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Articles
Administration
Axell-House DB, Simar SR, Panesso D, Rincon S, Miller WR, Khan A, Pemberton OA, Valdez L, Nguyen
AH, Hood KS, Rydell K, DeTranaltes AM, Jones MN, Atterstrom R, Reyes J, Sahasrabhojane PV,
Suleyman G, Zervos M, Shelburne SA, Singh KV, Shamoo Y, Hanson BM, Tran TT, and Arias CA. LiaX
is a surrogate marker for cell envelope stress and daptomycin non-susceptibility in Enterococcus faecium.
Antimicrob Agents Chemother 2024; e0106923. Epub ahead of print. PMID: 38289081. Full Text

Division of Infectious Diseases, Department of Medicine, Houston Methodist Hospital, Houston, Texas,
USA.

Center for Infectious Diseases, Houston Methodist Research Institute, Houston, Texas, USA.
Department of Medicine, Weill Cornell Medical College, New York, New York, USA.

Center for Infectious Diseases, University of Texas Health Science Center, School of Public Health,
Houston, Texas, USA.

Molecular Genetics and Antimicrobial Resistance Unit, Universidad El Bosque, Bogota, Colombia.
Department of Pathology, Microbiology and Immunology, Vanderbilt University Medical Center, Nashville,
Tennessee, USA.

Department of Biosciences, Rice University, Houston, Texas, USA.

McGovern Medical School, University of Texas Health Science Center at Houston, Houston, Texas, USA.
Department of Infectious Diseases, Infection Control, and Employee Health, University of Texas MD
Anderson Cancer Center, Houston, Texas, USA.

Department of Internal Medicine, Division of Infectious Diseases, Henry Ford Hospital, Detroit, Michigan,
USA.

Department of Genomic Medicine, University of Texas MD Anderson Cancer Center, Houston, Texas,
USA.

Daptomycin (DAP) is often used as a first-line therapy to treat vancomycin-resistant Enterococcus
faecium infections, but emergence of DAP non-susceptibility threatens the effectiveness of this antibiotic.
Moreover, current methods to determine DAP minimum inhibitory concentrations (MICs) have poor
reproducibility and accuracy. In enterococci, DAP resistance is mediated by the LiaFSR cell membrane
stress response system, and deletion of liaR encoding the response regulator results in
hypersusceptibility to DAP and antimicrobial peptides. The main genes regulated by LiaR are a cluster of
three genes, designated liaXYZ. In Enterococcus faecalis, LiaX is surface-exposed with a C-terminus that
functions as a negative regulator of cell membrane remodeling and an N-terminal domain that is released
to the extracellular medium where it binds DAP. Thus, in E. faecalis, LiaX functions as a sentinel
molecule recognizing DAP and controlling the cell membrane response, but less is known about LiaX in
E. faecium. Here, we found that liaX is essential in E. faecium with an activated LiaFSR system. Unlike E.
faecalis, E. faecium LiaX is not detected in the extracellular milieu and does not appear to alter
phospholipid architecture. We further postulated that LiaX could be used as a surrogate marker for cell
envelope activation and non-susceptibility to DAP. For this purpose, we developed and optimized a LiaX
enzyme-linked immunosorbent assay (ELISA). We then assessed 86 clinical E. faecium bloodstream
isolates for DAP MICs and used whole genome sequencing to assess for substitutions in LiaX. All DAP-
resistant clinical strains of E. faecium exhibited elevated LiaX levels. Strikingly, 73% of DAP-susceptible
isolates by standard MIC determination also had elevated LiaX ELISAs compared to a well-characterized
DAP-susceptible strain. Phylogenetic analyses of predicted amino acid substitutions showed 12 different
variants of LiaX without a specific association with DAP MIC or LiaX ELISA values. Our findings also
suggest that many E. faecium isolates that test DAP susceptible by standard MIC determination are likely
to have an activated cell stress response that may predispose to DAP failure. As LiaX appears to be
essential for the cell envelope response to DAP, its detection could prove useful to improve the accuracy
of susceptibility testing by anticipating therapeutic failure.
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Administration

Musgrove H, Ruby A, Chami E, Pollak E, Suleyman G, and Gupta A. Using interprofessional
collaboration to reduce reported rates of central-line-associated bloodstream infection in an intensive care
setting. Infect Control Hosp Epidemiol 2024; 1-3. Epub ahead of print. PMID: 38163995. Full Text

Surgical Intensive Care Unit, Henry Ford Hospital, Detroit, Michigan.

Department of Quality and Safety, Henry Ford Hospital, Detroit, Michigan.

Department of Anesthesiology, Henry Ford Hospital and Henry Ford Medical Group, Detroit, Michigan.
Department of Infectious Diseases, Henry Ford Hospital, Detroit, Michigan.

Department of Surgery, Henry Ford Hospital, Detroit, Michigan.

Using a multicomponent approach that included blood-culture stewardship, evaluation for secondary
sources of bloodstream infection, improved documentation, and prompt central-line removal, an
interprofessional team improved patient care and reduced central-line-associated bloodstream infection
rates in collaboration with the primary team on the surgical intensive care unit.

Administration

Parney IF, Warnick RE, Lang FF, Rutka JT, Kalkanis S, Glick R, Rosenblum ML, and Germano IM. The
AANS/CNS Section on Tumors: a summary of 40 years of advocacy to advance the care of patients with
brain and spine tumors. J Neurosurg 2024; 1-7. Epub ahead of print. PMID: 38277647. Full Text

1Department of Neurological Surgery, Mayo Clinic, Rochester, Minnesota.

2Mayfield Brain and Spine, Mayfield Clinic, Cincinnati, Ohio.

3Department of Neurosurgery, MD Anderson Cancer Center, Houston, Texas.

4Division of Neurosurgery, Department of Surgery, University of Toronto, Ontario, Canada.
5Department of Neurosurgery, Henry Ford Health, Detroit, Michigan.

6Department of Neurosurgery, Rush University, Chicago, lllinois; and.

7Department of Neurosurgery, Icahn School of Medicine, Mount Sinai, New York, New York.

The AANS/CNS Section on Tumors was founded 40 years ago in 1984 to assist in the education of
neurosurgeons interested in neuro-oncology, and serves as a resource for other national organizations
regarding the clinical treatment of nervous system tumors. The Section on Tumors was the first national
physicians' professional organization dedicated to the study and treatment of patients with brain and
spine tumors. Over the past 40 years, the Section on Tumors has built solid foundations, including
establishing the tumor section satellite meetings, founding the Journal of Neuro-Oncology (the first
medical journal dedicated to brain and spine surgical oncology), advancing surgical neuro-oncology
education and research, promoting neurosurgical involvement in neuro-oncology clinical trials, and
advocating for patients with brain and spine tumors. This review provides a synopsis of the Section on
Tumors' history, its challenges, and its opportunities, drawing on the section's archives and input from the
17 section chairs who led it during its first 40 years.

Administration

Reese JC, Fadel HA, Pawloski JA, Samir M, Haider S, Komatar RJ, Luther E, Morell AA, Ivan ME,
Robin AM, Kalkanis SN, and Lee |Y. Laser interstitial thermal therapy for deep-seated perivascular brain
tumors is not associated with distal ischemia. J Neurooncol 2024; Epub ahead of print. PMID: 38243083.
Full Text

Department of Neurosurgery, Henry Ford Health, 2799 West Grand Blvd, Detroit, Ml, 48202, USA.
jreesed@hfhs.org.

Department of Neurosurgery, Henry Ford Health, 2799 West Grand Blvd, Detroit, Ml, 48202, USA.
Wayne State University School of Medicine, Detroit, MI, USA.

University of Miami, Miami, FL, USA.

PURPOSE: Laser interstitial thermal therapy (LITT) is a minimally invasive cytoreductive treatment option

for brain tumors with a risk of vascular injury from catheter placement or thermal energy. This may be of
concern with deep-seated tumors that have surrounding end-artery perforators and critical
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microvasculature. The purpose of this study was to assess the risk of distal ischemia following LITT for
deep-seated perivascular brain tumors. METHODS: A retrospective review of a multi-institution database
was used to identify patients who underwent LITT between 2013 and 2022 for tumors located within the
insula, thalamus, basal ganglia, and anterior perforated substance. Demographic, clinical and volumetric
tumor characteristics were collected. The primary outcome was radiographic evidence of distal ischemia
on post-ablation magnetic resonance imaging (MRI). RESULTS: 61 LITT ablations for deep-seated
perivascular brain tumors were performed. Of the tumors treated, 24 (39%) were low-grade gliomas, 32
(52%) were high-grade gliomas, and 5 (8%) were metastatic. The principal location included 31 (51%)
insular, 14 (23%) thalamic, 13 (21%) basal ganglia, and 3 (5%) anterior perforated substance tumors. The
average tumor size was 19.6 cm(3) with a mean ablation volume of 11.1 cm(3). The median extent of
ablation was 92% (IQR 30%, 100%). Two patients developed symptomatic intracerebral hemorrhage after
LITT. No patient had radiographic evidence of distal ischemia on post-operative diffusion weighted
imaging. CONCLUSION: We demonstrate that LITT for deep-seated perivascular brain tumors has
minimal ischemic risks and is a feasible cytoreductive treatment option for otherwise difficult to access
intracranial tumors.

Administration

Vogt EL, Chibber S, Jiang C, Owda R, Caldwell MT, Harris LH, and Marsh EE. Trends in Encounters for
Emergency Contraception in US Emergency Departments, 2006-2020. JAMA Netw Open 2024;
7(1):e2353672. PMID: 38277150. Full Text

University of Michigan Medical School, Ann Arbor.

Division of Reproductive Endocrinology and Infertility, Department of Obstetrics and Gynecology,
University of Michigan, Ann Arbor.

Department of Obstetrics and Gynecology, University of Texas Southwestern, Dallas.

Complex Family Planning Section, Division of Gynecology, Department of Obstetrics and Gynecology,
University of Michigan, Ann Arbor.

Department of Emergency Medicine, Henry Ford Hospital, Detroit, Michigan.

Institute for Healthcare Policy and Innovation, University of Michigan, Ann Arbor.

Department of Women's and Gender Studies, College of Literature, Sciences, and the Arts, University of
Michigan, Ann Arbor.

Michigan Institute of Clinical and Health Research, University of Michigan, Ann Arbor.

This cross-sectional study of female emergency contraception users examines emergency contraception—
related emergency department use disparities and associations with policy changes.

Anesthesiology
Fayed M, Maroun W, Patel N, and Galusca D. Apneic Oxygenation: A Summarized Review and

Stepwise Approach. Cureus 2023; 15(12):e50916. PMID: 38249244, Full Text

Cardiothoracic Anesthesia, Montefiore Medical Center, Bronx, USA.

Anesthesiology, Pain Management and Perioperative Medicine, Henry Ford Health System, Detroit, USA.
Anesthesiology, Pain Management and Perioperative Medicine, Massachusetts General Hospital,
Harvard Medical School, Boston, USA.

Anesthesia and Critical Care, Henry Ford Health System, Detroit, USA.

Apneic oxygenation is a technique used during airway management procedures to maintain oxygenation
and prevent desaturation during a lack of ventilation. Despite its importance, there is a lack of
comprehensive information on how to achieve effective apneic oxygenation, leading to
misunderstandings and suboptimal utilization of this technique. Apneic oxygenation involves several key
steps. Firstly, patient selection is crucial, considering factors such as anticipated difficulty with airway
management, reduced functional residual capacity, increased oxygen consumption, and medical
conditions associated with impaired oxygenation. Secondly, adequate preoxygenation is essential to
optimize oxygen reserves before the onset of apnea, utilizing methods like non-rebreather oxygen masks
or specific breathing techniques. Thirdly, maintaining airway patency through techniques such as jaw
thrust or nasopharyngeal airway placement allows for unobstructed airflow during the apneic period.
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Lastly, the selection of the appropriate oxygen delivery method, such as high-flow nasal oxygen or nasal
cannula, depends on the patient's existing respiratory support. Despite the growing body of literature on
apneic oxygenation, current review articles often lack a stepwise approach for its proper execution. This
knowledge gap contributes to the misunderstanding and underutilization of this important tool during
intubation and airway management. In conclusion, apneic oxygenation is a valuable technique for
maintaining oxygenation during periods of apnea. However, the lack of comprehensive information and
stepwise guidance in the current literature hinders its optimal utilization. Clear guidelines and educational
resources should be developed to address this knowledge gap and ensure the safe and effective
implementation of apneic oxygenation. By following a stepwise approach that includes patient selection,
adequate preoxygenation, airway patency, and appropriate oxygen delivery, healthcare providers can
enhance patient outcomes and minimize the risk of desaturation during airway management procedures.

Anesthesiology
Hutchings H, Schwarze E, Was J, Cirino J, and Okereke I. Trauma pneumonectomy followed by

extracorporeal membrane oxygenation cannulation: a case report. AME Case Rep 2024; 8:10. PMID:
38234349. Full Text

Department of Surgery, Henry Ford Health, Detroit, MI, USA.
Department of Anesthesiology, Henry Ford Health, Detroit, MI, USA.

BACKGROUND: Trauma pneumonectomy remains an incredibly morbid procedure, reserved for the most
critical cases where it is the only surgical option to stop massive ongoing hemorrhage. There are only few
cases reported in the literature of survivors of trauma pneumonectomy complicated by acute respiratory
distress syndrome (ARDS). We present our case of long-term survival in this circumstance. Given the
limited published research on survival after prolonged veno-venous extracorporeal membrane
oxygenation (VV-ECMO), it is important to share our experiences using VV-ECMO as an adjunct for
pulmonary recovery. CASE DESCRIPTION: We present a case of a 35-year-old male patient who
survived a gunshot wound to the right lung following trauma pneumonectomy with the assistance of VV-
ECMO. He developed postoperative hemodynamic instability and required 38 days of VV-ECMO. He
ultimately survived discharge from the hospital. One year after his gunshot injury, the patient was living at
home with assistance. Urgent VV-ECMO cannulation and a multi-disciplinary approach was lifesaving in
the treatment of this patient's post-pneumonectomy ARDS. CONCLUSIONS: In review of the literature,
ECMO has been used in a few other cases of ARDS following trauma pneumonectomy to allow for full
pulmonary recovery. This case highlights the challenges following this morbid procedure, however with a
multidisciplinary approach and urgent use of ECMO, a favorable outcome can be achieved.

Anesthesiology
Mendez-Pino L, Zorrilla-Vaca A, and Hepner DL. Management of Preoperative Anemia. Anesthesiol Clin

2024; 42(1):65-73. PMID: 38278593. Full Text

Department of Anesthesiology, Perioperative and Pain Medicine, Brigham and Women's Hospital,
Harvard Medical School, 75 Francis Street, Boston, MA 02115-6110, USA; Department of
Anesthesiology, Pain Management and Perioperative Medicine, Henry Ford Hospital, 2799 W Grand
Boulevard, Detroit, Ml 48202, USA.

Department of Anesthesiology, Perioperative and Pain Medicine, Brigham and Women's Hospital,
Harvard Medical School, 75 Francis Street, Boston, MA 02115-6110, USA.

Department of Anesthesiology, Perioperative and Pain Medicine, Brigham and Women's Hospital,
Harvard Medical School, 75 Francis Street, Boston, MA 02115-6110, USA. Electronic address:
dhepner@bwh.harvard.edu.

Anemia is the most common modifiable risk factor for postoperative morbidity and mortality. Early
identification and optimal management are key to restore iron stores and ensure its resolution before
surgery. Several therapies have been proposed to treat anemia in the perioperative period, such as iron
supplementation and erythropoiesis-stimulating agents, though it remains unclear which is the most
optimal to improve clinical outcomes. This article summarizes the most updated evidence on
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perioperative management of anemia and denotes differences among the international guidelines to
reflect the conflicting evidence in this field and the need for further research in specific areas.

Anesthesiology
Yanko FM, Rivera A, Cheon EC, Mitchell JD, and Ballard HA. Patient and Technical Factors Associated

with Difficult Arterial Access and Ultrasound Use in the Operating Room. Children (Basel) 2023; 11(1).
PMID: 38255335. Full Text

Feinberg School of Medicine, Northwestern University Feinberg School of Medicine, Chicago, IL 60611,
USA.

Ann & Robert H. Lurie Children's Hospital of Chicago, Chicago, IL 60611, USA.

Henry Ford Health, Detroit, Ml 48202, USA.

Arterial catheterization enables continuous hemodynamic monitoring but has been shown to cause
severe complications, especially when multiple attempts are required. The aim of this study was to
explore what factors were associated with multiple attempts and ultrasound use in the operating room.
We performed a retrospective analysis of patients who had arterial catheters inserted at a tertiary care
children's hospital from January 2018 to March 2022, identifying clinical factors that were associated with
both outcomes. A total of 3946 successful arterial catheter insertions were included. Multivariable
analysis showed multiple attempts were associated with noncardiac surgery: pediatric (OR: 1.79, 95% CI:
1.30-2.51), neurologic (OR: 2.63, 95% CI: 1.89-3.57), orthopedic (OR: 3.23, 95% CI: 2.27-4.55), and non-
radial artery placement (OR: 5.00, 95% CI: 3.33-7.14) (all p < 0.001). Multivariable analysis showed
ultrasound use was associated with neonates (OR: 9.6, 95% ClI: 4.1-22.5), infants (OR: 6.98, 95% CI:
4.67-10.42), toddlers (OR: 6.10, 95% ClI: 3.8-9.8), and children (OR: 2.0, 95% CI: 1.7-2.5) compared to
teenagers, with cardiac surgery being relative to other specialties-pediatric (OR: 0.48, 95% CI: 0.3-0.7),
neurologic (OR: 0.27, 95% CI: 0.18-0.40), and orthopedic (OR: 0.38, 95% CI: 0.25-0.58) (all p < 0.001). In
our exploratory analysis, increased odds of first-attempt arterial catheter insertion success were
associated with cardiac surgery, palpation technique, and radial artery placement. Younger patient age
category, ASA lll and IV status, cardiac surgery, and anesthesiologist placement were associated with
increased odds of ultrasound use.

Behavioral Health Services/Psychiatry/Neuropsychology

Patel SR, Yeh HH, Eke-Usim A, Ahmedani BK, Rossom RC, Miller-Matero L, Simon GE, Penfold RB,
Smith AO, Beebani G, and Akinyemi E. Reduced Disruption in Psychotherapy Visits Among Older Adults
During the COVID-19 Pandemic. Am J Geriatr Psychiatry 2024; Epub ahead of print. PMID: 38216356.
Full Text

Department of Psychiatry (SRP), Michigan Medicine, Ann Arbor, MI. Electronic address:
shivalpa@med.umich.edu.

Center for Health Policy & Health Services Research (HHY, BKA, LMM), Henry Ford Health, Detroit, MI.
Department of Psychiatry (AEU), Authority Health, Detroit, MI.

Center for Health Policy & Health Services Research (HHY, BKA, LMM), Henry Ford Health, Detroit, Ml;
Behavioral Health Services (BKA, LMM, GB), Henry Ford Health, Detroit, MI.

Division of Research (RCR), HealthPartners Institute, Minneapolis, MA.

Kaiser Permanente Washington Health Research Institute (GES, RBP), Seattle, WA.

Department of Health Policy and Behavioral Sciences (AOS), Kaiser Permanente Georgia, Center for
Research and Evaluation, Georgia State University School of Public Health, Atlanta, GA.

Behavioral Health Services (BKA, LMM, GB), Henry Ford Health, Detroit, MI.

Department of Psychiatry (EA), Ascension Health, Warren, MI.

Behavioral Health Services/Psychiatry/Neuropsychology
Poland C, Stoltman JJK, and Felton JW. Medication for the Treatment of Opioid Use Disorder in
Pregnancy Is Essential. JAMA Intern Med 2024; Epub ahead of print. PMID: 38252452. Full Text

Henry Ford Health + Michigan State University Health Sciences, Grand Rapids.
Opioid Policy Institute, Grand Rapids, Michigan.
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Cardiology/Cardiovascular Research

Alexandrou M, Rempakos A, Mutlu D, Ogaili AA, Choi JW, Poommipanit P, Alaswad K, Basir MB,
Davies R, Benton S, Jaffer FA, Chandwaney RH, Kearney KE, EIGuindy AM, Rafeh NA, Goktekin O,
Gorgulu S, Khatri JJ, Krestyaninov O, Khelimskii D, Rangan BV, Mastrodemos OC, Burke MN, Sandoval
Y, Lombardi WL, Brilakis ES, and Azzalini L. Comparative Analysis of Polymer Versus Non-Polymer
Jacketed Wires in Chronic Total Occlusion Percutaneous Coronary Intervention. Am J Cardiol 2024;
Epub ahead of print. PMID: 38224729. Full Text

Minneapolis Heart Institute and Minneapolis Heart Institute Foundation, Abbott Northwestern Hospital,
Minneapolis, Minnesota.

Texas Health Presbyterian Hospital, Dallas, Texas.

University Hospitals, Case Western Reserve University, Cleveland, Ohio.

Henry Ford Cardiovascular Division, Detroit, Michigan.

WellSpan York Hospital, York, Pennsylvania.

Massachusetts General Hospital, Boston, Massachusetts.

Oklahoma Heart Institute, Tulsa, Oklahoma.

Division of Cardiology, Department of Medicine, University of Washington, Seattle, Washington.
Aswan Heart Center, Magdi Yacoub Foundation, Cairo, Egypt.

North Oaks Health System, Hammond, Louisiana.

Memorial Bahcelievler Hospital, Istanbul, Turkey.

Biruni University Medical School, Istanbul, Turkey.

Cleveland Clinic, Cleveland, Ohio.

Meshalkin Novosibirsk Research Institute, Novosibirsk, Russian Federation.

Division of Cardiology, Department of Medicine, University of Washington, Seattle, Washington.
Electronic address: azzalini@uw.edu.

There is significant variation in wire utilization patterns for chronic total occlusion (CTO) percutaneous
coronary intervention. This study aimed to compare the outcomes of polymer-jacketed wires (PJWs)
versus non-PJWs in anterograde procedures. We analyzed clinical and angiographic characteristics, and
procedural outcomes of 7,575 anterograde CTO percutaneous coronary interventions that were
performed at 47 centers between 2012 and 2023. Cases in which PJWs were exclusively used were
classified in the PJW group, whereas cases where at least one non-PJW was employed were classified in
the non-PJW group. Study end points were as follows: technical success, coronary perforation, major
adverse cardiac event. PJWs were exclusively used in 3,481 cases (46.0%). These cases had lower
prevalence of proximal cap ambiguity, blunt stump, and moderate/severe calcification. They also had
lower Japanese CTO (J-CTO), Prospective Global Registry for the Study of Chronic Total Occlusion
(PROGRESS-CTO), and PROGRESS-CTO complications scores, higher technical success (94.3% vs
85.7%, p <0.001), and lower perforation rates (2.2% vs 3.2%, p = 0.013). Major adverse cardiac event
rates did not differ between groups (1.3% vs 1.5%, p = 0.53). Exclusive use of PJWs was independently
associated with higher technical success in both the multivariable (odds ratio [OR] 2.66, 95% confidence
interval [CI] 2.13 to 3.36, p <0.001) and inverse probability of treatment weight analysis (OR 2.43, 95% ClI
2.04 to0 2.89, p <0.001). Exclusive use of PJWs was associated with lower risk of perforation in the
multivariable analysis (OR 0.69, 95% CI 0.49 to 0.95, p = 0.02), and showed a similar trend in the inverse
probability of treatment weight analysis (OR 0.77, 95% CI 0.57 to 1.04, p = 0.09). Exclusive use of PJWs
is associated with higher technical success and lower perforation risk in this non-randomized series of
patients.

Cardiology/Cardiovascular Research

Baran DA, Billia F, Randhawa V, Cowger JA, Barnett CM, Chih S, Ensminger S, Hernandez-Montfort J,
Sinha SS, Vorovich E, Proudfoot A, Lim HS, Blumer V, Jennings DL, Reshad Garan A, Renedo MF, Hanff
TC, and Kanwar MK. Consensus statements from the International Society for Heart and Lung
Transplantation consensus conference: Heart failure-related cardiogenic shock. J Heart Lung Transplant
2024; 43(2):204-216. PMID: 38069919. Full Text

Cleveland Clinic, Florida. Electronic address: Barand@ccf.org.
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University of Toronto, Toronto, Ontario, Canada.

Henry Ford Health, Detroit, Michigan.

University of California, San Francisco, California.

University of Ottawa Heart Institute, Ottawa, Ontario, Canada.

University of Liibeck, Germany.

Baylor Scott and White, Texas.

Inova Fairfax Medical Campus, Virginia.

Northwestern University, lllinois.

St. Bartholomew's Hospital, United Kingdom.

University Hospitals Birmingham NHS Foundation Trust, Birmingham, UK.
Columbia University, New York.

Beth Israel Deaconess Medical Center, Massachusetts.

Fundacion Favaloro, Argentina.

University of Utah, Utah.

Allegheny Health Network, Pennsylvania. Electronic address: Manreet.Kanwar@ahn.org.

The last decade has brought tremendous interest in the problem of cardiogenic shock. However, the
mortality rate of this syndrome approaches 50%, and other than prompt myocardial revascularization,
there have been no treatments proven to improve the survival of these patients. The bulk of studies have
been in patients with acute myocardial infarction, and there is little evidence to guide the clinician in those
patients with heart failure cardiogenic shock (HF-CS). An International Society for Heart and Lung
Transplant consensus conference was organized to better define, diagnose, and manage HF-CS. There
were 54 participants (advanced heart failure and interventional cardiologists, cardiothoracic surgeons,
critical care cardiologists, intensivists, pharmacists, and allied health professionals) with vast clinical and
published experience in CS, representing 42 centers worldwide. This consensus report summarizes the
results of a premeeting survey answered by participants and the breakout sessions where predefined
clinical issues were discussed to achieve consensus in the absence of robust data. Key issues discussed
include systems for CS management, including the "hub-and-spoke" model vs a tier-based network,
minimum levels of data to communicate when considering transfer, disciplines that should be involved in
a "shock team," goals for mechanical circulatory support device selection, and optimal flow on such
devices. Overall, the document provides expert consensus on some important issues facing practitioners
managing HF-CS. It is hoped that this will clarify areas where consensus has been reached and stimulate
future research and registries to provide insight regarding other crucial knowledge gaps.

Cardiology/Cardiovascular Research

Chang J, Javaheri A, Sauer A, Windsor S, Fu Z, Jones P, Margulies K, Lanfear D, Nassif MJ, Husain M,
Inzucchi S, McGuire D, Pitt B, Scirica B, and Kosiborod M. Cardiac And Kidney Benefits Of Dapagliflozin
Are Associated With ApoM Levels In Patients With Heart Failure With Reduced Ejection Fraction. J Card
Fail 2024; 30(1):236-236. PMID: Not assigned. Full Text

University of Missouri - Kansas City School of Medicine, Kansas City, MO
Washington University School of Medicine in St. Louis

Saint Luke's Mid-America Heart Institute, Kansas City, KS

Saint Luke's Mid America Heart Institute, Kansas City, MO

The University of Pennsylvania Health System, Villanova, PA

Henry Ford Health System, Detroit, Ml

Toronto General Hospital Research Institute, Toronto, ON, Canada

Yale University School of Medicine, New Haven, CT

UT Southwestern Medical Center, Dallas, TX

The University of Michigan Medical School - Michigan Medicine, Ann Arbor, Ml
Brigham and Women's Hospital, Heart and Vascular Center, Boston, MA
Saint Luke's Health System Kansas City, Kansas City, MO

Background: Apolipoprotein M (ApoM) is protective in the heart and kidney via interactions with

sphingosine-1 phosphate in the myocardium and endothelium. Sodium-glucose cotransporter-2 inhibitors
(SGLT2i) increase ApoM levels, reduce inflammation, and improve cardiac function. SGLT2i improve
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outcomes for patients with heart failure (HF); however, the mechanisms are not fully understood. We
aimed to investigate the effect of the SGLT2i dapagliflozin in the heart and kidney by examining its
association with ApoM in patients with HF with reduced ejection fraction (HFrEF) in the DEFINE-HF Trial.
Objective: To explore the relationship between ApoM and cardiac and renal biomarkers and its
association with dapagliflozin treatment in patients with HFrEF. Methods: We performed a secondary
analysis of the DEFINE-HF trial, which included 263 patients with HFrEF randomized to dapagliflozin 10
mg daily or placebo for 12 weeks. We examined the effects of dapagliflozin on change in ApoM from
baseline to 12 weeks. We also evaluated the association between changes in ApoM and NT-proBNP and
urine albumin-creatinine ratio (UACR) from baseline to 12 weeks using multivariable linear regression
adjusted for baseline value of the respective covariate, baseline ApoM, age, race, sex, eGFR, and type 2
diabetes mellitus; additional models included change in ApoM*treatment interaction terms. Results: 236
(89.7%) patients had available ApoM values (mean 0.641 + 0.181 uM). In the overall population,
dapagliflozin vs. placebo had no significant effect on change in ApoM (-0.002 uM, 95% CI -0.029 to
0.247; P = 0.89 for the dapagliflozin group). However, each 0.1 uM increase in ApoM level at 12 weeks
was associated with a significantly decreased log-transformed NT-proBNP in the overall cohort (-0.11,
95% CI-0.18 to -0.03, P =0.006). This association was evident in the dapagliflozin group (-0.19; 95% CI -
0.28 to -0.09, P<0.001) but not in the placebo group (0.04; 95% CI -0.09 to 0.16, P =0.57; P for
interaction = 0.025). The inverse relationship between ApoM and log-transformed NT-proBNP levels also
varied by change in UACR. Dapagliflozin-treated patients with a reduction in UACR at 12 weeks (n =53,
22%) experienced a mean reduction in log-transformed NT-proBNP of -0.28 per 0.1 uM increase in ApoM
(95% CI -0.41 to -0.15; P < 0.001); versus -0.07 (95% CI -0.19 to - 0.06; P = 0.47) for dapagliflozin-treated
patients without a change or increase in UACR. Placebo-treated patients with reduced UACR over twelve
weeks did not have a significant reduction in log-transformed NT-proBNP per 0.1 uM increase in ApoM (-
0.17, -0.37 to 0.035, P = 0.11). Conclusion: In the DEFINE-HF trial of patients with HFrEF, dapagliflozin
did not significantly affect overall ApoM levels. However, an increase in ApoM at 12 weeks was
associated with a decline in log-transformed NT-proBNP levels. This relationship was only seen in
dapagliflozin-treated patients, especially if significant alouminuria was present at baseline and was
reduced over 12 weeks. These data suggest that favorable effects of SGLT2i in HFrEF may be
associated with increases in ApoM.
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BACKGROUND: Omecamtiv mecarbil improves outcomes in patients with heart failure and reduced
ejection fraction (HFrEF). We examined the relationship between baseline troponin levels, change in
troponin levels over time and the treatment effect of omecamtiv mecarbil in patients enrolled in the Global
Approach to Lowering Adverse Cardiac Outcomes through Improving Contractility in Heart Failure
(GALACTIC-HF) trial (NCT02929329). METHODS: GALACTIC-HF was a double-blind, placebo-controlled
trial that randomized 8256 patients with symptomatic HFrEF to omecamtiv mecarbil or placebo. High-
sensitivity troponin | (cTnl) was measured serially at a core laboratory. We analyzed the relationship
between both baseline cTnl and change in cTnl concentrations with clinical outcomes and the treatment
effect of omecamtiv mecarbil. RESULTS: Higher baseline cTnl concentrations were associated with a risk
of adverse outcomes (hazard ratio for the primary endpoint of time to first HF event or CV death = 1.30;
95% CI 1.28, 1.33; P < 0.001 per doubling of baseline cTnl). Although the incidence of safety outcomes
was higher in patients with higher baseline cTnl, there was no difference between treatment groups.
Treatment with omecamtiv mecarbil led to a modest increase in cTnl that was related to plasma
concentrations of omecamtiv mecarbil, and it peaked at 6 weeks. An increase in troponin from baseline to
week 6 was associated with an increased risk of the primary endpoint (P < 0.001), which was similar,
regardless of treatment assignment (P value for interaction = 0.2). CONCLUSIONS: In a cohort of patients
with HFrEF, baseline cTnl concentrations were strongly associated with adverse clinical outcomes.
Although cTnl concentrations were higher in patients treated with omecamtiv mecarbil, we did not find a
differential effect of omecamtiv mecarbil on either safety or efficacy based on baseline cTnl status or
change in cTnl.
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Foley KM, Kennedy KF, Lima FV, Secemsky EA, Banerjee S, Goodney PP, Shishehbor MH, Soukas PA,
Hyder ON, Abbott JD, and Aronow HD. Treatment Variability Among Patients Hospitalized for Chronic
Limb-Threatening Ischemia: An Analysis of the 2016 to 2018 US National Inpatient Sample. J Am Heart
Assoc 2024; e030899. Epub ahead of print. PMID: 38240207. Full Text
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BACKGROUND: Little is known about treatment variability across US hospitals for patients with chronic
limb-threatening ischemia (CLTI). METHODS AND RESULTS: Data were collected from the 2016 to 2018
National Inpatient Sample. All patients aged =18 years, admitted to nonfederal US hospitals with a
primary diagnosis of CLTI, were identified. Patients were classified according to their clinical presentation
(rest pain, skin ulceration, or gangrene) and were further characterized according to the treatment
strategy used. The primary outcome of interest was variability in CLTI treatment, as characterized by the
median odds ratio. The median odds ratio is defined as the likelihood that 2 similar patients would be
treated with a given modality at 1 versus another randomly selected hospital. There were 15 896
(weighted n=79 480) hospitalizations identified where CLTI was the primary diagnosis. Medical therapy
alone, endovascular revascularization £ amputation, surgical revascularization + amputation, and
amputation alone were used in 4057 (25%), 5390 (34%), 3733 (24%), and 2716 (17%) patients,
respectively. After adjusting for both patient- and hospital-related factors, the median odds ratio (95% CI)
for medical therapy alone, endovascular revascularization + amputation, surgical revascularization =
amputation, any revascularization, and amputation alone were 1.28 (1.19-1.38), 1.86 (1.77-1.95), 1.65
(1.55-1.74), 1.37 (1.28-1.45), and 1.42 (1.27-1.55), respectively. CONCLUSIONS: Significant variability in
CLTI treatment exists across US hospitals and is not fully explained by patient or hospital characteristics.
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BACKGROUND: Following regulatory approval, medical devices may be used "off-label." Patent foramen
ovale (PFO) closure is indicated to reduce recurrent stroke but has been proposed for other indications,
including migraine, transient ischemic attack, and diving decompression illness. We sought to evaluate
PFO closure rates and indications relative to the timing of regulatory approval and publication of key
randomized trials. METHODS: We performed a retrospective cohort study using the OptumLabs Data
Warehouse of US commercial insurance enrollees from 2006 to 2019. We quantified PFO closure among
individuals with =2 years of preprocedure coverage to establish indications, classified hierarchically as
stroke/systemic embolism, migraine, transient ischemia attack, or other. RESULTS: We identified 5315
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patients undergoing PFO closure (51.8% female, 29.2%260 years old), which increased from 4.75 per
100 000 person-years in 2006 to 6.60 per 100 000 person-years in 2019. Patients aged =60 years
accounted for 29.2% of closures. Procedure volumes corresponded weakly with supportive clinical
publications and device approval. Among patients with PFO closure, 58.6% underwent closure for
stroke/systemic embolism, 10.2% for transient ischemia attack, 8.8% for migraine, and 22.4% for other
indications; 17.6% of patients had atrial fibrillation at baseline; and 11.9% developed atrial fibrillation
postprocedure. Those aged 260 years and male were less likely to undergo closure for migraine than
stroke/systemic embolism. CONCLUSIONS: From 2006 to 2019, PFO closure use was consistently low
and corresponded weakly with clinical trial publications and regulatory status. Nearly half of patients
underwent PFO closure for indications unapproved by the Food and Drug Administration. Regulators and
payers should coordinate mechanisms to promote utilization for approved indications to ensure patient
safety and should facilitate clinical trials for other possible indications.
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In recent years, there have been significant advancements in the understanding, risk-stratification, and
treatment of cardiogenic shock (CS). Despite improved pharmacologic and device-based therapies for
CS, short-term mortality remains as high as 50%. Most recent efforts in research have focused on CS
related to acute myocardial infarction, even though heart failure related CS (HF-CS) accounts for >50% of
CS cases. There is a paucity of high-quality evidence to support standardized clinical practices in
approach to HF-CS. In addition, there is an unmet need to identify disease-specific diagnostic and risk-
stratification strategies upon admission, which might ultimately guide the choice of therapies, and thereby
improve outcomes and optimize resource allocation. The heterogeneity in defining CS, patient
phenotypes, treatment goals and therapies has resulted in difficulty comparing published reports and
standardized treatment algorithms. An International Society for Heart and Lung Transplantation (ISHLT)
consensus conference was organized to better define, diagnose, and manage HF-CS. There were 54
participants (advanced heart failure and interventional cardiologists, cardiothoracic surgeons, critical care
cardiologists, intensivists, pharmacists, and allied health professionals), with vast clinical and published
experience in CS, representing 42 centers worldwide. State-of-the-art HF-CS presentations occurred with
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subsequent breakout sessions planned in an attempt to reach consensus on various issues, including but
not limited to models of CS care delivery, patient presentations in HF-CS, and strategies in HF-CS
management. This consensus report summarizes the contemporary literature review on HF-CS presented
in the first half of the conference (part 1), while the accompanying document (part 2) covers the breakout
sessions where the previously agreed upon clinical issues were discussed with an aim to get to a
consensus.
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BACKGROUND: There are limited data on the clinical characteristics and outcomes of patients who
require prolonged mechanical circulatory support (MCS) after Impella-supported high-risk percutaneous
coronary intervention (HR-PCI). AIMS: The aim of this study is to describe the contemporary clinical
characteristics, outcomes, and predictors associated with prolonged MCS support after assisted HR-PCI.
METHODS: Patients enrolled in the prospective, multicentre, clinical endpoint-adjudicated PROTECT llI
study who had undergone HR-PCI using Impella were evaluated. Patient and procedural characteristics
and outcomes for those who received prolonged MCS beyond the duration of their index procedure were
compared to those in whom MCS was successfully weaned and explanted at the conclusion of the index
PCl. RESULTS: Among 1,155 patients who underwent HR-PCI with Impella between 2017 and 2020 and
had sufficient data to confirm the duration of Impella support, 16.5% received prolonged MCS (mean
duration 25.2+31.1 hours compared with 1.8+5.8 hours for those who only received intraprocedural MCS).
Patients receiving prolonged support presented with more urgent indications (e.g., acute coronary
syndromes [ACS], lower ejection fraction [EF], elevated baseline heart rate and lower systolic blood
pressure). Use of the Impella CP, intraprocedural complications, periprocedural complications and in-
hospital mortality were all more common amongst the prolonged MCS group. Prolonged MCS was
associated with increased rates of major adverse cardiovascular and cerebrovascular events,
cardiovascular death, and all-cause mortality at 90-day follow-up. CONCLUSIONS: Patients receiving
prolonged MCS after Impella-supported HR-PCI presented with more ACS, reduced EF and less
favourable haemodynamics. Additionally, they were more likely to experience intraprocedural and
periprocedural complications as well as increased in-hospital and post-discharge mortality.
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Threatening Ischemia: A Meta-Analysis of Randomized Controlled Trials. Am J Cardiol 2024; Epub ahead
of print. PMID: 38232807. Full Text
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Timely revascularization is essential for limb salvage and to reduce mortality in patients with chronic limb-
threatening ischemia (CLTI). In patients who are candidates for endovascular therapy and surgical
bypass, the optimal revascularization strategy remains uncertain. Recently published randomized
controlled trials (RCTs) have presented conflicting results. We conducted a trial-level meta-analysis to
compare the outcomes between endovascular-first and surgery-first strategies for revascularization.
PubMed, Web of Science, and the Cochrane Library were searched to identify RCTs comparing the
outcomes of endovascular-first versus surgery-first strategies for revascularization in patients with CLTI.
Data were pooled for major outcomes and their aggregate risk ratios (RRs) with 95% confidence intervals
were calculated using a random-effects model. Kaplan-Meier curves for amputation-free survival and
overall survival time were plotted using the pooled aggregated data from published curves, with their
corresponding hazard ratios (HRs) and 95% confidence intervals reported for up to 5 years of follow-up. A
total of 3 RCTs with 2,627 patients (1,312 endovascular-first and 1,315 surgery-first) were included in the
meta-analysis. Of these, 1,864 patients (70.9%) were men and 347 (13.2%) were older than 80 years.
Comparing the endovascular-first and surgery-first approaches, there was no significant difference in the
overall (HR 0.92 [0.83 to 1.01], p = 0.09) or amputation-free survival (HR 0.98 [0.92 to 1.03], p=0.42),
reintervention (RR 1.24 [0.74 to 2.07], p = 0.41), major amputation, (RR 1.16 [0.87 to 1.54], p=0.31), or
therapeutic crossover (RR 0.92 [0.37 to 2.26], p = 0.85). In conclusion, data from available RCTs suggest
that there is no difference in clinical outcomes between endovascular-first and surgery-first
revascularization strategies for CLTI. A planned patient-level meta-analysis may provide further insight.
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Percutaneous revascularization is the primary strategy for treating lower extremity venous and arterial
disease. Angiography is limited by its ability to accurately size vessels, precisely determine the degree of
stenosis and length of lesions, characterize lesion morphology, or correctly diagnose postintervention
complications. These limitations are overcome with use of intravascular ultrasound (IVUS). IVUS has
demonstrated the ability to improve outcomes following percutaneous coronary intervention, and there is
increasing evidence to support its benefits in the setting of peripheral vascular intervention. At this stage
in its evolution, there remains a need to standardize the use and approach to peripheral vascular IVUS
imaging. This manuscript represents considerations and consensus perspectives that emerged from a
roundtable discussion including 15 physicians with expertise in interventional cardiology, interventional
radiology, and vascular surgery, representing 6 cardiovascular specialty societies, held on February 3,
2023. The roundtable's aims were to assess the current state of lower extremity revascularization, identify
knowledge gaps and need for evidence, and determine how IVUS can improve care and outcomes for
patients with peripheral arterial and deep venous pathology.
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Shah Y, Shah T, Schwartz A, Poddar K, O'Neill W, Anderson M, Wohns D, Meraj P, Palacios |, Kapur N,
Almedhychy A, and Lansky A. Safety And Efficacy Of Impella RP Support For Acute Right Ventricular
Failure Complicated By Cardiogenic Shock: Post Market Approval Sub-Analysis Of The CVAD Registry. J
Card Fail 2024; 30(1):269-269. PMID: Not assigned. Full Text
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von Buchwald CL, Mohammed M, Shpilsky D, Frisoli T, Lee J, Pedro Engel Gonzalez PA, Wang D,
O'Neill B, O'Neill WW, and Villablanca PA. Contemporary experience of percutaneous management of
complex aortic and ventricular pseudoaneurysms associated to perivalvular leak. A case series and
review of literature. Cardiovasc Revasc Med 2023; Epub ahead of print. PMID: 38212236. Full Text
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Electronic address: claudialamavb@gmail.com.

Department of Internal Medicine, Henry Ford Hospital, Detroit, MI, USA.

Center for Structural Heart Disease, Henry Ford Hospital, Cardiology Division, Detroit, Ml, USA.

BACKGROUND: Percutaneous closure of aortic and ventricular pseudoaneurysms (PSA) has only been
reported on a case report and series basis. In previous case reports, percutaneous closure has been
performed successfully in patients of prohibitive surgical risk. This case series aims to show feasibility of
percutaneous closure of aortic and ventricular pseudoaneurysm secondary to perivalvular leak (PVL) in a
small patient population and the utility of multimodality imaging as an integral tool in procedural planning.
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This is the largest complex case series to date describing the feasibility and success rate of complex PSA
closure, with a follow-up period of up to 4 years. MATERIAL AND METHODS: We performed institutional
review and systemic literature review to identify all paravalvular leak cases with associated
pseudoaneurysm formation for which a closure procedure was performed. Ten patients were identified.
Pooled analysis for cases from institutional review (n = 10) and systemic literature review (n = 39) was
performed. The success rate was 100 %. At 30-days, the mortality was 0 %. CONCLUSION: In
paravalvular leak patients with subsequent pseudoaneurysm formation, exhaustive imaging evaluation is
required for closure. However, it can be achievable with favorable rates of success.

Center for Health Policy and Health Services Research
Barnes J, and Vance AJ. Perspectives on Parenting in the NICU: Advocacy, Support, and Partnership.
Adv Neonatal Care 2024; 24(1):1-3. PMID: 38271290. Full Text
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Braciszewski JM, Colby SM, Franklin MJ, Stout RL, Vose-O'Neal A, and Bock BC. Technology-Based
Smoking Cessation for Youth Exiting Foster Care: A Pilot Randomized Trial. J Public Child Welf 2024;
18(1):61-79. PMID: 38144460. Request Article
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Wayne State University, Detroit, MI.

Pacific Institute for Research and Evaluation, Calverton, MD.
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Despite high rates of cigarette use, little attention has been paid to screening and cessation services for
youth in foster care. Study aims were to test the feasibility, acceptability, and preliminary efficacy of a
technology-based smoking cessation intervention. Study enrollment, satisfaction, and engagement were
high in the intervention arm, where readiness to change also significantly increased over time.
Intervention and control participants significantly reduced cigarette use at 6-month follow up, though
groups did not differ. Technology-based interventions appear to be attractive and offer a potentially
scalable link to health care that this vulnerable population may not otherwise seek.

Center for Health Policy and Health Services Research

Lu M, Rupp LB, Melkonian C, Trudeau S, Daida YG, Schmidt MA, and Gordon SC. Real-World Safety
and Effectiveness of an 8-Week Regimen of Glecaprevir/Pibrentasvir in Patients with Hepatitis C and
Cirrhosis. Adv Ther 2024; Epub ahead of print. PMID: 38169058. Full Text

Department of Public Health Sciences, Henry Ford Health, One Ford Place, Detroit, MI, 48202, USA.
mlul@hfhs.org.

Department of Epidemiology and Biostatistics, College of Human Medicine, Michigan State University,
East Lansing, Ml, USA. mlul@hfhs.org.

Department of Health Policy and Health Services Research, Henry Ford Health, Detroit, MI, USA.
Department of Public Health Sciences, Henry Ford Health, One Ford Place, Detroit, MI, 48202, USA.
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Department of Gastroenterology and Hepatology, Henry Ford Health, Detroit, MI, USA.

School of Medicine, Wayne State University, Detroit, MIl, USA.

INTRODUCTION: In 2019, an 8-week regimen of glecaprevir/ pibrentasvir (GLE/PIB) was FDA-approved
for treatment of chronic hepatitis C (HCV) in patients with cirrhosis. We used data from the Chronic
Hepatitis Cohort Study (CHeCS) to evaluate treatment response and adverse events among patients with
HCV and cirrhosis under routine clinical care. METHODS: Using an intention-to-treat (ITT)/modified ITT
(mITT) approach, endpoints were (1) sustained virological response (SVR) at 12 weeks (SVR12) post-

16


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:38271290
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:38144460
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:38169058

treatment; and (2) adverse events (AEs)/serious AEs during treatment. Patients with cirrhosis from two
CHeCS sites were included if they were prescribed GLE/PIB from August 2017 to June 2020. Detailed
treatment and clinical data were collected. Patient baseline characteristics were described with
mean/standard deviation (std) for continuous variables, and proportions for categorical variables.
Analyses were propensity score adjusted. The final model retained variables that were significant with

p value <0.05. RESULTS: The ITT sample included 166 patients, with 43, 116, and 7 patients in the 8-
week, 12-week, and > 12-week planned treatment groups. Among them, 159 had confirmed SVR (95.8%,
LCL 93.2%). The mITT analysis included 160 patients after excluding 6 with unknown HCV RNA results;
159 achieved SVR (99.4%, LCL 98.3%). There were no significant differences in rates of SVR between
the 8-week and 12-week regimens in either analysis, nor any association with patient characteristics.
SAEs were experienced by 1 patient (2%) in the 8-week group, 7 (5%) in the 12-week group (including
one death), and 2 (29%) in the > 12-week group; 4 patients (from the 12-week group) experienced serious
AEs or hepatic events that were "likely attributable" to GLE/PIB treatment. CONCLUSION: An 8-week
regimen of GLE/PIB is well tolerated and highly effective among US patients with HCV and cirrhosis
receiving routine clinical care.
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Patel SR, Yeh HH, Eke-Usim A, Ahmedani BK, Rossom RC, Miller-Matero L, Simon GE, Penfold RB,
Smith AO, Beebani G, and Akinyemi E. Reduced Disruption in Psychotherapy Visits Among Older Adults
During the COVID-19 Pandemic. Am J Geriatr Psychiatry 2024; Epub ahead of print. PMID: 38216356.
Full Text
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Department of Health Policy and Behavioral Sciences (AOS), Kaiser Permanente Georgia, Center for
Research and Evaluation, Georgia State University School of Public Health, Atlanta, GA.
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Rebordosa C, Thomsen RW, Tave AK, Madsen M, Beachler DC, Martinez D, Garcia-Esteban R, Plana E,
Tormos A, Farsani SF, Perez-Gutthann S, and Pladevall-Vila M. Liver, renal, genitourinary and diabetic
ketoacidosis risks among new users of empagliflozin versus dipeptidyl peptidase-4 inhibitors in patients
with type 2 diabetes: Post-authorization safety study based on multinational cohorts. Diabetes Obes
Metab 2024; Epub ahead of print. PMID: 38234181. Full Text

RTI Health Solutions, Barcelona, Spain.

Department of Clinical Epidemiology, Aarhus University and Aarhus University Hospital, Aarhus,
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Carelon Research, Wilmington, Delaware, USA.
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AIM: To estimate risks of diabetic ketoacidosis (DKA), acute liver injury (ALI), acute kidney injury (AKI),
chronic kidney disease (CKD), severe complications of urinary tract infection (UTI) and genital infection
(GIl) among patients with type 2 diabetes initiating empagliflozin versus those initiating a dipeptidyl
peptidase-4 (DPP-4) inhibitor. MATERIALS AND METHODS: In this large multinational, observational,
new-user cohort study in UK, Danish and US healthcare data sources, patients initiated empagliflozin or a
DPP-4 inhibitor between August 2014 and August 2019, were aged =218 years, and had =12 months'
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continuous health plan enrolment. Incidence rates by exposure and incidence rate ratios, adjusted for
propensity-score deciles, were calculated. RESULTS: In total, 64 599 empagliflozin initiators and 203 315
DPP-4 inhibitor initiators were included. There was an increased risk [pooled adjusted incidence rate
ratios (95% confidence interval)] of DKA [2.19 (1.74-2.76)] and decreased risks of ALI [0.77 (0.50-1.19) in
patients without predisposing conditions of liver disease; 0.70 (0.56-0.88) in all patients] and AKI [0.54
(0.41-0.73)]. In the UK data, there was an increased risk of Gl [males: 4.04 (3.46-4.71); females: 3.24
(2.81-3.74)] and decreased risks of CKD [0.53 (0.43-0.65)] and severe complications of UTI [0.51 (0.37-
0.72)]. The results were generally consistent in subgroup and sensitivity analyses. CONCLUSIONS:
Compared with DDP-4 inhibitor use, empagliflozin use was associated with increased risks of DKA and Gl
and decreased risks of ALI, AKI, CKD and severe complications of UTI. These associations are
consistent with previous studies and known class effects of sodium-glucose cotransporter 2 inhibitors,
including renoprotective effects and beneficial effects on alanine aminotransferase levels.

Center for Health Policy and Health Services Research

Sesay MM, McCracken CE, Stewart C, Simon G, Penfold R, Ahmedani B, Rossom RC, Lu CY, Beck A,
Coleman KJ, Daida Y, Lynch FL, Zeber J, Copeland L, and Owen-Smith A. Short report: Transition to
International Classification of Diseases, 10th Revision and the prevalence of autism in a cohort of
healthcare systems. Autism 2024; Epub ahead of print. PMID: 38240250. Full Text
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Currently, the prevalence of autism spectrum disorder (henceforth "autism”) is 1 in 36, an increasing trend
from previous estimates. In 2015, the United States adopted a new version (International Classification of
Diseases, 10th Revision) of the World Health Organization coding system, a standard for classifying
medical conditions. Our goal was to examine how the transition to this new coding system impacted
autism diagnoses in 10 healthcare systems. We obtained information from electronic medical records and
insurance claims data from July 2014 through December 2016 for each healthcare system. We used
member enrollment data for 30 consecutive months to observe changes 15 months before and after
adoption of the new coding system. Overall, the rates of autism per 1000 enrolled members was
increasing for 0- to 5-year-olds before transition to International Classification of Diseases, 10th Revision
and did not substantively change after the new coding was in place. There was variation observed in
autism diagnoses before and after transition to International Classification of Diseases, 10th Revision for
other age groups. The change to the new coding system did not meaningfully affect autism rates at the
participating healthcare systems. The increase observed among 0- to 5-year-olds is likely indicative of an
ongoing trend related to increases in screening for autism rather than a shift associated with the new
coding.

Center for Health Policy and Health Services Research

Shaff J, Kahn G, and Wilcox HC. An examination of the psychometric properties of the Patient Health
Questionnaire-9 (PHQ-9) in a Multiracial/ethnic population in the United States. Front Psychiatry 2023;
14:1290736. PMID: 38293592. Full Text
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Depression and suicide are significant public health issues. The Patient Health Questionnaire-9 (PHQ-9)
is commonly used to assess for symptoms of depression, but its psychometric properties within
Multiracial/ethnic populations remains uncertain. In a study involving 1,012 English-speaking
Multiracial/ethnic participants from the United States (US), the PHQ-9 showed strong internal consistency
(a=0.93) and supported a one-factor structure. No measurement variance was observed between Non-
White and White/Non-White Multiracial/ethic subgroups. PHQ-2, with a cutoff of 23, identified fewer
depression cases than PHQ-9 (32% vs. 40%), with sensitivities of 75-99% and specificities of 74-96%; a
cutoff of 22 missed fewer cases. ltem performance of the ninth PHQ-9 question, addressing thoughts of
death or self-harm, varied across generations with younger generations more likely to endorse thoughts
of death or self-harm at any level of symptom severity. The findings suggest the PHQ-9 demonstrated
adequate reliability within a population of Multiracial/ethnic adults in the US; however, the use of the 9th
item of the PHQ-9 may not be adequate for identifying individuals at risk for suicidal thoughts and/or
behaviors, particularly for older Multiracial/ethnic adults. The lower sensitivity of the PHQ-2 with a = 3
cutoff suggests a cutoff of 22 may be preferable to miss fewer cases of depression.
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Lynch FL, and Daida YG. Predicting suicide death after emergency department visits with mental health
or self-harm diagnoses. Gen Hosp Psychiatry 2024; 87:13-19. PMID: 38277798. Full Text
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OBJECTIVE: Use health records data to predict suicide death following emergency department visits.
METHODS: Electronic health records and insurance claims from seven health systems were used to:
identify emergency department visits with mental health or self-harm diagnoses by members aged 11 or
older; extract approximately 2500 potential predictors including demographic, historical, and baseline
clinical characteristics; and ascertain subsequent deaths by self-harm. Logistic regression with lasso and
random forest models predicted self-harm death over 90 days after each visit. RESULTS: Records
identified 2,069,170 eligible visits, 899 followed by suicide death within 90 days. The best-fitting logistic
regression with lasso model yielded an area under the receiver operating curve of 0.823 (95% CI 0.810-
0.836). Visits above the 95th percentile of predicted risk included 34.8% (95% CI 31.1-38.7) of
subsequent suicide deaths and had a 0.303% (95% CI 0.261-0.346) suicide death rate over the following
90 days. Model performance was similar across subgroups defined by age, sex, race, and ethnicity.
CONCLUSIONS: Machine learning models using coded data from health records have moderate
performance in predicting suicide death following emergency department visits for mental health or self-
harm diagnosis and could be used to identify patients needing more systematic follow-up.
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OBJECTIVE: Eradication of hepatitis C virus (HCV) infection has been linked with improvement in
neurocognitive function, but few studies have evaluated the effect of antiviral treatment/ response on risk
of dementia. Using data from the Chronic Hepatitis Cohort Study (CHeCS), we investigated how antiviral
therapy impacts the risk of developing dementia among patients with HCV. METHODS: A total of 17,485
HCV patients were followed until incidence of dementia, death, or last follow-up. We used an extended
landmark modeling approach, which included time-varying covariates and propensity score justification
for treatment selection bias, as well as generalized estimating equations (GEE) with a link function as
multinominal distribution for a discrete time-to-event data. Death was considered a competing risk.
RESULTS: After 15 years of follow-up, 342 patients were diagnosed with incident dementia. Patients who
achieved sustained virological response (SVR) had significantly decreased risk of dementia compared to
untreated patients, with hazard ratios (HRs) of 0.32 (95% CI 0.22-0.46) among patients who received
direct-acting antiviral (DAA) treatment and 0.41 (95% CI 0.26-0.60) for interferon-based (IFN) treatment.
Risk reduction remained even when patients failed antiviral treatment (HR 0.38, 95% CI 0.38-0.51).
Patients with cirrhosis, Black/African American patients, and those without private insurance were at
significantly higher risk of dementia. CONCLUSION: Antiviral treatment independently reduced the risk of
dementia among HCV patients, regardless of cirrhosis. Our findings support the importance of initiation
antiviral therapy in chronic HCV-infected patients.
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Glycemic Control Beyond Hemoglobin Alc of 8% Improve Outcome for Lumbar Spine Surgery? A MSSIC
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BACKGROUND AND OBJECTIVES: Diabetes mellitus is associated with increased risk of postoperative
adverse outcomes. Previous studies have emphasized the role of glycemic control in postoperative
complications. This study aims to ascertain whether controlling hemoglobin Alc (HbAlc) lower than 8%
preoperatively results in meaningful risk reduction or improved outcomes. METHODS: We used patient-
level data from the Michigan Spine Surgery Improvement Collaborative registry, focusing on patients who
underwent elective lumbar spine surgery between 2018 and 2021. The primary outcomes were length of
stay and the occurrence of postoperative adverse events. Secondary outcomes included patient
satisfaction, achievement of a minimum clinically important difference (MCID) of Patient-Reported
Outcomes Measurement Information System-Physical Function, the EuroQol-5D and NRS of leg and
back pain, and return to work. RESULTS: A total of 11 348 patients were included in this analysis.
Patients with HbAlc above the thresholds before surgery had significantly higher risks of urinary retention
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for all 3 possible threshold values (incidence rate ratio [IRR] = 1.30, P = .015; IRR = 1.35, P =.001; IRR =
1.25, P = .011 for the HbAlc cutoffs of 8%, 7.5%, and 7%, respectively). They also had longer hospital
stay (IRR =1.04, P =.002; IRR = 1.03, P =.001; IRR = 1.03, P < .001 for the HbA1c cutoffs of 8%, 7.5%,
and 7%, respectively) and had higher risks of developing any complication with HbAlc cutoff of 7.5%
(IRR=1.09, P =.010) and 7% (IRR = 1.12, P = .001). Diabetics with preoperative HbAlc above all 3
thresholds were less likely to achieve Patient-Reported Outcomes Measurement Information System
MCID at the 90-day follow-up (IRR = .81, P <.001; IRR = .86, P <.001; IRR = .90, P =.007 for the HbAlc
cutoffs of 8%, 7.5%, and 7%, respectively) and less likely to achieve EuroQol-5D MCID at the 2-year
follow-up (IRR = .87, P =.027; IRR = .84, P = .005 for the HbAlc cutoffs of 7.5% and 7%, respectively).
CONCLUSION: Our study suggests that reducing HbA1c below 8% may have diminishing returns
regarding reducing complications after spine surgery.
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Acad Dermatol 2024; Epub ahead of print. PMID: 38253129. Full Text
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BACKGROUND: The topical phosphodiesterase 4 inhibitor roflumilast has been studied in several
dermatologic conditions. OBJECTIVE: Roflumilast foam 0.3% is being investigated as a topical treatment
for seborrheic dermatitis (SD). METHODS: In this phase 3, double-blinded trial, patients with SD were
randomly assigned (2:1 ratio) to once-daily roflumilast foam 0.3% or vehicle foam for 8 weeks. The
primary efficacy outcome was Investigator Global Assessment (IGA) Success at week 8, defined as IGA
of 0 (Clear) or 1 (Almost Clear) plus =2-point improvement from baseline. Safety was also assessed.
RESULTS: 79.5% of roflumilast-treated and 58.0% of vehicle-treated patients met the primary endpoint
(P < .001); statistically significant differences in IGA Success also favored roflumilast at week 2
(roflumilast: 43.0%; vehicle: 25.7%; P < .001) and week 4 (roflumilast: 73.1%; vehicle: 47.1%; P < .001).
Roflumilast was well-tolerated with a low rate of treatment-emergent adverse events. LIMITATIONS:
Study limitations include the 8-week treatment period for this chronic condition. CONCLUSIONS: Once-
daily roflumilast foam was superior to vehicle in leading to IGA of Clear or Almost Clear plus =2-point
improvement from baseline at 8 weeks in patients with SD. Longer trials are needed to determine
durability and safety of roflumilast foam in SD.
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Dermatology

Gao DX, Ozog D, Maghfour J, Mi QS, and Veenstra J. A comparative analysis of keratoacanthomas
and cutaneous squamous cell carcinoma treated with Mohs micrographic surgery. J Am Acad Dermatol
2024; Epub ahead of print. PMID: 38199281. Full Text

Department of Dermatology, Henry Ford Health, Detroit, Michigan.

Department of Dermatology, Henry Ford Health, Detroit, Michigan; Department of Medicine, Michigan
State University, East Lansing, Michigan.

Department of Dermatology, Henry Ford Health, Detroit, Michigan; Department of Medicine, Michigan
State University, East Lansing, Michigan. Electronic address: jveenstl@hfhs.org.

Dermatology
Grant GJ, Kohli I, and Mohammad TF. A narrative review of the impact of ultraviolet radiation and

sunscreen on the skin microbiome. Photodermatol Photoimmunol Photomed 2024; 40(1):€12943. PMID:
38288770. Full Text

Department of Internal Medicine, Transitional Year Residency Program, Henry Ford Hospital, Detroit,
Michigan, USA.

The Henry W Lim, MD, Division of Photobiology and Photomedicine, Department of Dermatology, Henry
Ford Health, Detroit, Michigan, USA.

Department of Physics and Astronomy, Wayne State University, Detroit, Michigan, USA.

BACKGROUND: The human skin microbiome is a dynamic ecosystem that plays an important role in skin
health. The skin microbiome has been implicated in numerous diseases, and our knowledge surrounding
it continues to evolve. A better understanding of the interactions between the environment and the skin
microbiome will lead to improvements in skin health. METHODS: This article reviews the published
literature surrounding the impact of ultraviolet radiation (UVR) and sunscreen on the skin microbiome.
RESULTS: Skin microbes are differentially impacted by UVR, and alterations in the microbiome can be
detected following UVR exposure. These changes are related to direct bactericidal effects, alterations in
the cutaneous metabolome, and changes in the cutaneous immune system. UV filters used in sunscreen
have been shown to have bactericidal effects, and many compounds used in sunscreen emulsions can
also negatively impact cutaneous microbes. CONCLUSION: A healthy microbiome has been shown to
produce compounds that help protect the skin from UVR, and sunscreen has the potential to reduce the
diversity of the skin microbiome. This indicates that designing sunscreen products that both provide
protection against UVR and preserve the skin microbiome may offer additional benefits to skin health
when compared with traditional sunscreen products.

Dermatology
Kohli I, Ceresnie MS, Teklehaimanot F, Lane BN, Huggins RH, Hamzavi IH, Lim HW, and

Mohammad TF. Objective assessment of color match for a universal tinted sunscreen on individuals with
skin of color: A pilot study. Photodermatol Photoimmunol Photomed 2024; 40(1):e12941. PMID:
38288774. Full Text

The Henry W. Lim MD Division of Photobiology and Photomedicine, Department of Dermatology, Henry
Ford Health, Detroit, Michigan, USA.
Michigan State University College of Osteopathic Medicine, East Lansing, Michigan, USA.

Dermatology
Novice M, Rose L, Novice T, Darland A, Dulmage B, Powers M, and Lo Sicco Kl. Expanding access to

scalp cooling therapy: a review of scalp cooling outcomes in patients who received financial assistance
from a nonprofit organization. Arch Dermatol Res 2024; 316(2):66. PMID: 38189876. Full Text

University of Michigan Medical School, 1301 Catherine St, Ann Arbor, MI, 48109, USA.
novicem@med.umich.edu.

The Ohio State University College of Medicine, Columbus, OH, USA.

Department of Dermatology, Henry Ford Hospital, Detroit, MI, USA.
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Department of Dermatology, University of Michigan, Ann Arbor, MI, USA.

Department of Dermatology, The Ohio State University Wexner Medical Center, Columbus, OH, USA.
The Ronald O Perelman Department of Dermatology, New York University Grossman School of Medicine,
New York, NY, USA.

Dermatology
Oska S, Barash A, D'Sa H, Pui J, Hristov A, and Sundram UN. Verrucous Plaques in a Young Woman:

Challenge. Am J Dermatopathol 2024; 46(2):e14-e15. PMID: 38275245. Full Text

Department of Dermatology, Henry Ford Hospital, Detroit, MI.

Middlebelt Dermatology, Farmington Hills, MI.

Department of Anatomic Pathology, Corewell Health East, Farmington Hills, MI.
Departments of Pathology, and.

Dermatology, Michigan Medicine, Ann Arbor, MI; and.

Department of Anatomic Pathology, Corewell Health East, Royal Oak, MI.

Dermatology
Oska S, Barash A, D'Sa H, Pui J, Hristov A, and Sundram UN. Verrucous Plaques in a Young Woman:

Answer. Am J Dermatopathol 2024; 46(2):132. PMID: 38275241. Full Text

Department of Dermatology, Henry Ford Hospital, Detroit, MI.

Middlebelt Dermatology, Farmington Hills, MI.

Department of Anatomic Pathology, Corewell Health East, Farmington Hills, MI.
Department of Pathology.

Department of Dermatology, Michigan Medicine, Ann Arbor, MI; and.
Department of Anatomic Pathology, Corewell Health East, Royal Oak, MI.

Dermatology
Shah SA, Mitra N, Margolis DJ, and Wan J. Heterogeneity in cutaneous infection prevalence and

frequency by timing of childhood atopic dermatitis onset. J Am Acad Dermatol 2024; Epub ahead of print.
PMID: 38211708. Full Text

Department of Dermatology, Johns Hopkins University School of Medicine, Baltimore, MD, USA;
Department of Dermatology, Henry Ford Health System, Detroit, MI, USA.

Department of Biostatistics, Epidemiology and Informatics, Perelman School of Medicine, University of
Pennsylvania, Philadelphia, PA, USA.

Department of Biostatistics, Epidemiology and Informatics, Perelman School of Medicine, University of
Pennsylvania, Philadelphia, PA, USA; Department of Dermatology, Perelman School of Medicine,
University of Pennsylvania, Philadelphia, PA, USA.

Department of Dermatology, Johns Hopkins University School of Medicine, Baltimore, MD, USA.
Electronic address: jwan7@jhmi.edu.

Dermatology
Stein Gold LF, Tom WL, Shi V, Sanders P, Zang C, Vlahos B, and Cha A. Impact of Crisaborole in

Treatment-Experienced Patients With Mild-to-Moderate Atopic Dermatitis. Dermatitis 2024; 35(1):84-91.
PMID: 38206678. Full Text

From the Henry Ford Health System, Detroit, Michigan, USA.

University of California San Diego and Rady Children's Hospital-San Diego, San Diego, California, USA.
Department of Dermatology, University of Arkansas for Medical Sciences, Little Rock, Arkansas, USA.
Pfizer R&D UK Ltd., Surrey, United Kingdom.

Pfizer, Inc., Collegeville, Pennsylvania, USA.

Pfizer, Inc., New York, New York, USA.

Background: Crisaborole ointment, 2%, is a nonsteroidal phosphodiesterase 4 inhibitor for the treatment
of patients with mild-to-moderate atopic dermatitis (AD). Objective: To assess the efficacy and safety of
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crisaborole in patients with AD who had received prior treatment with (a) corticosteroids (systemic or
topical) or topical calcineurin inhibitors (TCIs) or (b) topical corticosteroids (TCSs) or TClIs or (¢) who were
treatment-naive (TN). Methods: This post hoc analysis comprised patients aged =2 years with mild-to-
moderate AD. Patients were assigned (2:1) to receive crisaborole or vehicle twice daily for 28 days.
Patient response was assessed with the Investigator's Static Global Assessment (ISGA), Dermatology
Life Quality Index (DLQI), Children's Dermatology Life Quality Index (CDLQI), and Dermatitis Family
Impact (DFI) tools. Safety was also assessed. Results: A significantly higher percentage of patients
treated with crisaborole versus vehicle achieved ISGA success regardless of treatment history. Patients
treated with crisaborole had significant reductions in DLQI, CDLQI, and DFI scores versus those who
received vehicle regardless of treatment history, with the exception of DLQI and DFI scores in the TN
group. Crisaborole was well tolerated in all subgroups. Conclusion: Crisaborole demonstrated a favorable
efficacy and safety profile in both treatment-experienced and TN patients. ClinicalTrials.gov,
NCT02118766 and NCT02118792.

Diagnostic Radiology

Kavandi H, Itani M, Strnad B, Martin S, Ebrahimzadeh SA, Lubner MG, Noe-Kim V, Hinshaw JL, Bansal

M, Karam AR, Khanna K, Hadied MO, Planz V, Glazer DI, Burgan CM, Galgano S, Brook A, and Brook
OR. A Multicenter Study of Needle Size and Safety for Splenic Biopsy. Radiology 2024; 310(1):e230453.
PMID: 38259204. Full Text

From the Department of Radiology, Beth Israel Deaconess Medical Center, 330 Brookline Ave, Boston,
MA 02215 (H.K., S.A.E., A.B., O.R.B.); Mallinckrodt Institute of Radiology, Washington University School
of Medicine, St Louis, Mo (M.1., B.S., S.M.); Department of Radiology, University of Wisconsin School of
Medicine and Public Health, Madison, Wis (M.G.L., V.N.K., J.L.H.); Department of Diagnostic Imaging,
The Warren Alpert Medical School of Brown University, Rhode Island Hospital, Providence, Rl (M.B.,
A.R.K.); Department of Radiology, Henry Ford Health, Detroit, Mich (K.K., M.O.H.); Department of
Radiology, Vanderbilt University Medical Center, Nashville, Tenn (V.P.); Department of Radiology,
Brigham and Women's Hospital, Harvard Medical School, Boston, Mass (D.l.G.); and Department of
Radiology, University of Alabama at Birmingham, Birmingham, Ala (C.M.B., S.G.).

Background Splenic biopsy is rarely performed because of the perceived risk of hemorrhagic
complications. Purpose To evaluate the safety of large bore (=18 gauge) image-guided splenic biopsy.
Materials and Methods This retrospective study included consecutive adult patients who underwent US-
or CT-guided splenic biopsy between March 2001 and March 2022 at eight academic institutions in the
United States. Biopsies were performed with needles that were 18 gauge or larger, with a comparison
group of biopsies with needles smaller than 18 gauge. The primary outcome was significant bleeding after
the procedure, defined by the presence of bleeding at CT performed within 30 days or angiography
and/or surgery performed to manage the bleeding. Categorical variables were compared using the x(2)
test and medians were compared using the Mann-Whitney test. Results A total of 239 patients (median
age, 63 years; IQR, 50-71 years; 116 of 239 [48.5%] female patients) underwent splenic biopsy with an
18-gauge or smaller needle and 139 patients (median age, 58 years [IQR, 49-69 years]; 66 of 139
[47.5%] female patients) underwent biopsy with a needle larger than 18 gauge. Bleeding was detected in
20 of 239 (8.4%) patients in the 18-gauge or smaller group and 11 of 139 (7.9%) in the larger than 18-
gauge group. Bleeding was treated in five of 239 (2.1%) patients in the 18-gauge or smaller group and
one of 139 (1%) in the larger than 18-gauge group. No deaths related to the biopsy procedure were
recorded during the study period. Patients with bleeding after biopsy had smaller lesions compared with
patients without bleeding (median, 2.1 cm [IQR, 1.6-5.4 cm] vs 3.5 cm [IQR, 2-6.8 cm], respectively; P =
.03). Patients with a history of lymphoma or leukemia showed a lower incidence of bleeding than patients
without this history (three of 90 [3%] vs 28 of 288 [9.7%)], respectively; P = .05). Conclusion Bleeding after
splenic biopsy with a needle 18 gauge or larger was similar to biopsy with a needle smaller than 18 gauge
and seen in 8% of procedures overall, with 2% overall requiring treatment. © RSNA, 2024 Supplemental
material is available for this article. See also the editorial by Grant in this issue.
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Oluborode B, Kerby E, Park H, and Malinzak L. Surveillance of a Transplant Kidney Harboring a Stable
Renal Artery Aneurysm: a Case Report. Transplant Proc 2024; Epub ahead of print. PMID: 38195286.
Full Text

Department of Surgery, Henry Ford Hospital System, Detroit, Michigan.

Division of Transplant Surgery, Department of Surgery, Henry Ford Hospital System, Detroit, Michigan.
Division of Abdominal Imaging, Department of Radiology, Henry Ford Hospital System, Detroit, Michigan.
Division of Transplant Surgery, Department of Surgery, Henry Ford Hospital System, Detroit, Michigan.
Electronic address: Imalinz1@hfhs.org.

Renal artery aneurysms (RAAS) may occur in patients with transplanted kidneys, either through de novo
development or as a preexisting feature of the donor kidney. How this vascular condition progresses in
patients on immunosuppressive therapy after transplantation is poorly understood, and to our knowledge,
consensus guidelines for treating transplant patients with RAA have not been developed. We present the
case of a kidney allograft recipient on triple immunosuppressive therapy in whom postoperative imaging
revealed a 13-mm renal artery aneurysm in the renal hilum not amenable to endovascular intervention.
We review systemic influences on aneurysm formation and how matrix metalloproteinases may interact
with immunosuppressive medications. Surveillance imaging over 5 years has shown a stable aneurysm,
and the patient has maintained stable renal function with adequate creatinine levels and no adverse
symptoms.

Emergency Medicine

Chaudhuri D, Nei AM, Rochwerg B, Balk RA, Asehnoune K, Cadena R, Carcillo JA, Correa R, Drover K,
Esper AM, Gershengorn HB, Hammond NE, Jayaprakash N, Menon K, Nazer L, Pitre T, Qasim ZA,
Russell JA, Santos AP, Sarwal A, Spencer-Segal J, Tilouche N, Annane D, and Pastores SM. 2024
Focused Update: Guidelines on Use of Corticosteroids in Sepsis, Acute Respiratory Distress Syndrome,
and Community-Acquired Pneumonia. Crit Care Med 2024; Epub ahead of print. PMID: 38240492. Full
Text

Department of Medicine, McMaster University, Hamilton, ON, Canada.

Department of Health Research Methods, Evidence, and Impact, McMaster University, Hamilton, ON,
Canada.

Department of Pharmacy, Mayo Clinic Hospital-Rochester, Rochester, MN.
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Service d'Anesthésie Réanimation Chirurgicale, Hotel Dieu, Nantes, France.

Department of Internal Medicine, Wake Forest School of Medicine, Atrium Health, Carolinas Medical
Center, Charlotte, NC.

Department of Critical Care Medicine, University of Pittsburgh, School of Medicine, Pittsburgh, PA.
Department of Endocrinology, Diabetes and Metabolism, Endocrine and Metabolism Institute, Cleveland
Clinic, Cleveland, OH.

McMaster University, Hamilton, ON, Canada.

Division of Pulmonary, Allergy, Critical Care and Sleep Medicine, Emory University, Atlanta, GA.
Division of Pulmonary, Critical Care, and Sleep Medicine, University of Miami Miller School of Medicine;
Miami, FL.

Division of Critical Care Medicine, Albert Einstein College of Medicine, Bronx, NY.

Malcolm Fisher Department of Intensive Care Medicine, Critical Care Program, The George Institute for
Global Health, UNSW Sydney, Newtown, NSW, Australia.

Malcolm Fisher Department of Intensive Care, Royal North Shore Hospital, St Leonards, NSW, Australia.
Department of Emergency Medicine, Henry Ford Hospital, Detroit, MI.

Division of Pulmonary and Critical Care Medicine, Henry Ford Hospital, Detroit, MI.

Division of Pediatric Critical Care, University of Ottawa and Children's Hospital of Eastern Ontario
Research Institute, Ottawa, ON, Canada.

Department of Pediatrics, University of Ottawa and Children's Hospital of Eastern Ontario Research
Institute, Ottawa, ON, Canada.
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King Hussein Cancer Center Department of Pharmacy, Amman, Jordan.

Department of Emergency Medicine and Critical Care Medicine, University of Pennsylvania Health
System, Philadelphia, PA.

Division of Critical Care, Department of Medicine, Centre for Heart Lung Innovation St. Paul's Hospital
University of British Columbia, Vancouver, BC, Canada.

Department of Surgery, Texas Tech University Health Sciences Center, Lubbock, TX.

Department of Neurology [Neurocritical Care], Atrium Wake Forest School of Medicine, Winston Salem,
NC.

Department of Internal Medicine and Michigan Neuroscience Institute, University of Michigan, Ann Arbor,
MI.

Intensive Care Unit, Service de Réanimation Polyvalente, Hopital de Gonesse, Gonesse, France.
Department of Intensive Care, Raymond Poincaré Hospital, Assistance Publique-Hbpitaux de Paris,
Garches, France.

School of Medicine Simone Veil, University of Versailles Saint Quentin, University Paris-Saclay,
Versaillles, France.

IHU Prometheus Fédération Hospitalo-Universitaire SEPSIS, University Paris-Saclay, INSERM, Garches,
France.

Department of Anesthesiology and Critical Care Medicine, Critical Care Center, Memorial Sloan Kettering
Cancer Center, New York, NY.

RATIONALE: New evidence is available examining the use of corticosteroids in sepsis, acute respiratory
distress syndrome (ARDS) and community-acquired pneumonia (CAP), warranting a focused update of
the 2017 guideline on critical illness-related corticosteroid insufficiency. OBJECTIVES: To develop
evidence-based recommendations for use of corticosteroids in hospitalized adults and children with
sepsis, ARDS, and CAP. PANEL DESIGN: The 22-member panel included diverse representation from
medicine, including adult and pediatric intensivists, pulmonologists, endocrinologists, nurses,
pharmacists, and clinician-methodologists with expertise in developing evidence-based Clinical Practice
Guidelines. We followed Society of Critical Care Medicine conflict of interest policies in all phases of the
guideline development, including task force selection and voting. METHODS: After development of five
focused Population, Intervention, Control, and Outcomes (PICO) questions, we conducted systematic
reviews to identify the best available evidence addressing each question. We evaluated the certainty of
evidence using the Grading of Recommendations Assessment, Development, and Evaluation approach
and formulated recommendations using the evidence-to-decision framework. RESULTS: In response to
the five PICOs, the panel issued four recommendations addressing the use of corticosteroids in patients
with sepsis, ARDS, and CAP. These included a conditional recommendation to administer corticosteroids
for patients with septic shock and critically ill patients with ARDS and a strong recommendation for use in
hospitalized patients with severe CAP. The panel also recommended against high dose/short duration
administration of corticosteroids for septic shock. In response to the final PICO regarding type of
corticosteroid molecule in ARDS, the panel was unable to provide specific recommendations addressing
corticosteroid molecule, dose, and duration of therapy, based on currently available evidence.
CONCLUSIONS: The panel provided updated recommendations based on current evidence to inform
clinicians, patients, and other stakeholders on the use of corticosteroids for sepsis, ARDS, and CAP.

Emergency Medicine

Chaudhuri D, Nei AM, Rochwerg B, Balk RA, Asehnoune K, Cadena RS, Carcillo JA, Correa R, Drover K,
Esper AM, Gershengorn HB, Hammond NE, Jayaprakash N, Menon K, Nazer L, Pitre T, Qasim ZA,
Russell JA, Santos AP, Sarwal A, Spencer-Segal J, Tilouche N, Annane D, and Pastores SM. Executive
Summary: Guidelines on Use of Corticosteroids in Critically lll Patients With Sepsis, Acute Respiratory
Distress Syndrome, and Community-Acquired Pneumonia Focused Update 2024. Crit Care Med 2024;
Epub ahead of print. PMID: 38240490. Full Text
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System, Philadelphia, PA.
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Department of Surgery, Texas Tech University Health Sciences Center, Lubbock, TX.
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France.
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Pang PS, Berger DA, Mahler SA, Li X, Pressler SJ, Lane KA, Bischof JJ, Char D, Diercks D, Jones AE,
Hess EP, Levy P, Miller JB, Venkat A, Harrison NE, and Collins SP. Short-Stay Units vs Routine
Admission From the Emergency Department in Patients With Acute Heart Failure: The SSU-AHF
Randomized Clinical Trial. JAMA Netw Open 2024; 7(1):€2350511. PMID: 38198141. Full Text
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Tennessee Valley Healthcare System, Geriatric Research, Education and Clinical Center, Nashville,
Tennessee.

IMPORTANCE: More than 80% of patients who present to the emergency department (ED) with acute
heart failure (AHF) are hospitalized. With more than 1 million annual hospitalizations for AHF in the US,
safe and effective alternatives are needed. Care for AHF in short-stay units (SSUs) may be safe and
more efficient than hospitalization, especially for lower-risk patients, but randomized clinical trial data are
lacking. OBJECTIVE: To compare the effectiveness of SSU care vs hospitalization in lower-risk patients
with AHF. DESIGN, SETTING, AND PARTICIPANTS: This multicenter randomized clinical trial randomly
assigned low-risk patients with AHF 1:1 to SSU or hospital admission from the ED. Patients received
follow-up at 30 and 90 days post discharge. The study began December 6, 2017, and was completed on
July 22, 2021. The data were analyzed between March 27, 2020, and November 11, 2023.
INTERVENTION: Randomized post-ED disposition to less than 24 hours of SSU care vs hospitalization.
MAIN OUTCOMES AND MEASURES: The study was designed to detect at least 1-day superiority for a
primary outcome of days alive and out of hospital (DAOOH) at 30-day follow-up for 534 participants, with
an allowance of 10% participant attrition. Due to the COVID-19 pandemic, enroliment was truncated at
194 participants. Before unmasking, the primary outcome was changed from DAOOH to an outcome with
adequate statistical power: quality of life as measured by the 12-item Kansas City Cardiomyopathy
Questionnaire (KCCQ-12). The KCCQ-12 scores range from 0 to 100, with higher scores indicating better
quality of life. RESULTS: Of the 193 patients enrolled (1 was found ineligible after randomization), the
mean (SD) age was 64.8 (14.8) years, 79 (40.9%) were women, and 114 (59.1%) were men. Baseline
characteristics were balanced between arms. The mean (SD) KCCQ-12 summary score between the
SSU and hospitalization arms at 30 days was 51.3 (25.7) vs 45.8 (23.8) points, respectively (P =.19).
Participants in the SSU arm had 1.6 more DAOOH at 30-day follow-up than those in the hospitalization
arm (median [IQR], 26.9 [24.4-28.8] vs 25.4 [22.0-27.7] days; P =.02). Adverse events were uncommon
and similar in both arms. CONCLUSIONS AND RELEVANCE: The findings show that the SSU strategy
was no different than hospitalization with regard to KCCQ-12 score, superior for more DAOOH, and safe
for lower-risk patients with AHF. These findings of lower health care utilization with the SSU strategy need
to be definitively tested in an adequately powered study. TRIAL REGISTRATION: ClinicalTrials.gov
Identifier: NCT03302910.
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Park AJ, Hagerman TK, Richter KN, Vorhies AP, and Clark CR. A woman with back pain. J Am Coll
Emerg Physicians Open 2024; 5(1):e13075. PMID: 38223531. Full Text
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Shock: A Systematic Review, Pairwise, and Dose-Response Meta-Analysis. Crit Care Explor 2024;
6(1):€1000. PMID: 38250247. Full Text
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OBJECTIVES: To perform a systematic review and meta-analysis to assess the efficacy and safety of
corticosteroids in patients with sepsis. DATA SOURCES: We searched PubMed, Embase, and the
Cochrane Library, up to January 10, 2023. STUDY SELECTION: We included randomized controlled
trials (RCTs) comparing corticosteroids with placebo or standard care with sepsis. DATA EXTRACTION:
The critical outcomes of interest included mortality, shock reversal, length of stay in the ICU, and adverse
events. DATA ANALYSIS: We performed both a pairwise and dose-response meta-analysis to evaluate
the effect of different corticosteroid doses on outcomes. We used Grading of Recommendations
Assessment, Development and Evaluation to assess certainty in pooled estimates. DATA SYNTHESIS:
We included 45 RCTs involving 9563 patients. Corticosteroids probably reduce short-term mortality (risk
ratio [RR], 0.93; 95% CI, 0.88-0.99; moderate certainty) and increase shock reversal at 7 days (RR, 1.24;
95% CI, 1.11-1.38; high certainty). Corticosteroids may have no important effect on duration of ICU stay
(mean difference, -0.6 fewer days; 95% CI, 1.48 fewer to 0.27 more; low certainty); however, probably
increase the risk of hyperglycemia (RR, 1.13; 95% ClI, 1.08-1.18; moderate certainty) and hypernatremia
(RR, 1.64; 95% CI, 1.32-2.03; moderate certainty) and may increase the risk of neuromuscular weakness
(RR, 1.21; 95% ClI, 1.01-1.45; low certainty). The dose-response analysis showed a reduction in mortality
with corticosteroids with optimal dosing of approximately 260 mg/d of hydrocortisone (RR, 0.90; 95% ClI,
0.83-0.98) or equivalent. CONCLUSIONS: We found that corticosteroids may reduce mortality and
increase shock reversal but they may also increase the risk of hyperglycemia, hypernatremia, and
neuromuscular weakness. The dose-response analysis indicates optimal dosing is around 260 mg/d of
hydrocortisone or equivalent.
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Vogt EL, Chibber S, Jiang C, Owda R, Caldwell MT, Harris LH, and Marsh EE. Trends in Encounters for
Emergency Contraception in US Emergency Departments, 2006-2020. JAMA Netw Open 2024;
7(1):e2353672. PMID: 38277150. Full Text
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This cross-sectional study of female emergency contraception users examines emergency contraception—
related emergency department use disparities and associations with policy changes.
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Hartgerink C, Nagai S, Muszkat Y, Beltran N, and Jafri SM. Timing and Complications of Intestinal
Ostomy Takedown After Intestinal and Multivisceral Transplantation. Transplant Proc 2024; Epub ahead
of print. PMID: 38171991. Full Text
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BACKGROUND: lleostomies are typically created at the time of intestinal and multivisceral transplantation
to assist in graft monitoring with endoscopy and biopsies. Often, these ostomies are reversed with a
takedown procedure once there is stable graft function, but data are limited on associated complications
of the takedown procedure for patients with intestinal transplants. METHODS: To assess complications
associated with takedowns in this patient population, we performed a retrospective analysis of patients
who had an intestinal transplant with elective ostomy takedown after transplant. No prisoners were used
in the study and this manuscript is in compliance with the Helsinki Congress and the Declaration of
Istanbul. RESULTS: A total of 16 patients, 10 isolated patients with intestinal transplants and 6 patients
with multivisceral transplants, were included in the study, and takedown occurred at a mean of (236.8 £
117.1) days after transplant. Of the 16 patients, 5 patients (31%) had uncomplicated courses after
takedown with no infection, no rejection, and no hospital readmission within 3 months of takedown. The
rest of the patients (69%) developed either infection or rejection within 3 months of takedown, and 1
patient died of infection after ileostomy takedown. CONCLUSION: This case series highlights the high risk
of complications after ileostomy takedown for patients with intestinal transplants and contributes to the
growing debate regarding the role of ileostomy creation and reversal in patients with intestinal transplants.
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Lu M, Rupp LB, Melkonian C, Trudeau S, Daida YG, Schmidt MA, and Gordon SC. Real-World Safety
and Effectiveness of an 8-Week Regimen of Glecaprevir/Pibrentasvir in Patients with Hepatitis C and
Cirrhosis. Adv Ther 2024; Epub ahead of print. PMID: 38169058. Full Text
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INTRODUCTION: In 2019, an 8-week regimen of glecaprevir/ pibrentasvir (GLE/PIB) was FDA-approved
for treatment of chronic hepatitis C (HCV) in patients with cirrhosis. We used data from the Chronic
Hepatitis Cohort Study (CHeCS) to evaluate treatment response and adverse events among patients with
HCV and cirrhosis under routine clinical care. METHODS: Using an intention-to-treat (ITT)/modified ITT
(mITT) approach, endpoints were (1) sustained virological response (SVR) at 12 weeks (SVR12) post-
treatment; and (2) adverse events (AEs)/serious AEs during treatment. Patients with cirrhosis from two
CHeCS sites were included if they were prescribed GLE/PIB from August 2017 to June 2020. Detailed
treatment and clinical data were collected. Patient baseline characteristics were described with
mean/standard deviation (std) for continuous variables, and proportions for categorical variables.
Analyses were propensity score adjusted. The final model retained variables that were significant with

p value <0.05. RESULTS: The ITT sample included 166 patients, with 43, 116, and 7 patients in the 8-
week, 12-week, and > 12-week planned treatment groups. Among them, 159 had confirmed SVR (95.8%,
LCL 93.2%). The mITT analysis included 160 patients after excluding 6 with unknown HCV RNA results;
159 achieved SVR (99.4%, LCL 98.3%). There were no significant differences in rates of SVR between
the 8-week and 12-week regimens in either analysis, nor any association with patient characteristics.
SAEs were experienced by 1 patient (2%) in the 8-week group, 7 (5%) in the 12-week group (including
one death), and 2 (29%) in the > 12-week group; 4 patients (from the 12-week group) experienced serious
AEs or hepatic events that were "likely attributable" to GLE/PIB treatment. CONCLUSION: An 8-week
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regimen of GLE/PIB is well tolerated and highly effective among US patients with HCV and cirrhosis
receiving routine clinical care.
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Shimada S, Miyake K, Venkat D, Gonzalez H, Moonka D, Yoshida A, Abouljoud M, and Nagai S.
Clinical characteristics of new-onset diabetes after liver transplantation and outcomes. Ann Gastroenterol
Surg 2024; Epub ahead of print. PMID: Not assigned. Full Text
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Antiviral Treatment and Response are Associated With Lower Risk of Dementia Among Hepatitis C Virus-
Infected Patients. Am J Geriatr Psychiatry 2023; Epub ahead of print. PMID: 38199936. Full Text
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OBJECTIVE: Eradication of hepatitis C virus (HCV) infection has been linked with improvement in
neurocognitive function, but few studies have evaluated the effect of antiviral treatment/ response on risk
of dementia. Using data from the Chronic Hepatitis Cohort Study (CHeCS), we investigated how antiviral
therapy impacts the risk of developing dementia among patients with HCV. METHODS: A total of 17,485
HCYV patients were followed until incidence of dementia, death, or last follow-up. We used an extended
landmark modeling approach, which included time-varying covariates and propensity score justification
for treatment selection bias, as well as generalized estimating equations (GEE) with a link function as
multinominal distribution for a discrete time-to-event data. Death was considered a competing risk.
RESULTS: After 15 years of follow-up, 342 patients were diagnosed with incident dementia. Patients who
achieved sustained virological response (SVR) had significantly decreased risk of dementia compared to
untreated patients, with hazard ratios (HRs) of 0.32 (95% CI 0.22-0.46) among patients who received
direct-acting antiviral (DAA) treatment and 0.41 (95% CI 0.26-0.60) for interferon-based (IFN) treatment.
Risk reduction remained even when patients failed antiviral treatment (HR 0.38, 95% CI 0.38-0.51).
Patients with cirrhosis, Black/African American patients, and those without private insurance were at
significantly higher risk of dementia. CONCLUSION: Antiviral treatment independently reduced the risk of
dementia among HCV patients, regardless of cirrhosis. Our findings support the importance of initiation
antiviral therapy in chronic HCV-infected patients.
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Yazdanfar M, Zepeda J, Dean R, Wu J, Levy C, Goldberg D, Lammert C, Prenner S, Reddy KR, Pratt D,
Forman L, Assis DN, Lytvyak E, Montano-Loza AJ, Gordon SC, Carey EJ, Ahn J, Schlansky B, Korzenik
J, Karagozian R, Hameed B, Chandna S, Yu L, and Bowlus CL. African American race does not confer
an increased risk of clinical events in patients with primary sclerosing cholangitis. Hepatol Commun 2024;
8(2). PMID: 38285883. Full Text
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BACKGROUND: The natural history of primary sclerosing cholangitis (PSC) among African Americans
(AA) is not well understood. METHODS: Transplant-free survival and hepatic decompensation-free
survival were assessed using a retrospective research registry from 16 centers throughout North America.
Patients with PSC alive without liver transplantation after 2008 were included. Diagnostic delay was
defined from the first abnormal liver test to the first abnormal cholangiogram/liver biopsy. Socioeconomic
status was imputed by the Zip code. RESULTS: Among 850 patients, 661 (77.8%) were non-Hispanic
Whites (NHWSs), and 85 (10.0%) were AA. There were no significant differences by race in age at
diagnosis, sex, or PSC type. Inflammatory bowel disease was more common in NHWs (75.8% vs. 51.8%
p=0.0001). The baseline (median, IQR) Amsterdam-Oxford Model score was lower in NHWs (14.3, 13.4-
15.2 vs. 15.1, 14.1-15.7, p=0.002), but Mayo risk score (0.03, -0.8 to 1.1 vs. 0.02, -0.7 to 1.0, p=0.83),
Model for End-stage Liver Disease (5.9, 2.8-10.7 vs. 6.4, 2.6-10.4, p=0.95), and cirrhosis (27.4% vs.
27.1%, p=0.95) did not differ. Race was not associated with hepatic decompensation, and after adjusting
for clinical variables, neither race nor socioeconomic status was associated with transplant-free survival.
Variables independently associated with death/liver transplant (HR, 95% CI) included age at diagnosis
(1.04, 1.02-1.06, p<0.0001), total bilirubin (1.06, 1.04-1.08, p<0.0001), and albumin (0.44, 0.33-0.61,
p<0.0001). AA race did not affect the performance of prognostic models. CONCLUSIONS: AA patients
with PSC have a lower rate of inflammatory bowel disease but similar progression to hepatic
decompensation and liver transplant/death compared to NHWSs.

Hematology-Oncology
Abu Rous F, Desai A, and Singhi EK. Clinical Trials for Patients With Cancer. JAMA Oncol 2024; Epub
ahead of print. PMID: 38270965. Full Text
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This JAMA Oncology Patient Page explains clinical trials and what patients should consider regarding
enrollment.
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Precision Oncology. J Clin Oncol 2024; Epub ahead of print. PMID: 38190587. Full Text
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Clinical Practice : A Retrospective Cohort Study. Ann Intern Med 2024; 177(1):18-28. PMID: 38163370.
Full Text
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BACKGROUND: Lung cancer screening (LCS) using low-dose computed tomography (LDCT) reduces
lung cancer mortality but can lead to downstream procedures, complications, and other potential harms.
Estimates of these events outside NLST (National Lung Screening Trial) have been variable and lacked
evaluation by screening result, which allows more direct comparison with trials. OBJECTIVE: To identify
rates of downstream procedures and complications associated with LCS. DESIGN: Retrospective cohort
study. SETTING: 5 U.S. health care systems. PATIENTS: Individuals who completed a baseline LDCT
scan for LCS between 2014 and 2018. MEASUREMENTS: Outcomes included downstream imaging,
invasive diagnostic procedures, and procedural complications. For each, absolute rates were calculated
overall and stratified by screening result and by lung cancer detection, and positive and negative
predictive values were calculated. RESULTS: Among the 9266 screened patients, 1472 (15.9%) had a
baseline LDCT scan showing abnormalities, of whom 140 (9.5%) were diagnosed with lung cancer within
12 months (positive predictive value, 9.5% [95% ClI, 8.0% to 11.0%]; negative predictive value, 99.8% [CI,
99.7% to 99.9%]; sensitivity, 92.7% [CI, 88.6% to 96.9%]; specificity, 84.4% [CI, 83.7% to 85.2%]).
Absolute rates of downstream imaging and invasive procedures in screened patients were 31.9% and
2.8%, respectively. In patients undergoing invasive procedures after abnormal findings, complication
rates were substantially higher than those in NLST (30.6% vs. 17.7% for any complication; 20.6% vs.
9.4% for major complications). LIMITATION: Assessment of outcomes was retrospective and was based
on procedural coding. CONCLUSION: The results indicate substantially higher rates of downstream
procedures and complications associated with LCS in practice than observed in NLST. Diagnostic
management likely needs to be assessed and improved to ensure that screening benefits outweigh
potential harms. PRIMARY FUNDING SOURCE: National Cancer Institute and Gordon and Betty Moore
Foundation.
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Schwartz TL. Axillary nodal staging in breast cancer: what have we learned? Clin Exp Metastasis 2024,
Epub ahead of print. PMID: 38217839. Full Text
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Axillary management in patients with breast cancer is in a constant state of evolution. To provide
appropriate treatment recommendations, we must understand the historical implications and the current
indications for nodal staging as well as the clinical implications of nodal metastases. As we move away
from maximal axillary surgical intervention that was previously the mainstay of breast cancer
management, future research efforts will focus on targeted therapies based on tumor biology and
identifying oncologically safe methods to de-escalate our management strategies.
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Shan Y-S, Li C-P, Khan G, Lee WJ, Choi HJ, Chang H-M, Lee MH, Wallmark JM, and Chen P-N. A
phase I/l study of antroquinonol in combination with nab-paclitaxel and gemcitabine for patients with
metastatic pancreatic cancer. J Clin Oncol 2024; 42:648-648. PMID: Not assigned. Full Text
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Cellular plasticity and therapy resistance are critical features of pancreatic cancer, a highly aggressive
and fatal disease. The pancreas, a vital organ that produces digestive enzymes and hormones, is often
affected by two main types of cancer: the pre-dominant ductal adenocarcinoma and the less common
neuroendocrine tumors. These cancers are difficult to treat due to their complex biology characterized by
cellular plasticity leading to therapy resistance. Cellular plasticity refers to the capability of cancer cells to
change and adapt to different microenvironments within the body which includes acinar-ductal
metaplasia, epithelial to mesenchymal/epigenetic/metabolic plasticity, as well as stemness. This plasticity
allows heterogeneity of cancer cells, metastasis, and evasion of host's immune system and develops
resistance to radiation, chemotherapy, and targeted therapy. To overcome this resistance, extensive
research is ongoing exploring the intrinsic and extrinsic factors through cellular reprogramming,
chemosensitization, targeting metabolic, key survival pathways, etc. In this review, we discussed the
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mechanisms of cellular plasticity involving cellular adaptation and tumor microenvironment and provided a
comprehensive understanding of its role in therapy resistance and ways to overcome it.
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Sohal DPS, and Beatty GL. Intra-tumoral cell neighborhoods coordinate outcomes in pancreatic ductal
adenocarcinoma. Gastroenterology 2024; Epub ahead of print. PMID: 38244727. Full Text
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BACKGROUND AND AIMS: Pancreatic ductal adenocarcinoma (PDA) is a highly lethal disease
characterized by a spatially heterogenous tumor microenvironment (TME). Within the PDA
microenvironment, cells organize into communities where cell fate is influenced by neighboring cells of
diverse ontogeny and function. However, it remains unclear how cell neighborhoods in the TME evolve
with treatment and impact clinical outcomes. METHODS: Here, using automated chromogenic multiplex
immunohistochemistry (mIHC) and unsupervised computational image analysis of human PDA tumors,
we investigated cell neighborhoods in surgically resected tumors from patients with chemotherapy-naive
PDA (n = 59) and neoadjuvant chemotherapy-treated PDA (n = 57). Single cells were defined by lineage
markers (CD3, CD8, Foxp3, CD68, CK19), proliferation (Ki67) and neighboring cells. RESULTS: Distinct
intra-tumoral immune and tumor cell subsets defined by neighboring cells. Higher content of stromal-
associated macrophages was seen in chemotherapy-naive tumors from long-term survivors (LTS, OS > 3
years) compared to short-term survivors (STS, OS < 1 year), whereas immune-excluded tumor cells were
higher in STS. Chemotherapy-treated versus -naive tumors showed lower content of tumor-associated T
cells and macrophages but similar densities of stromal-associated immune cells. However, proliferating
tumor cell subsets with immune rich neighborhoods were higher in chemotherapy-treated tumors. In a
blinded analysis of tumors from patients treated with neoadjuvant chemotherapy, a composite index
comprising lower quantities of immune-excluded tumor cells and higher spatially distinct immune cell
subsets associated with prolonged survival. CONCLUSIONS: Together, these data provide new insights
into discrete cell communities in PDA and show their clinical relevance.

Hematology-Oncology

Zhou Q, Pichimeier S, Denz AM, Schreiner N, Straub T, Benitz S, Wolff J, Fahr L, Del Socorro Escobar
Lopez M, Kleeff J, Mayerle J, Mahajan UM, and Regel I. Altered histone acetylation patterns in pancreatic
cancer cell lines induce subtype-specific transcriptomic and phenotypical changes. Int J Oncol 2024;
64(3). PMID: 38240084. Full Text
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Pancreatic ductal adenocarcinoma (PDAC) is often diagnosed at advanced tumor stages with
chemotherapy as the only treatment option. Transcriptomic analysis has defined a classical and basal-like
PDAC subtype, which are regulated by epigenetic modification. The present study aimed to determine if
drug-induced epigenetic reprogramming of pancreatic cancer cells affects PDAC subtype identity and
chemosensitivity. Classical and basal-like PDAC cell lines PaTu-S, Capan-1, Capan-2, Colo357, PaTu-T,
PANC-1 and MIAPaCa-2, were treated for a short (up to 96 h) and long (up to 30 weeks) period with
histone acetyltransferase (HAT) and histone deacetylase (HDAC) inhibitors. The cells were analyzed
using gene expression approaches, immunoblot analysis, and various cell assays to assess cell
characteristics, such as proliferation, colony formation, cell migration and sensitivity to chemotherapeutic
drugs. Classical and basal-like PDAC cell lines showed pronounced epigenetic regulation of
subtype-specific genes through acetylation of lysine 27 on Histone H3 (H3K27ac). Moreover, classical
cell lines revealed a significantly decreased expression of HDAC2 and increased total levels of H3K27ac
in comparison with the basal-like cell lines. Following HAT inhibitor treatment, classical cell lines exhibited
a loss of epithelial marker gene expression, decreased chemotherapy response gene score and
increased cell migration in vitro, indicating a tumor-promoting phenotype. HDAC inhibitor treatment,
however, exerted minimal reprogramming effects in both subtypes. Epigenetic reprogramming of classical
and basal-like tumor cells did not have a major impact on gemcitabine response, although the
gemcitabine transporter gene SLC29A1 (solute carrier family 29 member 1) was epigenetically regulated.

Henry Ford Health + Michigan State University Health Sciences
Poland C, Stoltman JJK, and Felton JW. Medication for the Treatment of Opioid Use Disorder in
Pregnancy Is Essential. JAMA Intern Med 2024; Epub ahead of print. PMID: 38252452. Full Text

Henry Ford Health + Michigan State University Health Sciences, Grand Rapids.
Opioid Policy Institute, Grand Rapids, Michigan.

Hospital Medicine

Haymart B, Kong X, Ali M, Schaefer JK, Froehlich JB, Ryan N, Stallings B, Barnes GD, and Kaatz S.
Prevalence of Guideline Discordant Aspirin use and Associated Adverse Events in Patients on Warfarin
for Mechanical Valve Replacement. Am J Med 2024; Epub ahead of print. PMID: 38280559. Full Text
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BACKGROUND: For patients on warfarin for mechanical heart valve replacement, the 2020 American
College of Cardiology and American Heart Association Guidelines recommend only adding aspirin in
patients with a specific indication for antiplatelet therapy. This contrasts prior guidelines which
recommended concomitant aspirin therapy. We sought to assess the prevalence of guideline discordant
aspirin use among patients on warfarin for mechanical heart valve replacement and to compare adverse
event rates among patients with and without concomitant aspirin. METHODS: Patients on warfarin for
mechanical heart valve replacement were identified from the Michigan Anticoagulation Quality
Improvement Initiative (MAQI(2)) registry. Patients with myocardial infarction, percutaneous coronary
intervention, or coronary artery bypass within the past 12 months were excluded. Patients were divided
into two groups based on aspirin use. Patient characteristics and bleeding and thromboembolic outcomes
were compared. RESULTS: Four hundred forty-four patients met inclusion criteria, with 341 (76.8%) on
concomitant aspirin. The aspirin group was older (50.6 vs 46.3 years, p=0.028) and had more
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hypertension (57.8% vs 46.6%, p=0.046) but other patient characteristics were similar. The aspirin group
had a higher rate of bleeding events (28.3 vs 13.3 per 100 patient-years, p<0.001) and bleed-related
emergency department visits (11.8 vs 2.9 per 100 patient-years, p=0.001) compared to the non-aspirin
group. There was no observed difference in rates of ischemic stroke (0.56 vs 0.48 per 100 patient-years,
p=0.89). CONCLUSION: A significant proportion of patients on warfarin for mechanical heart valve
replacement are on guideline discordant aspirin. Aspirin deprescribing in select patients may safely
reduce bleeding events.

Hypertension and Vascular Research

Butcko AJ, Putman AK, and Mottillo EP. The Intersection of Genetic Factors, Aberrant Nutrient
Metabolism and Oxidative Stress in the Progression of Cardiometabolic Disease. Antioxidants (Basel)
2024; 13(1). PMID: 38247511. Full Text

Hypertension and Vascular Research Division, Henry Ford Hospital, 6135 Woodward Avenue, Detroit, Ml
48202, USA.

Department of Physiology, Wayne State University, 540 E. Canfield Street, Detroit, Ml 48202, USA.
Department of Large Animal Clinical Sciences, College of Veterinary Medicine, Michigan State University,
784 Wilson Road, East Lansing, MI 48823, USA.

Cardiometabolic disease (CMD), which encompasses metabolic-associated fatty liver disease (MAFLD),
chronic kidney disease (CKD) and cardiovascular disease (CVD), has been increasing considerably in the
past 50 years. CMD is a complex disease that can be influenced by genetics and environmental factors
such as diet. With the increased reliance on processed foods containing saturated fats, fructose and
cholesterol, a mechanistic understanding of how these molecules cause metabolic disease is required. A
major pathway by which excessive nutrients contribute to CMD is through oxidative stress. In this review,
we discuss how oxidative stress can drive CMD and the role of aberrant nutrient metabolism and genetic
risk factors and how they potentially interact to promote progression of MAFLD, CVD and CKD. This
review will focus on genetic mutations that are known to alter nutrient metabolism. We discuss the major
genetic risk factors for MAFLD, which include Patatin-like phospholipase domain-containing protein 3
(PNPLA3), Membrane Bound O-Acyltransferase Domain Containing 7 (MBOAT7) and Transmembrane 6
Superfamily Member 2 (TM6SF2). In addition, mutations that prevent nutrient uptake cause
hypercholesterolemia that contributes to CVD. We also discuss the mechanisms by which MAFLD, CKD
and CVD are mutually associated with one another. In addition, some of the genetic risk factors which are
associated with MAFLD and CVD are also associated with CKD, while some genetic risk factors seem to
dissociate one disease from the other. Through a better understanding of the causative effect of genetic
mutations in CMD and how aberrant nutrient metabolism intersects with our genetics, novel therapies and
precision approaches can be developed for treating CMD.

Hypertension and Vascular Research

Rahman AA, Butcko AJ, Songyekutu E, Granneman JG, and Mottillo EP. Direct effects of adipocyte
lipolysis on AMPK through intracellular long-chain acyl-CoA signaling. Sci Rep 2024; 14(1):19. PMID:
38167670. Full Text

Hypertension and Vascular Research Division, Department of Internal Medicine, Henry Ford Hospital,
6135 Woodward Ave., Detroit, MI, 48202, USA.

Department of Physiology, Wayne State University School of Medicine, Detroit, MI, 48202, USA.
Center for Molecular Medicine and Genetics, Wayne State University School of Medicine, Detroit, M,
48202, USA.

Hypertension and Vascular Research Division, Department of Internal Medicine, Henry Ford Hospital,
6135 Woodward Ave., Detroit, MI, 48202, USA. emottill@hfhs.org.

Department of Physiology, Wayne State University School of Medicine, Detroit, MI, 48202, USA.
emottill@hfhs.org.

Long-chain acyl-CoAs (LC-acyl-CoAs) are important intermediary metabolites and are also thought to

function as intracellular signaling molecules; however, the direct effects of LC-acyl-CoAs have been
difficult to determine in real-time and dissociate from Protein Kinase A (PKA) signaling. Here, we
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examined the direct role of lipolysis in generating intracellular LC-acyl-CoAs and activating AMPK in white
adipocytes by pharmacological activation of ABHD5 (also known as CGI-58), a lipase co-activator.
Activation of lipolysis in 3T3-L1 adipocytes independent of PKA with synthetic ABHD5 ligands, resulted in
greater activation of AMPK compared to receptor-mediated activation with isoproterenol, a B-adrenergic
receptor agonist. Importantly, the effect of pharmacological activation of ABHD5 on AMPK activation was
blocked by inhibiting ATGL, the rate-limiting enzyme for triacylglycerol hydrolysis. Utilizing a novel FRET
sensor to detect intracellular LC-acyl-CoAs, we demonstrate that stimulation of lipolysis in 3T3-L1
adipocytes increased the production of LC-acyl-CoAs, an effect which was blocked by inhibition of ATGL.
Moreover, ATGL inhibition blocked AMPKB1 S108 phosphorylation, a site required for allosteric
regulation. Increasing intracellular LC-acyl-CoAs by removal of BSA in the media and pharmacological
inhibition of DGAT1 and 2 resulted in greater activation of AMPK. Finally, inhibiting LC-acyl-CoA
generation reduced activation of AMPK; however, did not lower energy charge. Overall, results
demonstrate that lipolysis in white adipocytes directly results in allosteric activation of AMPK through the
generation of LC-acyl-CoAs.

Infectious Diseases

Axell-House DB, Simar SR, Panesso D, Rincon S, Miller WR, Khan A, Pemberton OA, Valdez L, Nguyen
AH, Hood KS, Rydell K, DeTranaltes AM, Jones MN, Atterstrom R, Reyes J, Sahasrabhojane PV,
Suleyman G, Zervos M, Shelburne SA, Singh KV, Shamoo Y, Hanson BM, Tran TT, and Arias CA. LiaX
is a surrogate marker for cell envelope stress and daptomycin non-susceptibility in Enterococcus faecium.
Antimicrob Agents Chemother 2024; e0106923. Epub ahead of print. PMID: 38289081. Full Text
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McGovern Medical School, University of Texas Health Science Center at Houston, Houston, Texas, USA.
Department of Infectious Diseases, Infection Control, and Employee Health, University of Texas MD
Anderson Cancer Center, Houston, Texas, USA.
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Daptomycin (DAP) is often used as a first-line therapy to treat vancomycin-resistant Enterococcus
faecium infections, but emergence of DAP non-susceptibility threatens the effectiveness of this antibiotic.
Moreover, current methods to determine DAP minimum inhibitory concentrations (MICs) have poor
reproducibility and accuracy. In enterococci, DAP resistance is mediated by the LiaFSR cell membrane
stress response system, and deletion of liaR encoding the response regulator results in
hypersusceptibility to DAP and antimicrobial peptides. The main genes regulated by LiaR are a cluster of
three genes, designated liaXYZ. In Enterococcus faecalis, LiaX is surface-exposed with a C-terminus that
functions as a negative regulator of cell membrane remodeling and an N-terminal domain that is released
to the extracellular medium where it binds DAP. Thus, in E. faecalis, LiaX functions as a sentinel
molecule recognizing DAP and controlling the cell membrane response, but less is known about LiaX in
E. faecium. Here, we found that liaX is essential in E. faecium with an activated LiaFSR system. Unlike E.
faecalis, E. faecium LiaX is not detected in the extracellular milieu and does not appear to alter
phospholipid architecture. We further postulated that LiaX could be used as a surrogate marker for cell
envelope activation and non-susceptibility to DAP. For this purpose, we developed and optimized a LiaX
enzyme-linked immunosorbent assay (ELISA). We then assessed 86 clinical E. faecium bloodstream
isolates for DAP MICs and used whole genome sequencing to assess for substitutions in LiaX. All DAP-
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resistant clinical strains of E. faecium exhibited elevated LiaX levels. Strikingly, 73% of DAP-susceptible
isolates by standard MIC determination also had elevated LiaX ELISAs compared to a well-characterized
DAP-susceptible strain. Phylogenetic analyses of predicted amino acid substitutions showed 12 different
variants of LiaX without a specific association with DAP MIC or LiaX ELISA values. Our findings also
suggest that many E. faecium isolates that test DAP susceptible by standard MIC determination are likely
to have an activated cell stress response that may predispose to DAP failure. As LiaX appears to be
essential for the cell envelope response to DAP, its detection could prove useful to improve the accuracy
of susceptibility testing by anticipating therapeutic failure.

Infectious Diseases

lovleva A, McElheny CL, Fowler EL, Cober E, Herc ES, Arias CA, Hill C, Baum K, Fowler VG, Jr.,
Chambers HF, Greenwood-Quaintance KE, Patel R, van Duin D, Bonomo RA, and Doi Y. In vitro activity
of sulbactam-durlobactam against colistin-resistant and/or cefiderocol-non-susceptible, carbapenem-
resistant Acinetobacter baumannii collected in U.S. hospitals. Antimicrob Agents Chemother 2024;
€0125823. Epub ahead of print. PMID: 38289078. Full Text
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The activity of a novel B-lactamase inhibitor combination, sulbactam-durlobactam (SUL-DUR), was tested

against 87 colistin-resistant and/or cefiderocol-non-susceptible carbapenem-resistant Acinetobacter
baumannii clinical isolates collected from U.S. hospitals between 2017 and 2019. Among them, 89% and
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97% were susceptible to SUL-DUR and imipenem plus SUL-DUR, with MIC(50)/MIC(90) values of 2
pg/mL/8 pg/mL and 1 pg/mL/4 pg/mL, respectively. The presence of amino acid substitutions in penicillin-
binding protein 3, including previously reported A515V or T526S, was associated with SUL-DUR non-
susceptibility.

Infectious Diseases

Ketkar A, Willey V, Glasser L, Dobie C, Wenziger C, Teng CC, Dube C, Hirpara S, Cunningham D, and
Verduzco-Gutierrez M. Assessing the Burden and Cost of COVID-19 Across Variants in Commercially
Insured Immunocompromised Populations in the United States: Updated Results and Trends from the
Ongoing EPOCH-US Study. Adv Ther 2024; Epub ahead of print. PMID: 38216825. Full Text
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INTRODUCTION/METHODS: EPOCH-US is an ongoing, retrospective, observational cohort study
among individuals identified in the Healthcare Integrated Research Database (HIRD(®)) with =12 months
of continuous health plan enroliment. Data were collected for the HIRD population (containing
immunocompetent and immunocompromised [IC] individuals), individual IC cohorts (non-mutually
exclusive cohorts based on immunocompromising condition and/or immunosuppressive [IS] treatment),
and the composite IC population (all unique IC individuals). This study updates previous results with
addition of the general population cohort and data specifically for the year of 2022 (i.e., Omicron wave
period). To provide healthcare decision-makers the most recent trends, this study reports incidence rates
(IR) and severity of first SARS-CoV-2 infection; and relative risk, healthcare utilization, and costs related
to first COVID-19 hospitalizations in the full year of 2022 and overall between April 2020 and

December 2022. RESULTS: These updated results showed a 2.9% prevalence of immune compromise in
the population. From April 2020 through December 2022, the overall IR of COVID-19 was 115.7 per 1000
patient-years in the composite IC cohort and 77.8 per 1000 patient-years in the HIRD cohort. The
composite IC cohort had a 15.4% hospitalization rate with an average cost of $42,719 for first COVID-

19 hospitalization. Comparatively, the HIRD cohort had a 3.7% hospitalization rate with an average cost
of $28,848 for first COVID-19 hospitalization. Compared to the general population, IC individuals had 4.3
to 23 times greater risk of hospitalization with first diagnosis of COVID-19. Between January and
December 2022, hospitalizations associated with first COVID-19 diagnosis cost over $1 billion, with

IC individuals (~ 3% of the population) generating $310 million (31%) of these costs. CONCLUSION:
While only 2.9% of the population, IC individuals had a higher risk of COVID-19 hospitalization and
incurred higher healthcare costs across variants. They also disproportionately accounted for over 30% of
total costs for first COVID-19 hospitalization in 2022, amounting to ~ $310 million. These data highlight
the need for additional preventive measures to decrease the risk of developing severe COVID-19
outcomes in vulnerable IC populations.

Internal Medicine

Haymart B, Kong X, Ali M, Schaefer JK, Froehlich JB, Ryan N, Stallings B, Barnes GD, and Kaatz S.
Prevalence of Guideline Discordant Aspirin use and Associated Adverse Events in Patients on Warfarin
for Mechanical Valve Replacement. Am J Med 2024; Epub ahead of print. PMID: 38280559. Full Text
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BACKGROUND: For patients on warfarin for mechanical heart valve replacement, the 2020 American
College of Cardiology and American Heart Association Guidelines recommend only adding aspirin in
patients with a specific indication for antiplatelet therapy. This contrasts prior guidelines which
recommended concomitant aspirin therapy. We sought to assess the prevalence of guideline discordant
aspirin use among patients on warfarin for mechanical heart valve replacement and to compare adverse
event rates among patients with and without concomitant aspirin. METHODS: Patients on warfarin for
mechanical heart valve replacement were identified from the Michigan Anticoagulation Quality
Improvement Initiative (MAQI(2)) registry. Patients with myocardial infarction, percutaneous coronary
intervention, or coronary artery bypass within the past 12 months were excluded. Patients were divided
into two groups based on aspirin use. Patient characteristics and bleeding and thromboembolic outcomes
were compared. RESULTS: Four hundred forty-four patients met inclusion criteria, with 341 (76.8%) on
concomitant aspirin. The aspirin group was older (50.6 vs 46.3 years, p=0.028) and had more
hypertension (57.8% vs 46.6%, p=0.046) but other patient characteristics were similar. The aspirin group
had a higher rate of bleeding events (28.3 vs 13.3 per 100 patient-years, p<0.001) and bleed-related
emergency department visits (11.8 vs 2.9 per 100 patient-years, p=0.001) compared to the non-aspirin
group. There was no observed difference in rates of ischemic stroke (0.56 vs 0.48 per 100 patient-years,
p=0.89). CONCLUSION: A significant proportion of patients on warfarin for mechanical heart valve
replacement are on guideline discordant aspirin. Aspirin deprescribing in select patients may safely
reduce bleeding events.

Internal Medicine

Zakhour J, El Ayoubi LW, and Kanj SS. Metallo-beta-lactamases: mechanisms, treatment challenges,
and future prospects. Expert Rev Anti Infect Ther 2024; Epub ahead of print. PMID: 38275276. Request
Article
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INTRODUCTION: Metallo-beta-lactamases (MBLS) are responsible for resistance to almost all beta-
lactam antibiotics. Found predominantly in Gram-negative bacteria, they severely limit treatment options.
Understanding the epidemiology, risk factors, treatment and prevention of infections caused by MBL-
producing organisms is essential to reduce their burden. AREAS COVERED: The origins and structure of
MBLs are discussed. We describe the mechanisms of action that differentiate MBLs from other beta-
lactamases. We discuss the global epidemiology of MBL-producing organisms and their impact on
patients' outcomes. By exposing the mechanisms of transmission of MBLs among bacterial populations,
we emphasize the importance of infection prevention and control. EXPERT OPINION: MBLs are
spreading globally and challenging the majority of available antibacterial agents. Genotypic tests play an
important role in the identification of MBL production. Phenotypic tests are less specific but may be used
in low-resource settings, where MBLs are more predominant. Infection prevention and control are critical
to reduce the spread of organisms producing MBL in healthcare systems. New combinations such as
avibactam-aztreonam and new agents such as cefiderocol have shown promising results for the
treatment of infections caused by MBL-producing organisms. New antibiotic and non-antibiotic agents are
being developed and may improve the management of infections caused by MBL-producing organisms.

Neurology
Aboul-Nour H, Jumah A, Schultz L, Affan M, Gagi K, Choudhury O, Brady M, Scozzari D, Nahab F,

Miller DJ, and Mayer SA. New-onset as opposed to established atrial fibrillation as a risk factor for
incident stroke. Clin Neurol Neurosurg 2024; 236:108106. PMID: 38219357. Full Text
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BACKGROUND: Atrial fibrillation (AF) is an established risk factor for acute ischemic stroke (AIS). It
remains unclear if new-onset AF confers a higher risk of AlS than longer-standing AF. METHODS: We
retrospectively analyzed all stroke-free patients who underwent transthoracic echocardiography (TTE) in
the Henry Ford Health System between March 6 and September 6, 2016. Incident AlS and new-onset AF
were ascertained by the presence of new diagnostic codes in the electronic medical record over a follow-
up period of up to 5 years. Cox proportional hazards regression was used to identify risk factors for new-
onset AF or AIS. RESULTS: Of 7310 patients who underwent baseline TTE the mean age was 65 years,
54% were female, 51% were Caucasian, and 46% had left atrial enlargement (LAE). Of at-risk patients,
10.9% developed new-onset AF and 2.9% experienced incident AlS. The risk of new-onset AF among at-
risk patients was 3.1 times higher among patients with any degree of LAE compared to those with normal
LA size (95% CI 2.6-3.6, P < 0.0001). New-onset AF, more than established AF, in turn had a powerful
association with incident AIS. The cumulative 5-year risk of AIS was 3.5% in those without AF, 5.9% in
those with established AF prior to TTE, and 20.1% in those with new-onset AF (P < 0.0001). In
multivariable analysis new-onset AF had the strongest association with incident AIS (P < 0.0001),
followed by increasing age (P = 0.0025), black race (P = 0.0032), and smoking (P = 0.0063).
CONCLUSIONS: New-onset AF has a strong relationship with incident AIS. LAE was present in nearly
half of stroke-free patients undergoing TTE, and was associated with a significantly higher likelihood of
new-onset AF during follow-up. Vigilant cardiac monitoring for AF in individuals with LAE, coupled with
the timely initiation of anticoagulation, may be an important strategy for the primary prevention of AF-
related stroke.

Neurology
Ahmad Z, Singh S, Lee TJ, Sharma A, Lydic TA, Giri S, and Kumar A. Untargeted and temporal analysis

of retinal lipidome in bacterial endophthalmitis. Prostaglandins Other Lipid Mediat 2024; 171:106806.
PMID: 38185280. Request Article
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Bacterial endophthalmitis is a blinding infectious disease typically acquired during ocular surgery. We
previously reported significant alterations in retinal metabolism during Staphylococcus (S) aureus
endophthalmitis. However, the changes in retinal lipid composition during endophthalmitis are unknown.
Here, using a mouse model of S. aureus endophthalmitis and an untargeted lipidomic approach, we
comprehensively analyzed temporal alterations in total lipids and oxylipin in retina. Our data showed a
time-dependent increase in the levels of lipid classes, sphingolipids, glycerolipids, sterols, and non-
esterified fatty acids, whereas levels of phospholipids decreased. Among lipid subclasses,
phosphatidylcholine decreased over time. The oxylipin analysis revealed increased prostaglandin-E2,
hydroxyeicosatetraenoic acids, docosahexaenoic acid, eicosapentaenoic acid, and a-linolenic acid. In-
vitro studies using mouse bone marrow-derived macrophages showed increased lipid droplets and lipid-
peroxide formation in response to S. aureus infection. Collectively, these findings suggest that S. aureus-
infection alters the retinal lipid profile, which may contribute to the pathogenesis of bacterial
endophthalmitis.
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Fiveash JB, Ye X, Peerboom DM, Mikkelsen T, Chowdhary S, Rosenfeld M, Lesser GJ, Fisher J,

Desideri S, Grossman S, Leopold L, and Nabors LB. Clinical trials of R-(-)-gossypol (AT-101) in newly
diagnosed and recurrent glioblastoma: NABTT 0602 and NABTT 0702. PLoS One 2024; 19(1):e0291128.
PMID: 38285688. Full Text
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PURPOSE: AT-101 is an oral bcl-2 family protein inhibitor (Bcl-2, Bcl-XL, Mcl-1, Bcl-W) and potent
inducer of proapoptotic proteins. A prior study of the parent compound, racemic gossypol, demonstrated
objective and durable responses in patients with malignant glioma. AT-101 has demonstrated synergy
with radiation in animal models. The objectives of trial NABTT 0602 were to determine the MTD of AT-101
concurrent with temozolomide (TMZ) and radiation therapy (RT) (Arm I) and to determine the MTD of AT-
101 when given with adjuvant TMZ after completion of standard chemoradiation (Arm 2). Separately in
trial NABTT 0702, the survival and response rates of single agent AT-101 were evaluated in patients with
recurrent glioblastoma. METHODS: In NABTT 0602 Phase I, a 3+3 design was used to define MTDs after
maximal safe resection, patients with newly diagnosed glioblastoma received standard concurrent RT (60
Gy) and TMZ 75 mg/m2/day followed by adjuvant TMZ 150-200 mg/m2 days 1-5 in 28-day cycles (Stupp
regimen). In Arm |, AT-101 was administered M-F during the six weeks of RT beginning 20 mg qd. In Arm
2, concurrent with each adjuvant cycle of TMZ, AT-101 was administered at a starting dose of 20 mg,
days 1-21 followed by 7-day break for a maximum of 6 cycles. The PK blood samples were collected in
the first three patients in each cohort of arm 1. In NABTT 0702 patients with recurrent glioblastoma
received 20 mg p.o. per day for 21 of 28 days in repeated cycles to assess overall survival (OS).
RESULTS: A total of sixteen patients were enrolled on the two study arms of NABTT 0602. In Arm 1 AT-
101 was escalated from 20 to 30 mg where one of six patients experienced DLT (grade 3 Gl ulcer). On
Arm 2 one patient treated at 20 mg experienced DLT (grade 3 ileus, nausea and diarrhea). The cohort
was expanded to include seven patients without observation of DLT. PK results were consistent with drug
levels from non-CNS studies. At study closure six patients are still alive. The median survival times for
Arm | and Arm Il are 15.2 months and 18.2 months, respectively. In NABTT 0702 fifty-six patients were
enrolled and forty-three were eligible for imaging response. Sixteen patients (29%) had stable disease as
best response and one partial response was observed. The median OS with single agent AT-101 was 5.7
months (95%CI: 3.8-7.6 months) for patients with rtGBM. CONCLUSIONS: AT-101 can be safely
administered with radiation therapy and TMZ in patients with newly diagnosed glioblastoma without
toxicity unique to patients with CNS tumors. Because of toxicity observed in non-CNS AT-101 clinical
trials, further dose-escalation was not attempted. The recommended dose for future studies that utilize
continual AT-101 exposure is 20 mg days M-F concurrent with RT/TMZ and 20 mg days 1-21 for each 28-
day cycle of TMZ. AT-101 has limited activity as a single agent in unselected patients with recurrent
glioblastoma. Future trials should attempt to better understand resistance mechanisms and consider
combination therapy.
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Lodhavia A, and Kempster GB. Fidelity to the Consensus Auditory-Perceptual Analysis of Voice (CAPE-

V): A Pilot Study. J Voice 2024; Epub ahead of print. PMID: 38185581. Full Text
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OBJECTIVES: Auditory-perceptual measurements of voice are among the most common diagnostic tools
used during a voice evaluation and are considered a gold standard for documenting voice disorders. The
goal of this pilot study was to examine the fidelity of clinicians in the administration of the Consensus
Auditory-Perceptual Evaluation of Voice (CAPE-V) and its published protocol. This investigation aimed to
determine how the CAPE-V is being used by clinicians and researchers and the extent to which users
deviate from the published procedure. STUDY DESIGN: Survey METHODS: Data were collected by
surveying a group (N = 17) of speech-language pathologists who regularly evaluate and treat patients with
voice disorders. Survey results revealed that few of the sampled speech-language pathologists follow
exactly the standardized instructions for administering the CAPE-V. Considerable variability in CAPE-V
administration, including tasks and stimuli examined, was found across respondents. CONCLUSIONS:
This exploratory project may be used to develop a larger national survey study investigating fidelity to the
CAPE-V and to motivate recommendations for possible revisions to the instrument and its protocol for
administration.

Neurosurgery
Aboul-Nour H, Jumah A, Schultz L, Affan M, Gagi K, Choudhury O, Brady M, Scozzari D, Nahab F,

Miller DJ, and Mayer SA. New-onset as opposed to established atrial fibrillation as a risk factor for
incident stroke. Clin Neurol Neurosurg 2024; 236:108106. PMID: 38219357. Full Text
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Department of Neurology, University of Minnesota, Minneapolis, MN, USA.

Department of Neurology, Michigan State University, Lansing, Ml, USA.
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BACKGROUND: Atrial fibrillation (AF) is an established risk factor for acute ischemic stroke (AIS). It
remains unclear if new-onset AF confers a higher risk of AlS than longer-standing AF. METHODS: We
retrospectively analyzed all stroke-free patients who underwent transthoracic echocardiography (TTE) in
the Henry Ford Health System between March 6 and September 6, 2016. Incident AlS and new-onset AF
were ascertained by the presence of new diagnostic codes in the electronic medical record over a follow-
up period of up to 5 years. Cox proportional hazards regression was used to identify risk factors for new-
onset AF or AIS. RESULTS: Of 7310 patients who underwent baseline TTE the mean age was 65 years,
54% were female, 51% were Caucasian, and 46% had left atrial enlargement (LAE). Of at-risk patients,
10.9% developed new-onset AF and 2.9% experienced incident AIS. The risk of new-onset AF among at-
risk patients was 3.1 times higher among patients with any degree of LAE compared to those with normal
LA size (95% CI 2.6-3.6, P < 0.0001). New-onset AF, more than established AF, in turn had a powerful
association with incident AIS. The cumulative 5-year risk of AIS was 3.5% in those without AF, 5.9% in
those with established AF prior to TTE, and 20.1% in those with new-onset AF (P < 0.0001). In
multivariable analysis new-onset AF had the strongest association with incident AlS (P < 0.0001),
followed by increasing age (P = 0.0025), black race (P = 0.0032), and smoking (P = 0.0063).
CONCLUSIONS: New-onset AF has a strong relationship with incident AIS. LAE was present in nearly
half of stroke-free patients undergoing TTE, and was associated with a significantly higher likelihood of
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new-onset AF during follow-up. Vigilant cardiac monitoring for AF in individuals with LAE, coupled with
the timely initiation of anticoagulation, may be an important strategy for the primary prevention of AF-
related stroke.

Neurosurgery
Koga SF, Hodges WB, Adamyan H, Hayes T, Fecci PE, Tsvankin V, Pradilla G, Hoang KB, Lee 1Y,

Sankey EW, Codd PJ, Huie D, Zacharia BE, Verma R, and Baboyan VG. Preoperative validation of
edema-corrected tractography in neurosurgical practice: translating surgeon insights into novel software
implementation. Front Neurol 2023; 14:1322815. PMID: 38259649. Full Text

Franciscan Missionaries of Our Lady Health System, Baton Rouge, LA, United States.
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BACKGROUND: Peritumoral edema alters diffusion anisotropy, resulting in false negatives in
tractography reconstructions negatively impacting surgical decision-making. With supratotal resections
tied to survival benefit in glioma patients, advanced diffusion modeling is critical to visualize fibers within
the peritumoral zone to prevent eloquent fiber transection thereafter. A preoperative assessment
paradigm is therefore warranted to systematically evaluate multi-subject tractograms along clinically
meaningful parameters. We propose a novel noninvasive surgically-focused survey to evaluate the
benefits of a tractography algorithm for preoperative planning, subsequently applied to Synaptive
Medical's free-water correction algorithm developed for clinically feasible single-shell DTI data.
METHODS: Ten neurosurgeons participated in the study and were presented with patient datasets
containing histological lesions of varying degrees of edema. They were asked to compare standard
(uncorrected) tractography reconstructions overlaid onto anatomical images with enhanced (corrected)
reconstructions. The raters assessed the datasets in terms of overall data quality, tract alteration patterns,
and the impact of the correction on lesion definition, brain-tumor interface, and optimal surgical pathway.
Inter-rater reliability coefficients were calculated, and statistical comparisons were made. RESULTS:
Standard tractography was perceived as problematic in areas proximal to the lesion, presenting with
significant tract reduction that challenged assessment of the brain-tumor interface and of tract infiltration.
With correction applied, significant reduction in false negatives were reported along with additional insight
into tract infiltration. Significant positive correlations were shown between favorable responses to the
correction algorithm and the lesion-to-edema ratio, such that the correction offered further clarification in
increasingly edematous and malignant lesions. Lastly, the correction was perceived to introduce false
tracts in CSF spaces and - to a lesser degree - the grey-white matter interface, highlighting the need for
noise mitigation. As a result, the algorithm was modified by free-water-parameterizing the tractography
dataset and introducing a novel adaptive thresholding tool for customizable correction guided by the
surgeon's discretion. CONCLUSION: Here we translate surgeon insights into a clinically deployable
software implementation capable of recovering peritumoral tracts in edematous zones while mitigating
artifacts through the introduction of a novel and adaptive case-specific correction tool. Together, these
advances maximize tractography's clinical potential to personalize surgical decisions when faced with
complex pathologies.

Neurosurgery
Naik A, Bah M, Govande M, Palsgaard P, Dharnipragada R, Shaffer A, Air EL, Cramer SW, Croarkin PE,

and Arnold PM. Optimal Frequency in rTMS for the Management of Chronic Pain: A Network Meta-
Analysis of Randomized Controlled Trials. World Neurosurg 2024; Epub ahead of print. PMID: 38185460.
Full Text
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INTRODUCTION: RTMS has been shown to be effective for pain modulation in a variety of pathological
conditions causing neuropathic pain. The purpose of this study is to conduct a network meta-analysis
(NMA) of randomized control trials to identify the most optimal frequency required to achieve chronic pain
modulation using rTMS. METHODS: A comprehensive search was conducted in electronic databases to
identify randomized controlled trials investigating the efficacy of rTMS for chronic pain management. A
total of 24 studies met the inclusion criteria, and a network meta-analysis was conducted to identify the
most effective rTMS frequency for chronic pain management. RESULTS: Our analysis revealed that high
frequency rTMS (20 Hz) was the most effective frequency for chronic pain modulation. Patients treated
with 20 Hz had lower pain levels than those treated at 5 Hz (MD = -3.11 (95% CI: -5.61 - -0.61), p =
0.032), and control (MD =-1.99 (95% ClI: -3.11 - -0.88), p = 0.023). Similarly, treatment with 10 Hz had
lower pain levels compared to 5 Hz (MD = -2.56 (95% CI: -5.05 - -0.07), p = 0.045), and control (MD = -
1.44 (95% CI. -2.52 - -0.36), p = 0.031). 20 Hz and 10 Hz were not statistically different. DISCUSSION:
This network meta-analysis suggests that high frequency rTMS (20 Hz) is the most optimal frequency for
chronic pain modulation. These findings have important clinical implications and can guide healthcare
professionals in selecting the most effective frequency for rTMS treatment in patients with chronic pain.

Neurosurgery
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AANS/CNS Section on Tumors: a summary of 40 years of advocacy to advance the care of patients with
brain and spine tumors. J Neurosurg 2024; 1-7. Epub ahead of print. PMID: 38277647. Full Text
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The AANS/CNS Section on Tumors was founded 40 years ago in 1984 to assist in the education of
neurosurgeons interested in neuro-oncology, and serves as a resource for other national organizations
regarding the clinical treatment of nervous system tumors. The Section on Tumors was the first national
physicians' professional organization dedicated to the study and treatment of patients with brain and
spine tumors. Over the past 40 years, the Section on Tumors has built solid foundations, including
establishing the tumor section satellite meetings, founding the Journal of Neuro-Oncology (the first
medical journal dedicated to brain and spine surgical oncology), advancing surgical neuro-oncology
education and research, promoting neurosurgical involvement in neuro-oncology clinical trials, and
advocating for patients with brain and spine tumors. This review provides a synopsis of the Section on
Tumors' history, its challenges, and its opportunities, drawing on the section's archives and input from the
17 section chairs who led it during its first 40 years.

Neurosurgery
Peters KB, Templer J, Gerstner ER, Wychowski T, Storstein AM, Dixit K, Walbert T, Melnick K, Hrachova

M, Partap S, Ullrich NJ, Ghiaseddin AP, and Mrgula M. Discontinuation of Antiseizure Medications in
Patients With Brain Tumors. Neurology 2024; 102(4):e209163. PMID: 38290092. Full Text
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Patients with brain tumors will experience seizures during their disease course. While providers can use
antiseizure medications to control these events, patients with brain tumors can experience side effects,
ranging from mild to severe, from these medications. Providers in subspecialties such as neurology,
neuro-oncology, neurosurgery, radiation oncology, and medical oncology often work with patients with
brain tumor to balance seizure control and the adverse toxicity of antiseizure medications. In this study,
we sought to explore the problem of brain tumor-related seizures/epilepsy in the context of how and when
to consider antiseizure medication discontinuation. Moreover, we thoroughly evaluate the literature on
antiseizure medication discontinuation for adult and pediatric patients and highlight recommendations
relevant to patients with both brain tumors and seizures.

Neurosurgery
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Robin AM, Kalkanis SN, and Lee |Y. Laser interstitial thermal therapy for deep-seated perivascular brain
tumors is not associated with distal ischemia. J Neurooncol 2024; Epub ahead of print. PMID: 38243083.
Full Text
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PURPOSE: Laser interstitial thermal therapy (LITT) is a minimally invasive cytoreductive treatment option
for brain tumors with a risk of vascular injury from catheter placement or thermal energy. This may be of
concern with deep-seated tumors that have surrounding end-artery perforators and critical
microvasculature. The purpose of this study was to assess the risk of distal ischemia following LITT for
deep-seated perivascular brain tumors. METHODS: A retrospective review of a multi-institution database
was used to identify patients who underwent LITT between 2013 and 2022 for tumors located within the
insula, thalamus, basal ganglia, and anterior perforated substance. Demographic, clinical and volumetric
tumor characteristics were collected. The primary outcome was radiographic evidence of distal ischemia
on post-ablation magnetic resonance imaging (MRI). RESULTS: 61 LITT ablations for deep-seated
perivascular brain tumors were performed. Of the tumors treated, 24 (39%) were low-grade gliomas, 32
(52%) were high-grade gliomas, and 5 (8%) were metastatic. The principal location included 31 (51%)
insular, 14 (23%) thalamic, 13 (21%) basal ganglia, and 3 (5%) anterior perforated substance tumors. The
average tumor size was 19.6 cm(3) with a mean ablation volume of 11.1 cm(3). The median extent of
ablation was 92% (IQR 30%, 100%). Two patients developed symptomatic intracerebral hemorrhage after
LITT. No patient had radiographic evidence of distal ischemia on post-operative diffusion weighted
imaging. CONCLUSION: We demonstrate that LITT for deep-seated perivascular brain tumors has
minimal ischemic risks and is a feasible cytoreductive treatment option for otherwise difficult to access
intracranial tumors.

Neurosurgery
Schucht P, Rock JP, Mo SM, Hlaing K, Myaing W, Thu M, Lwin KM, Aung K, Kuhlen D, and Soe ZW.

Building Neurosurgical Capacity in Myanmar with Parallel Twinning Programs by US and Swiss Teams.
World Neurosurg 2024; 181:el-e2. PMID: 38229293. Full Text
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Glycemic Control Beyond Hemoglobin Alc of 8% Improve Outcome for Lumbar Spine Surgery? A MSSIC
Study. Neurosurgery 2024; Epub ahead of print. PMID: 38240564. Full Text
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BACKGROUND AND OBJECTIVES: Diabetes mellitus is associated with increased risk of postoperative
adverse outcomes. Previous studies have emphasized the role of glycemic control in postoperative
complications. This study aims to ascertain whether controlling hemoglobin Alc (HbAlc) lower than 8%
preoperatively results in meaningful risk reduction or improved outcomes. METHODS: We used patient-
level data from the Michigan Spine Surgery Improvement Collaborative registry, focusing on patients who
underwent elective lumbar spine surgery between 2018 and 2021. The primary outcomes were length of
stay and the occurrence of postoperative adverse events. Secondary outcomes included patient
satisfaction, achievement of a minimum clinically important difference (MCID) of Patient-Reported
Outcomes Measurement Information System-Physical Function, the EuroQol-5D and NRS of leg and
back pain, and return to work. RESULTS: A total of 11 348 patients were included in this analysis.
Patients with HbAlc above the thresholds before surgery had significantly higher risks of urinary retention
for all 3 possible threshold values (incidence rate ratio [IRR] = 1.30, P =.015; IRR = 1.35, P =.001; IRR =
1.25, P = .011 for the HbAlc cutoffs of 8%, 7.5%, and 7%, respectively). They also had longer hospital
stay (IRR =1.04, P =.002; IRR =1.03, P =.001; IRR = 1.03, P < .001 for the HbA1c cutoffs of 8%, 7.5%,
and 7%, respectively) and had higher risks of developing any complication with HbAlc cutoff of 7.5%
(IRR =1.09, P =.010) and 7% (IRR = 1.12, P = .001). Diabetics with preoperative HbAlc above all 3
thresholds were less likely to achieve Patient-Reported Outcomes Measurement Information System
MCID at the 90-day follow-up (IRR = .81, P <.001; IRR = .86, P <.001; IRR = .90, P = .007 for the HbAlc
cutoffs of 8%, 7.5%, and 7%, respectively) and less likely to achieve EuroQol-5D MCID at the 2-year
follow-up (IRR = .87, P =.027; IRR = .84, P = .005 for the HbAlc cutoffs of 7.5% and 7%, respectively).
CONCLUSION: Our study suggests that reducing HbAlc below 8% may have diminishing returns
regarding reducing complications after spine surgery.

Obstetrics, Gynecology and Women’s Health Services

Neff K, McKean E, Miller M, Fitzgerald JT, Owens L, and Morgan HK. How medical students' trauma
histories affect their clinical clerkship experiences. Clin Teach 2024; e13734. Epub ahead of print. PMID:
38247167. Full Text
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BACKGROUND: As the gender demographics of medical students have evolved over the past decades, it
is important to understand potential stressors and challenges that may affect clinical learning
experiences. This study investigated the prevalence of prior sexual assault (SA) and interpersonal
violence (IPV) in medical students and how these affect their clinical clerkship experiences. METHODS: A
survey was distributed to third- and fourth-year medical students at a single institution in August 2022
guerying respondents on demographics and prior experiences with SA/IPV at any point in their lives.
Respondents who indicated they had previously experienced SA/IPV were directed to questions about
how these experiences affected clerkships. FINDINGS: Of 419 students, 125 responded to the survey
(30.8% response rate). Forty (31.1%) reported a history of SA/IPV-32 (80.0%) women, five (12.5%) men,
and three (7.5%) who did not report gender or identified as non-binary. Of the 40 respondents with a
history of SA/IPV, 20 (50.0%) reported that their prior history affected their overall clinical experience, and
nine (22.5%) felt that it affected their performance. Only seven (17.5%) reported using any resources,
such as counselling, during their clerkships. Narrative responses discussed significant effects on
performing physical exams, taking a history, interacting with team members, and engaging during
clerkships. DISCUSSION: This work demonstrates the high number of students affected by SA/IPV and
how these prior experiences affected core components of their clerkship experiences. CONCLUSIONS:
Institutions must be proactive to create better supports for learners with histories of trauma, including
SA/IPV.

Obstetrics, Gynecology and Women’s Health Services
Rattan R. Targeting mitochondria in EOC to improve immunity. Cancer Lett 2024; 581:N.PAG-N.PAG.
PMID: Not assigned. Full Text

Department of Gynecologic Oncology, Women's Health Services, Henry Ford Health, Detroit, Michigan

Ophthalmology and Eye Care Services
Rathbun DL, Jalligampala A, Zrenner E, and Hosseinzadeh Z. Improvements for recording retinal
function with Microelectrode Arrays. MethodsX 2024; 12. PMID: Not assigned. Full Text

Z. Hosseinzadeh, Department of Ophthalmology and Eye Hospital, University of Leipzig, Leipzig,
Germany

A microelectrode array (MEA) is a configuration of multiple electrodes that enables the concurrent
targeting of multiple sites for extracellular recording and stimulation. By utilizing light pulses or electrical
stimulations, MEA recordings unveil the complex patterns of electrical activities that arise from the
signaling processes within the retinal network. Here, we present a stepwise approach for using
microelectrode arrays (MEAS) for recording action potentials from the mouse retina in response to
electrical and light stimuli. We provide detailed techniques accompanied by description of a custom
optical system, example recordings, troubleshooting guidelines, and data processing methods including
spike sorting and code resources for analyzing light and electrical responses. The comprehensive nature
of this paper aims to guide researchers in utilizing MEAs effectively for investigating retinal functionality.
In particular, it can be easy to have a MEA experiment fail, but hard to identify the source of the failure.
This paper is meant to demystify that process. It includes: * A description of MEA setup, recording, and
spike data validation. A troubleshooting guide for common failure modes in MEA recordings from mouse
retina. « Spike detection and sorting to precisely extract distinctive action potential.
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Orthopedics/Bone and Joint Center

Castle JP, Kasto J, Jiang EX, Evans H, Tsitlakidou D, Akins J, Sanii R, and Muh SJ. Implementation
of a nonopioid multimodal analgesia protocol significantly reduces opioids prescribed after total shoulder
arthroplasty: a retrospective study. Semin Arthroplasty 2024; Epub ahead of print. PMID: Not assigned.
Full Text

S.J. Muh, Department of Orthopedic Surgery, Henry Ford Hospital, Henry Ford Health, 2799 W. Grand
Blvd., Detroit, MI, United States

Background: The purpose of this study was to evaluate the impact of a nonopioid multimodal pain
protocol on the amount of opioids prescribed, pain level, and complications in patients undergoing total
shoulder arthroplasty (TSA) compared to a standard opioid regimen. Methods: We retrospectively
reviewed 2 consecutive cohorts who underwent either primary anatomic or reverse TSA by a single
surgeon. The opioid cohort included patients from 2016 to 2020 who received an intraoperative
periarticular injection (Ropivacaine, Epinephrine, and Ketorolac cocktail) and were prescribed
Oxycodone/Acetaminophen 5/325 mg on discharge. The nonopioid cohort included patients from 2020 to
2022, consisting of preoperative oral analgesics (Celecoxib, Pregabalin, and Tramadol); intraoperative
intravenous Dexamethasone and Acetaminophen and periarticular injection; and postoperative oral
Dexamethasone and oral analgesics (Pregabalin, Tizanidine, Magnesium, Ibuprofen, and
Acetaminophen). The nonopioid cohort had the option to ask for an opioid prescription postoperatively if
needed. Patient-reported outcomes collected included visual analog scale scores for pain and Patient-
Reported Outcome Measurement Information System up to 1 year after surgery. Opioid consumption
using Morphine Milligram Equivalents were compared up to 3 months postoperatively. Results: There
were 232 patients in the opioid and 112 in the nonopioid cohorts, respectively. The nonopioid protocol
had lower mean visual analog scale scores at preoperative (6.4 vs. 7.4, P < .05), 10-day (3.5vs. 4.2, P <
.05), and 6-week postoperative time points (2.1 vs. 2.8, P < .05), but no differences between the groups
were noted 3 months postoperatively. No differences in Patient-Reported Outcome Measurement
Information System—upper extremity, pain interference, or depression were found preoperatively and up
to 1 year after surgery. Opioid consumption was lower in the nonopioid cohort at all time periods (P <
.01). Patients in the nonopioid cohort had significantly lower Morphine Milligram Equivalents at discharge,
10-day, 6-week, and 90-day time periods (P < .01) when compared to the opioid cohort. When analyzing
risk factors for continued opioid prescriptions for the whole cohort, preoperative opioid use within 90 days
before surgery (relative risk 4.69 [95% confidence interval 3.18-6.91; P < .01) and current tobacco use
(relative risk 2.61 [95% confidence interval 1.50-4.54]; P = .01) were associated with continued refills >30
days. Complications in the perioperative period and 90-day hospital readmissions were not significantly
different between the groups. Conclusion: A nonopioid postoperative regimen for patients undergoing
TSA significantly reduces opioid prescriptions with similar patient-reported outcomes, subjective pain
scores, and without increased complication rates compared to an opioid-only regimen.

Orthopedics/Bone and Joint Center

Gaudiani MA, Castle JP, Gasparro MA, Halkias EL, Adjemian A, McGee A, Fife J, Moutzouros V,
and Lynch TS. What Do Patients Encounter When Searching Online About Meniscal Surgery? An
Analysis of Internet Trends. Orthop J Sports Med 2024; 12(1):23259671231219014. PMID: 38274014.
Full Text

Department of Orthopedic Surgery, Henry Ford Health, Detroit, Michigan, USA.
Wayne State University School of Medicine, Detroit, Michigan, USA.

BACKGROUND: Many patients use the internet to learn about their orthopaedic conditions and find
answers to their common questions. However, the sources and quality of information available to patients
regarding meniscal surgery have not been fully evaluated. PURPOSE: To determine the most frequently
searched questions associated with meniscal surgery based on question type and topic, as well as to
assess the website source type and quality. STUDY DESIGN: Cross-sectional study. METHODS: The
following search terms were entered into a web search (www.google.com) using a clean-install browser:
"meniscal tear,""'meniscus repair,"'meniscectomy,"'knee scope,"'meniscus surgery," and "knee
arthroscopy." The Rothwell classification system was used to categorize questions and sort them into 1 of
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13 topics relevant to meniscal surgery. Websites were also categorized by source into groups. The
Journal of the American Medical Association (JAMA) benchmark criteria (medians and interquartile
ranges [IQRs]) were used to measure website quality. RESULTS: A total of 337 unique questions
associated with 234 websites were extracted and categorized. The most popular questions were "What is
the fastest way to recover from meniscus surgery?" and "What happens if a meniscus tear is left
untreated?" Academic websites were associated more commonly with diagnosis questions (41.9%,

P <.01). Commercial websites were associated more commonly with cost (71.4%, P =.03) and
management (47.6%, P =.02). Government websites addressed a higher proportion of questions
regarding timeline of recovery (22.2%, P <.01). Websites associated with medical practices were
associated more commonly with risks/complications (43.8%, P =.01) while websites associated with
single surgeons were associated more commonly with pain (19.4%, P =.03). Commercial and academic
websites had the highest median JAMA benchmark scores (4 [IQR, 3-4] and 3 [IQR, 2-4], respectively)
while websites associated with a single surgeon or categorized as "other" had the lowest scores (1 [IQR
1-2] and 1 [IQR 1-1.5], respectively). CONCLUSION: Our study found that the most common questions
regarding meniscal surgery were associated with diagnosis of meniscal injury, followed by activities and
restrictions after meniscal surgery. Academic websites were associated significantly with diagnosis
guestions. The highest quality websites were commercial and academic websites.

Otolaryngology — Head and Neck Surgery

Abiri A, Bitner BF, Nguyen TV, Pang JC, Roman KM, Vasudev M, Chung DD, Tripathi SH, Harris JC,
Kosaraju N, Shih RM, Ko M, Miller JE, Douglas JE, Lee DJ, Eide JG, Kshirsagar RS, Phillips KM,
Sedaghat AR, Bergsneider M, Wang MB, Palmer JN, Adappa ND, Hsu FPK, and Kuan EC. Clinical and
technical factors in endoscopic skull base surgery associated with reconstructive success. Rhinology
2024; Epub ahead of print. PMID: 38189480. Request Article

Department of Otolaryngology-Head and Neck Surgery, University of California, Irvine, Orange, CA, USA.
Department of Otolaryngology-Head and Neck Surgery, University of Cincinnati College of Medicine,
Cincinnati, OH, USA.

Department of Otorhinolaryngology-Head and Neck Surgery, Perelman School of Medicine, University of
Pennsylvania, Philadelphia, PA, USA.

Department of Head and Neck Surgery, David Geffen School of Medicine at UCLA, Los Angeles, CA,
USA.

Department of Neurosurgery, David Geffen School of Medicine at UCLA, Los Angeles, CA, USA.
Department of Otolaryngology-Head and Neck Surgery, Harvard Medical School, Boston, MA, USA.
Department of Otolaryngology-Head and Neck Surgery, Henry Ford Health System, Detroit, MI, USA.
Department of Head and Neck Surgery, Kaiser Permanente Redwood City Medical Center, Redwood
City, CA, USA.

Department of Neurological Surgery, University of California, Irvine, Orange, CA, USA.

BACKGROUND: In this study, we identified key discrete clinical and technical factors that may correlate
with primary reconstructive success in endoscopic skull base surgery (ESBS). METHODS: ESBS cases
with intraoperative cerebrospinal fluid (CSF) leaks at four tertiary academic rhinology programs were
retrospectively reviewed. Logistic regression identified factors associated with surgical outcomes by
defect subsite (anterior cranial fossa [ACF], suprasellar [SS], purely sellar, posterior cranial fossa [PCF]).
RESULTS: Of 706 patients (50.4% female), 61.9% had pituitary adenomas, 73.4% had sellar or SS
defects, and 20.5% had high-flow intraoperative CSF leaks. The postoperative CSF leak rate was 7.8%.
Larger defect size predicted ACF postoperative leaks; use of rigid reconstruction and older age protected
against sellar postoperative leaks; and use of dural sealants compared to fibrin glue protected against
PCF postoperative leaks. SS postoperative leaks occurred less frequently with the use of dural onlay.
Body-mass index, intraoperative CSF leak flow rate, and the use of lumbar drain were not significantly
associated with postoperative CSF leak. Meningitis was associated with larger tumors in ACF defects,
nondissolvable nasal packing in SS defects, and high-flow intraoperative leaks in PCF defects. Sinus
infections were more common in sellar defects with synthetic grafts and nondissolvable nasal packing.
CONCLUSIONS: Depending on defect subsite, reconstructive success following ESBS may be influenced
by factors, such as age, defect size, and the use of rigid reconstruction, dural onlay, and tissue sealants.
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Otolaryngology — Head and Neck Surgery

Bischoff LA, Ganly |, Fugazzola L, Buczek E, Faquin WC, Haugen BR, Mclver B, McMullen CP, Newbold
K, Rocke DJ, Russell MD, Ryder M, Sadow PM, Sherman E, Shindo M, Shonka DC, Jr., Singer MC,
Stack BC, Jr., Wirth LJ, Wong RJ, and Randolph GW. Molecular Alterations and Comprehensive Clinical
Management of Oncocytic Thyroid Carcinoma: A Review and Multidisciplinary 2023 Update. JAMA
Otolaryngol Head Neck Surg 2024; Epub ahead of print. PMID: 38206595. Full Text

Department of Medicine, Division of Endocrinology, Vanderbilt University Medical Center, Nashville,
Tennessee.

Department of Surgery, Head and Neck Service, Memorial Sloan Kettering Cancer Center, New York,
New York.

Endocrine Oncology Unit, IRCCS Istituto Auxologico Italiano, Milan, Italy.

Department of Pathophysiology and Transplantation, University of Milan, Milan, Italy.

Department of Otolaryngology Head and Neck Surgery, The University of Kansas, Kansas City.
Departments of Pathology, Massachusetts General Hospital and Harvard Medical School, Boston,
Massachusetts.

Department of Medicine, University of Colorado Cancer Center, University of Colorado School of
Medicine, Aurora.

Department of Head and Neck-Endocrine Oncology, Moffitt Cancer Center, Tampa, Florida.

Thyroid Unit, Royal Marsden NHS Foundation Trust, London, United Kingdom.

Department of Otolaryngology Head and Neck Surgery, Weill Medical College, Cornell University, New
York, New York.

Department of Otolaryngology-Head and Neck Surgery, Division of Thyroid and Parathyroid Endocrine
Surgery, Massachusetts Eye and Ear Infirmary, Harvard Medical School, Boston.

Division of Endocrinology and Medical Oncology, Mayo Clinic, Rochester, Minnesota.

Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, New York.

Department of Otolaryngology-Head and Neck Surgery, Oregon Health & Science University, Portland.
Department of Otolaryngology-Head and Neck Surgery, University of Virginia Health System,
Charlottesville.

Department of Otolaryngology-Head and Neck Surgery, Henry Ford Health System, Detroit, Michigan.
Department of Otolaryngology-Head and Neck Surgery, Southern lllinois University School of Medicine,
Springfield.

Departments of Medicine, Massachusetts General Hospital and Harvard Medical School, Boston.

IMPORTANCE: Oncocytic (Hurthle cell) thyroid carcinoma is a follicular cell-derived neoplasm that
accounts for approximately 5% of all thyroid cancers. Until recently, it was categorized as a follicular
thyroid carcinoma, and its management was standardized with that of other differentiated thyroid
carcinomas. In 2022, given an improved understanding of the unique molecular profile and clinical
behavior of oncocytic thyroid carcinoma, the World Health Organization reclassified oncocytic thyroid
carcinoma as distinct from follicular thyroid carcinoma. The International Thyroid Oncology Group and the
American Head and Neck Society then collaborated to review the existing evidence on oncocytic thyroid
carcinoma, from diagnosis through clinical management and follow-up surveillance. OBSERVATIONS:
Given that oncocytic thyroid carcinoma was previously classified as a subtype of follicular thyroid
carcinoma, it was clinically studied in that context. However, due to its low prevalence and previous
classification schema, there are few studies that have specifically evaluated oncocytic thyroid carcinoma.
Recent data indicate that oncocytic thyroid carcinoma is a distinct class of malignant thyroid tumor with a
group of distinct genetic alterations and clinicopathologic features. Oncocytic thyroid carcinoma displays
higher rates of somatic gene variants and genomic chromosomal loss of heterozygosity than do other
thyroid cancers, and it harbors unique mitochondrial DNA variations. Clinically, oncocytic thyroid
carcinoma is more likely to have locoregional (lymph node) metastases than is follicular thyroid
carcinoma-with which it was formerly classified-and it develops distant metastases more frequently than
papillary thyroid carcinoma. In addition, oncocytic thyroid carcinoma rarely absorbs radioiodine.
CONCLUSIONS AND RELEVANCE: The findings of this review suggest that the distinct clinical
presentation of oncocytic thyroid carcinoma, including its metastatic behavior and its reduced avidity to
radioiodine therapy, warrants a tailored disease management approach. The reclassification of oncocytic
thyroid carcinoma by the World Health Organization is an important milestone toward developing a
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specific and comprehensive clinical management for oncocytic thyroid carcinoma that considers its
distinct characteristics.

Otolaryngology — Head and Neck Surgery

Grewal JS, Williams AM, Alamoudi U, Shama M, and Ghanem TA. Microvascular surgery using surgical
loupes versus operating microscope-A single head and neck reconstructive surgeon's experience. Head
Neck 2024; Epub ahead of print. PMID: 38205684. Full Text

Department of Otolaryngology-Head and Neck Surgery, Henry Ford Hospital, Detroit, Michigan, USA.
Office of Physician Well-being and Professionalism, Corewell Health, Southfield, Michigan, USA.
Department of Otolaryngology, Advent Health, Celebration, Florida, USA.

Department of Otolaryngology-Head and Neck Surgery, Tulane University, New Orleans, Louisiana, USA.

BACKGROUND: This prospective randomized study evaluates surgical outcomes of head and neck free
tissue transfer surgery performed by a single head and neck reconstructive surgeon comparing the use of
surgical loupes and the operating microscope. METHODS: Cases using surgical loupes were performed
under x3.5 magnification, whereas cases using the microscope were done using the standard operating
microscope. Patient demographics, comorbidities, operative details, surgical outcomes, and flap failure
were assessed. RESULTS: Eighty-five free tissue transfer surgeries were included. Of these, 51.8%

(n =44) free tissue transfers were performed using loupe magnification and 48.2% (n=41) were
performed using the operating microscope. Total cases requiring intraoperative microvascular
anastomosis revision was 12 (15.4%)-of these, 41.7% (n = 5) were originally performed with surgical
loupes and 58.3% (n =7) were with microscope (p = 0.24). CONCLUSION: The current study provides
novel, prospective data regarding a single head and neck reconstructive surgeon's experience at a single
academic institution. From this, surgical loupes or the operating microscope can be used to perform head
and neck microvascular reconstruction with no significant difference in rates of free tissue transfer failure
or perioperative complications or outcomes.

Otolaryngology — Head and Neck Surgery
Hijazi KM, Dixon SJ, Armstrong JE, and Rizkalla AS. Titanium Alloy Implants with Lattice Structures for
Mandibular Reconstruction. Materials (Basel) 2023; 17(1). PMID: 38203994. Full Text

School of Biomedical Engineering, Faculty of Engineering, The University of Western Ontario, London,
ON N6A 3K7, Canada.

Bone and Joint Institute, The University of Western Ontario, London, ON N6G 2V4, Canada.

Schulich School of Medicine & Dentistry, The University of Western Ontario, London, ON N6A 5C1,
Canada.

Division of Oral and Maxillofacial Surgery, Department of Otolaryngology Head and Neck Surgery, Henry
Ford Hospital, Detroit, Ml 48202, USA.

Chemical and Biochemical Engineering, Faculty of Engineering, The University of Western Ontario,
London, ON N6A 5B9, Canada.

In recent years, the field of mandibular reconstruction has made great strides in terms of hardware
innovations and their clinical applications. There has been considerable interest in using computer-aided
design, finite element modelling, and additive manufacturing techniques to build patient-specific surgical
implants. Moreover, lattice implants can mimic mandibular bone's mechanical and structural properties.
This article reviews current approaches for mandibular reconstruction, their applications, and their
drawbacks. Then, we discuss the potential of mandibular devices with lattice structures, their
development and applications, and the challenges for their use in clinical settings.

Otolaryngology — Head and Neck Surgery

Saibene AM, Allevi F, Calvo-Henriquez C, Maniaci A, Mayo-Yafiez M, Paderno A, Vaira LA, Felisati G,
and Craig JR. Reliability of large language models in managing odontogenic sinusitis clinical scenarios: a
preliminary multidisciplinary evaluation. Eur Arch Otorhinolaryngol 2024; Epub ahead of print. PMID:
38189967. Full Text
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Otolaryngology Unit, Santi Paolo E Carlo Hospital, Department of Health Sciences, Universita Degli Studi
Di Milano, Milan, Italy. alberto.saibene@unimi.it.

Maxillofacial Surgery Unit, Santi Paolo E Carlo Hospital, Department of Health Sciences, Universita Degli
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Service of Otolaryngology, Rhinology Unit, Hospital Complex at the University of Santiago de
Compostela, Santiago de Compostela, A Corufia, Spain.

Department of Medical, Surgical Sciences and Advanced Technologies G.F. Ingrassia, University of
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Otorhinolaryngology, Head and Neck Surgery Department, Complexo Hospitalario Universitario A Corufia
(CHUAC), A Coruia, Galicia, Spain.

Department of Otorhinolaryngology, Head and Neck Surgery, University of Brescia, Brescia, Italy.
Maxillofacial Surgery Operative Unit, Department of Medicine, Surgery and Pharmacy, University of
Sassari, Sassari, Italy.

Biomedical Science PhD School, Biomedical Science Department, University of Sassari, Sassari, Italy.
Otolaryngology Unit, Santi Paolo E Carlo Hospital, Department of Health Sciences, Universita Degli Studi
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Department of Otolaryngology-Head and Neck Surgery, Henry Ford Health, Detroit, Ml, USA.

PURPOSE: This study aimed to evaluate the utility of large language model (LLM) artificial intelligence
tools, Chat Generative Pre-Trained Transformer (ChatGPT) versions 3.5 and 4, in managing complex
otolaryngological clinical scenarios, specifically for the multidisciplinary management of odontogenic
sinusitis (ODS). METHODS: A prospective, structured multidisciplinary specialist evaluation was
conducted using five ad hoc designed ODS-related clinical scenarios. LLM responses to these scenarios
were critically reviewed by a multidisciplinary panel of eight specialist evaluators (2 ODS experts, 2
rhinologists, 2 general otolaryngologists, and 2 maxillofacial surgeons). Based on the level of
disagreement from panel members, a Total Disagreement Score (TDS) was calculated for each LLM
response, and TDS comparisons were made between ChatGPT3.5 and ChatGPT4, as well as between
different evaluators. RESULTS: While disagreement to some degree was demonstrated in 73/80
evaluator reviews of LLMs' responses, TDSs were significantly lower for ChatGPT4 compared to
ChatGPT3.5. Highest TDSs were found in the case of complicated ODS with orbital abscess, presumably
due to increased case complexity with dental, rhinologic, and orbital factors affecting diagnostic and
therapeutic options. There were no statistically significant differences in TDSs between evaluators'
specialties, though ODS experts and maxillofacial surgeons tended to assign higher TDSs.
CONCLUSIONS: LLMs like ChatGPT, especially newer versions, showed potential for complimenting
evidence-based clinical decision-making, but substantial disagreement was still demonstrated between
LLMs and clinical specialists across most case examples, suggesting they are not yet optimal in aiding
clinical management decisions. Future studies will be important to analyze LLMs' performance as they
evolve over time.

Pathology and Laboratory Medicine

Ahsan BU, Khan M, and Zhang Z. Solid pseudopapillary neoplasm of pancreas with liver metastasis,
diagnosed on fine needle aspiration cytology (FNAC). Cytopathology 2024; Epub ahead of print. PMID:
38279187. Full Text
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Pathology and Laboratory Medicine

Alruwaii ZI, Williamson SR, and Al-Obaidy KI. Mechanistic Target of Rapamycin Kinase is a Common
Convergent Pathway to Renal Neoplasia: A Contemporary Review. Int J Surg Pathol 2024; Epub ahead
of print. PMID: 38258297. Full Text
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Mechanistic target of rapamycin kinase (mTOR) is a member of the phosphatidylinositol-3-hydroxide
kinase (P13 K)-related protein kinase family that functions as a central regulator of cell growth,
metabolism, proliferation, and survival. The role of the TSC-mTOR signaling pathway in kidney tumors
has been implicated in some hamartoma syndromes; however, with the advent and wide utilization of
molecular studies, a growing number of kidney tumors have been linked to somatic or germline mutations
involving genes that encode for this pathway, including eosinophilic solid and cystic renal cell carcinoma,
low-grade oncocytic tumor, eosinophilic vacuolated tumor, renal cell carcinoma with fioromyomatous
stroma and angiomyolipoma, among others. Herein, we review the contemporary developments of mMTOR
pathway-related renal neoplasia, focusing on the clinicopathologic features of the tumor entities.

Pathology and Laboratory Medicine

Mehrotra H, and Otrock ZK. Clinical and laboratory characteristics of patients with cold agglutinin
disease: A retrospective analysis at a tertiary medical center. Asian J Transfus Sci 2023; 17(2):229-233.
PMID: 38274972. Full Text

Department of Pathology and Laboratory Medicine, Henry Ford Hospital, Detroit, MI, USA.
Department of Pathology, Wayne State University School of Medicine, Detroit, MI, USA.

BACKGROUND: Cold agglutinin disease (CAD) is relatively rare and has primarily been reported as
retrospective case series. AIM: We reviewed our experience with CAD to shed light on this disease.
STUDY SETTINGS AND DESIGN: This was a retrospective review of all patients with CAD managed at
our institution between 2007 and 2018. MATERIALS AND METHODS: The study was approved by our
institutional review board. We extracted patients' demographic, clinical, and laboratory data, blood
transfusions, and outcomes from their electronic medical records. STATISTICAL ANALYSIS USED:
Statistical analysis was performed using SPSS version 17. The method of Kaplan-Meier was used to plot
survival curves. RESULTS: Forty-eight patients fulfilled the inclusion criteria for CAD. The median age of
patients was 73.1 (range, 43-99) years; 36 (75%) were female. The majority (n = 38; 79.2%) of patients
were Caucasians. Most patients (n = 25, 52.1%) presented with symptomatic anemia. Eight patients were
asymptomatic. The median hemoglobin level was 8.6 g/dL (range, 3-12 g/dL); 7 (14.6%) patients had
concurrent thrombocytopenia. Lactate dehydrogenase was elevated in 40/47 (85.1%) patients and
haptoglobin was below normal in 35/46 (76.1%) patients. Coagulopathy was observed in 19 (52.8%) of 36
patients. Sixteen (33.3%) patients required blood transfusion during admission at the time of diagnosis
with a median number of 3.5 red blood cell units. Twenty-five (52.1%) patients were alive after a median
follow-up of 50.1 months. The 5-year and 10-year survival was estimated at 58.2% and 30.8%,
respectively. CONCLUSION: CAD poses considerable burden on patients and health-care systems.
Patients vary widely in their disease severity and course.

Pathology and Laboratory Medicine
Miller MB, Watts ML, and Samuel L. FDA's proposed rule for the regulation of laboratory-developed tests.
J Clin Microbiol 2024; e0148823. Epub ahead of print. PMID: 38206042. Request Article

Department of Pathology and Laboratory Medicine, UNC School of Medicine, Chapel Hill, North Carolina,
USA.

American Society for Microbiology, Washington, DC, USA.

Department of Pathology and Laboratory Medicine, Henry Ford Health, Detroit, Michigan, USA.

In October 2023, the Food and Drug Administration (FDA) released a proposed rule that ends
enforcement discretion for laboratory-developed tests (LDTs). The FDA's proposal outlines a five-stage
implementation to begin regulating LDTs as they do for commercial in vitro diagnostics (IVDs), including
modified FDA-approved/cleared tests. We outline here concerns from the clinical and public health
microbiology laboratory perspective. It is our opinion that LDTs performed by individual Clinical
Laboratory Improvement Amendments-certified diagnostic laboratories should not be regulated in the
same way as commercial IVDs. This rule, if finalized, will negatively impact the diagnostic services
currently offered by clinical and public health laboratories and, therefore, patients and the providers who
care for them. Ending enforcement discretion will likely stifle diagnostic innovation and decrease access
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to diagnostic testing and health equity. Furthermore, the lack of infrastructure, including personnel and
funding, at the FDA and diagnostic laboratories to support the required submissions for review is an
obstacle. Like the FDA, diagnostic laboratories prioritize patient safety, accurate clinical diagnostics, and
health equity. Since the scope of the LDT landscape is currently unknown, we are supportive of a
registration process, along with non-burdensome adverse event reporting, to first understand the scope of
clinical use of LDTs and any associated safety concerns. Any regulatory rule should be based on data
that have been gathered systematically, not anecdotes or case reports. A rule must also balance the
potential negative impact to patient care with realistic safety risks for infectious disease diagnostics.
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Garcia E, Veve MP, and Rybak MJ. Cefiderocol: early clinical experience for multi-drug resistant gram-
negative infections. Microbiol Spectr 2024; e0310823. Epub ahead of print. PMID: 38206034. Full Text
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CFDC was safe and clinically effective as a monotherapy or in combination in treating a variety of
carbapenem-resistant gram-negative infections. Further prospective studies are warranted to confirm
these findings.
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Prevalence of Guideline Discordant Aspirin use and Associated Adverse Events in Patients on Warfarin
for Mechanical Valve Replacement. Am J Med 2024; Epub ahead of print. PMID: 38280559. Full Text
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BACKGROUND: For patients on warfarin for mechanical heart valve replacement, the 2020 American
College of Cardiology and American Heart Association Guidelines recommend only adding aspirin in
patients with a specific indication for antiplatelet therapy. This contrasts prior guidelines which
recommended concomitant aspirin therapy. We sought to assess the prevalence of guideline discordant
aspirin use among patients on warfarin for mechanical heart valve replacement and to compare adverse
event rates among patients with and without concomitant aspirin. METHODS: Patients on warfarin for
mechanical heart valve replacement were identified from the Michigan Anticoagulation Quality
Improvement Initiative (MAQI(2)) registry. Patients with myocardial infarction, percutaneous coronary
intervention, or coronary artery bypass within the past 12 months were excluded. Patients were divided
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into two groups based on aspirin use. Patient characteristics and bleeding and thromboembolic outcomes
were compared. RESULTS: Four hundred forty-four patients met inclusion criteria, with 341 (76.8%) on
concomitant aspirin. The aspirin group was older (50.6 vs 46.3 years, p=0.028) and had more
hypertension (57.8% vs 46.6%, p=0.046) but other patient characteristics were similar. The aspirin group
had a higher rate of bleeding events (28.3 vs 13.3 per 100 patient-years, p<0.001) and bleed-related
emergency department visits (11.8 vs 2.9 per 100 patient-years, p=0.001) compared to the non-aspirin
group. There was no observed difference in rates of ischemic stroke (0.56 vs 0.48 per 100 patient-years,
p=0.89). CONCLUSION: A significant proportion of patients on warfarin for mechanical heart valve
replacement are on guideline discordant aspirin. Aspirin deprescribing in select patients may safely
reduce bleeding events.
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Pharmacy Students' Knowledge, Stigma, and Risk Perceptions Towards Persons Living with HIV/AIDS at
a Hispanic Serving Institution. Am J Pharm Educ 2024; 100659. Epub ahead of print. PMID: 38246359.
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OBJECTIVE: To assess the knowledge, stigma, and risk perceptions toward people living with HIV/AIDS
(PLWHA) in Doctor of Pharmacy and pre-pharmacy students at a Hispanic-Serving Institution situated on
the United States-Mexico Border. METHODS: A cross-sectional survey was administered to pre-
pharmacy and Doctor of Pharmacy students to assess HIV background and knowledge, stigma, and risk
perceptions using a self-completed electronic questionnaire. Chi-square and correlational analyses were
conducted. RESULTS: Performance on the knowledge assessment was significantly correlated with
increases in professional year. While frequencies of negative stigma were overall low, there were three
key populations that demonstrated higher rates of negative stigma: people who inject drugs, those who
partake in high-risk sexual behavior, and sex workers. Although professional year was associated with
knowledge and one's willingness to share food with someone living with HIV/AIDS, professional year was
not associated with eight other risk perception variables. CONCLUSION: The identification of stigma
amongst already stigmatized populations supports the need for targeted educational interventions,
especially at Hispanic-Serving Institutions with colleges and schools of pharmacy. Additional research
should be conducted to explore the generalizability of these results and measure the impact of cultural
beliefs and practices on stigma and risk perceptions across institutions with predominantly
Hispanic/Latinx students.
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University of Rhode Island, Kingston, RI, United States of America; Rhode Island Primary Care
Physicians Corporation, Cranston, RI, 7 Greenhouse Road, Room 244R, Kingston, Rl 02881, United
States of America. Electronic address: Joseph.Nardolillo@uri.edu.

Wayne State University, Ambulatory Care Specialist, Henry Ford Hospital, 259 Mack Avenue, Detroit, Ml
48201, United States of America. Electronic address: Alison.lobkovich@wayne.edu.

Wayne State University, Ambulatory Care Specialist, Health Centers Detroit Medical Group, 259 Mack
Avenue, Detroit, Ml 48201, United States of America. Electronic address: hnberlie@wayne.edu.

57


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:38246359
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:38177019

PGY1 Pharmacy Practice Resident, Henry Ford Hospital, 259 Mack Avenue, Detroit, Ml 48201, United
States of America. Electronic address: Jkonja2@hfhs.org.

Wayne State University, 259 Mack Avenue, Detroit, Ml 48201, United States of America. Electronic
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BACKGROUND AND PURPOSE: The objectives of this study are to (1) describe the impact of an
ambulatory care elective on students' future interests in ambulatory care careers and (2) evaluate
students' perception of practice readiness using entry-level competencies. EDUCATIONAL ACTIVITY
AND SETTING: This study employed a mixed methods approach to provide a comprehensive evaluation
of a newly designed ambulatory care elective. A pre-post survey was developed to evaluate students'
career plans and perceptions of practice readiness in an ambulatory care setting. The primary outcome
analyzed the change in students' career plans and pre-post changes in self-perceptions using the
institutional advanced pharmacy practice experience (APPE) ambulatory care rotation assessment and
key skills from the American Society of Health-System Pharmacists entry-level readiness objectives. A
gualitative analysis was also conducted to analyze open-ended response questions within the post-
survey as well as the overall course reflections from the students. FINDINGS: There was no significant
difference in career plans; however, students' perception of practice readiness for the ambulatory care
setting significantly improved following the elective course. SUMMARY: This elective course improved
students' perception of practice readiness for the ambulatory care setting. Future research is required to
assess the impact of student performance in APPE and post-graduate pursuits.
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Miller DJ, and Mayer SA. New-onset as opposed to established atrial fibrillation as a risk factor for
incident stroke. Clin Neurol Neurosurg 2024; 236:108106. PMID: 38219357. Full Text
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BACKGROUND: Atrial fibrillation (AF) is an established risk factor for acute ischemic stroke (AIS). It
remains unclear if new-onset AF confers a higher risk of AlS than longer-standing AF. METHODS: We
retrospectively analyzed all stroke-free patients who underwent transthoracic echocardiography (TTE) in
the Henry Ford Health System between March 6 and September 6, 2016. Incident AIS and new-onset AF
were ascertained by the presence of new diagnostic codes in the electronic medical record over a follow-
up period of up to 5 years. Cox proportional hazards regression was used to identify risk factors for new-
onset AF or AIS. RESULTS: Of 7310 patients who underwent baseline TTE the mean age was 65 years,
54% were female, 51% were Caucasian, and 46% had left atrial enlargement (LAE). Of at-risk patients,
10.9% developed new-onset AF and 2.9% experienced incident AIS. The risk of new-onset AF among at-
risk patients was 3.1 times higher among patients with any degree of LAE compared to those with normal
LA size (95% CI 2.6-3.6, P < 0.0001). New-onset AF, more than established AF, in turn had a powerful
association with incident AIS. The cumulative 5-year risk of AIS was 3.5% in those without AF, 5.9% in
those with established AF prior to TTE, and 20.1% in those with new-onset AF (P < 0.0001). In
multivariable analysis new-onset AF had the strongest association with incident AlS (P < 0.0001),
followed by increasing age (P = 0.0025), black race (P = 0.0032), and smoking (P = 0.0063).
CONCLUSIONS: New-onset AF has a strong relationship with incident AIS. LAE was present in nearly
half of stroke-free patients undergoing TTE, and was associated with a significantly higher likelihood of
new-onset AF during follow-up. Vigilant cardiac monitoring for AF in individuals with LAE, coupled with
the timely initiation of anticoagulation, may be an important strategy for the primary prevention of AF-
related stroke.
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multiple myeloma using real-world data. Future Oncol 2024; Epub ahead of print. PMID: 38231002. Full
Text
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Aim: To validate algorithms based on electronic health data to identify composition of lines of therapy
(LOT) in multiple myeloma (MM). Materials & methods: This study used available electronic health data
for selected adults within Henry Ford Health (Michigan, USA) newly diagnosed with MM in 2006-2017.
Algorithm performance in this population was verified via chart review. As with prior oncology studies,
good performance was defined as positive predictive value (PPV) 275%. Results: Accuracy for identifying
LOT1 (N = 133) was 85.0%. For the most frequent regimens, accuracy was 92.5-97.7%, PPV 80.6-
93.8%, sensitivity 88.2-89.3% and specificity 94.3-99.1%. Algorithm performance decreased in
subsequent LOTSs, with decreasing sample sizes. Only 19.5% of patients received maintenance therapy
during LOT1. Accuracy for identifying maintenance therapy was 85.7%; PPV for the most common
maintenance therapy was 73.3%. Conclusion: Algorithms performed well in identifying LOT1 - especially
more commonly used regimens - and slightly less well in identifying maintenance therapy therein.
Electronic health data helps us understand treatment in the ‘real world’. The data has great value in
cancer if we can identify the drugs patients get. Yet this is hard in multiple myeloma (MM), where
treatment is complex. Algorithms (set of decision rules) to identify drugs can help here. We tested an
existing algorithm for identifying ‘lines of therapy’ (LOT) given to patients with MM. Each LOT included
one or more drugs for MM. We also developed and tested a new algorithm for ‘maintenance therapy’.
This is a treatment given to help maintain the response to the main MM treatment. We tested how well
the algorithms identified MM treatments in electronic health data. This data came from Henry Ford Health,
a healthcare system in Michigan, USA. Treatments were confirmed by cancer specialists who reviewed
medical charts. The LOT algorithm was good at finding the first LOT patients. The maintenance algorithm
did a fair job of identifying the most used therapy. Our algorithms could help researchers study the real-
world treatment of MM.
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