ 21.50% (23)
CMV D-/R- 32.71% (35)
CMV D+/R- 23.36% (25)
CCI — Average (Range) 4.8(1-12)
Transplant Type % (N)
Double Lung 85.98% (92)
Single Lung 13.08% (14)
Heart and Lung 0.93% (1)
Surveillance Bronchoscopies per patient — 4.20(1-10)
Average (Range)
‘Abbreviations: LTR, Lung Transplant Recipient; IQR, Interquartile Range; CMV, Cylomegalovirus; D, Donor,
R, Recipient; CCL, Charlson Comorbidity Index

Abbreviations: AFB, Acid Fast Bacilli; PCP, Pneumocystis jirovecii; CMV,
Cytomegalovirus; PCR, Polymerase Chain Reaction; BAL, bronchial alveolar lavage.

Table 3. Rate of Microbiologic Positivity and Management Change per Surveillance
Bronchoscopy

Study Performed Rate of Positivity Rate of Management Change n=449
Bacterial Culture and Stain 55.86% (243) 12.25% (55)
Viral Studies 5.77% (39) 2.67% (12)
Respiratory Viral PCR | 11.64% (29) 1.78% (8)
Respiratory Viral Culture | 0% (0) 0% (0)
CMV PCR 7.02% (8) 0.45% (2)
CMV Culture 0.87% (2) 0.45% (2)
Fungal Tests 27.30% (279) 1.56% (7)
Culture and stain 25.93% (111) 1.56% (7)
BAL Galactomannan 80.58% (166) 0% (0)
PCP antigen/PCR 0.52% (2) 0% (0)
AFB Culture and Stain 0.67% (3) 0% (0)
Abbreviations: AFB, Acid Fast Bacilli; PCP, Preumacystis jiravecii; CMV, Cytomegalovirus; PCR, Polymerase
Chain Reaction; BAL, bronchial alveolar lavage.

Conclusion. This is the largest study to specifically evaluate the role of routine
microbiologic tests during SB in LTR. Bacterial cultures may be appropriate due to higher
rates of management changes. However, routine fungal, AFB, and viral studies are un-
necessary due to low true positivity, and consequent low rate of management changes.
This represents an important opportunity for diagnostic and antimicrobial stewardship.

Disclosures.  All Authors: No reported disclosures
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National Medical Center, Duarte, CA
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Background. Patients (pts) with newly diagnosed acute myeloid leukemia (AML)
undergoing induction chemotherapy are at increased risk for invasive fungal infections
(TFI). Guidelines recommend posaconazole prophylaxis (ppx), but use is precluded by
interactions and adverse effects. Micafungin (MCF) is an alternative, but data is limited
by small prospective and retrospective studies. Primary objective: describe incidence
of probable/proven IFI until neutrophil recovery (ANC > 500 cells/uL) or 28 days after
induction start date, whichever occurred first, in pts receiving MCF ppx. Secondary
objective: describe incidence of clinical failure to MCF prophylaxis.

Methods. Retrospective review (January 2017 to January 2020) of newly diag-
nosed AML adult pts undergoing 7 + 3 using idarubicin (7 + 3-ida), 7 + 3 using dauno-
rubicin (7 + 3-dau), venetoclax/decitabine (VEN/DEC), or venetoclax/azacitadine
(VEN/AZA) receiving MCF ppx for at least 7 days included. Diagnosis of IFI < 30 days
prior to induction, liver function tests (LFT) 5x ULN at start of induction, or evidence
of refractory disease after induction excluded. Probable/proven IFI defined by EORTC
criteria. Clinical failure: changing to a different antifungal class for any reason until
ANC recovery or 28 days after induction start date.

Results. Ninety-five pts included. Baseline characteristics: mean (+SD) age 57.8
(£13.0) years; 53.6% males. 62% (59/95) 7 + 3-ida, 13.7% (13/95) 7 + 3-dau, 15.8%
(15/95) VEN/DEC, 8.4% (8/95) VEN/AZA. Mean (+SD): 32.5% (+26) blasts, WBC
13.2 (£23.8), ANC 2.4 (+4.6), ALC 1.9 (£1.6), platelets 92.6 (+123.2). Incidence of
probable IFI 2/95 (2.1%). No proven IFI cases identified. Clinical failure occurred in
37/95 (39%): 8 persistent febrile neutropenia, 29 due to suspected IFI. No MCF discon-
tinuation due to adverse events.

Conclusion. Our findings suggest that prophylactic MCF is safe and effective in
pts with newly diagnosed AML undergoing induction chemotherapy. Outcomes were
similar to those of prophylactic posaconazole studies, indicating MCF may be con-
sidered as an alternative when interactions and adverse effects preclude use of posa-
conazole. Our study was limited by small numbers, retrospective, single-center design.
Future opportunities include prospective trials of prophylactic MCF in this setting.
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