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Articles

Allergy and Immunology

Baptist AP, Germain G, Klimek J, Laliberté F, Schell RC, Forero-Schwanhaeuser S, Moore A, Noorduyn
SG, and Paczkowski R. Medicare Advantage Population in the United States: Outcomes of Patients with
Asthma Treated with ICS/LABA Before and After Initiation with Fluticasone
Furoate/Umeclidinium/Vilanterol (FF/UMEC/VI). Adv Ther 2024; Epub ahead of print. PMID: 39714547,
Full Text

Division of Allergy and Clinical Immunology, Henry Ford Health and MI State University Health Sciences,
One Ford Place, 3A32, Detroit, MI, 48202, USA. abaptisl@hfhs.org.

Group d'Analyse, Ltée, Montreal, QC, Canada.

Analysis Group, Inc, Boston, MA, USA.

Analysis Group, Inc, Menlo Park, CA, USA.

US Medical Affairs, GSK, Durham, NC, USA.

Global Medical Affairs, General Medicines, GSK, London, UK.

Value Evidence and Outcomes, R&D Global Medical, GSK, Mississauga, ON, Canada.

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

US Value Evidence and Outcomes, GSK, Collegeville, PA, USA.

INTRODUCTION: The clinical benefits of fluticasone furoate/umeclidinium/vilanterol (FF/UMEC/VI) have
been demonstrated in clinical trials. There is limited evidence regarding the effectiveness and economic
outcomes associated with FF/UMEC/VI use in US clinical practice. This real-world study assessed
asthma-related exacerbations, healthcare resource utilization (HRU), and healthcare costs among a
Medicare Advantage-insured population before and after initiation of FF/UMEC/VI in patients with asthma
previously treated with an inhaled corticosteroid/long-acting 3(2)-agonist (ICS/LABA). METHODS: De-
identified data were obtained from the Komodo Health database (01/01/2016-12/31/2023) for adults with
asthma who received prior ICS/LABA treatment and had = 12 months of continuous Medicare Advantage
coverage both pre- and post-FF/UMEC/VI initiation (index date). Rates of asthma-related exacerbations
and HRU were compared using rate ratios (RR) from Poisson regressions. Healthcare costs were
calculated per patient per year (PPPY) and compared using mean cost differences from generalized
linear models. RESULTS: In total, 2598 Medicare Advantage-insured patients who initiated FF/UMEC/VI
for asthma were included. The mean + SD age was 67.9 + 12.3 years; 75.5% were female. The rate of
overall asthma-related exacerbations was 31% lower in the post- versus pre-initiation period (RR 0.69;
95% CI 0.65, 0.73; p<0.001) and included a 24% lower rate of inpatient/emergency department (IP/ED)-
defined exacerbations (RR 0.76; 95% CI 0.68, 0.85; p <0.001) and a 34% lower rate of systemic
corticosteroid (SCS)-defined exacerbations (RR 0.66; 95% CI 0.61, 0.71; p <0.001). Asthma-related ED
visits (RR 0.69; 95% CI 0.60, 0.80; p <0.001) and asthma-related outpatient (OP) visits (RR 0.77; 95% CI
0.71, 0.84; p <0.001) were both lower, and the mean reduction in cost was $411 PPPY (95% CI $575,
$248; p <0.001), after FF/UMEC/VI initiation. CONCLUSIONS: Initiation of FF/UMEC/VI after ICS/LABA
treatment among Medicare Advantage-insured patients with asthma was associated with reduced rates of
asthma-related exacerbations, ED and OP visits, and healthcare costs, highlighting the benefits of
therapy escalation among this patient population.

Allergy and Immunology

Brunwasser SM, Gebretsadik T, Satish A, Cole JC, Dupont WD, Joseph C, Bendixsen CG, Calatroni A,
Arbes SJ, Jr., Fulkerson PC, Sanders J, Bacharier LB, Camargo CA, Jr., Johnson CC, Furuta GT,
Gruchalla RS, Gupta RS, Khurana Hershey GK, Jackson DJ, Kattan M, Liu A, O'Connor GT, Rivera-
Spoljaric K, Phipatanakul W, Rothenberg ME, Seibold MA, Seroogy CM, Teach SJ, Zoratti EM, Togias A,
and Hartert TV. Caregiver worry about COVID-19 as a predictor of social mitigation behaviours and
SARS-CoV-2 infection in a 12-city U.S. surveillance study of households with children. Prev Med Rep
2025; 49:102936. PMID: 39697187. Full Text

Rowan University, 201 Mullica Hill Road, Glassboro, NJ 08033, USA.
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Vanderbilt University Medical Center, 2525 West End Avenue, Nashville, TN 37203, USA.

Vanderbilt University, 2201 West End Avenue, Nashville, TN 37203, USA.

Henry Ford Hospital Public Health Sciences, Suite 3E, One Ford Place, Detroit, Ml 48202, USA.
National Farm Medicine Center, Marshfield Clinic Research Institute, 1000 N. Oak Ave. ML-8, Marshfield,
WI 54449, USA.

Rho, Inc., 2635 E NC Hwy 54, Durham, North Carolina, 27713, USA.

Division of Allergy, Immunology and Transplantation, National Institute of Allergy and Infectious Diseases,
National Institutes of Health, Bethesda, MD, 20892, USA.

Massachusetts General Hospital, Harvard Medical School, Boston, MA 02114, USA.

Henry Ford Health, Detroit, MI, 48202, USA.

Children's Hospital Colorado, Aurora, CO, 80045, USA.

University of Colorado School of Medicine, Aurora, CO, 80045, USA.

University of Texas Southwestern Medical Center, Dallas, TX, 75235, USA.

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

Cincinnati Children's Hospital Medical Center, University of Cincinnati College of Medicine, Cincinnati,
OH, 45229, USA.

School of Medicine and Public Health, Univ. of Wisconsin, Madison, WI 53706, USA.

Columbia University, New York City, New York, 10024, USA.

Boston University School of Medicine, Boston, MA, 02118, USA.

The Washington University School of Medicine, St Louis, MO, 63110-1010, USA.

Boston Children's Hospital, Harvard Medical School, Boston, MA, 02115, USA.

National Jewish Health, 1400 Jackson St, Denver, CO, 80206, USA.

Children's National Hospital, Washington, DC, 20010, USA.

OBJECTIVE: Understanding compliance with COVID-19 mitigation recommendations is critical for
informing efforts to contain future infectious disease outbreaks. This study tested the hypothesis that
higher levels of worry about COVID-19 illness among household caregivers would predict lower (a) levels
of overall and discretionary social exposure activities and (b) rates of household SARS-CoV-2 infections.
METHODS: Data were drawn from a surveillance study of households with children (N = 1913) recruited
from 12 U.S. cities during the initial year of the pandemic and followed for 28 weeks (data collection: 1-
May-2020 through 22-Feb-2021). Caregivers rated how much they worried about family members getting
COVID-19 and subsequently reported household levels of outside-the-home social activities that could
increase risk for SARS-CoV-2 transmission at 14 follow-ups. Caregivers collected household nasal swabs
on a fortnightly basis and peripheral blood samples at study conclusion to monitor for SARS-CoV-2
infections by polymerase chain reaction and serology. Primary analyses used generalized linear and
generalized mixed-effects modelling. RESULTS: Caregivers with high enroliment levels of worry about
COVID-19 illness were more likely to reduce direct social contact outside the household, particularly
during the U.S.'s most deadly pandemic wave. Households of caregivers with lower COVID-19 worry had
higher odds of (a) reporting discretionary outside-the-home social interaction and (b) SARS-CoV-2
infection. CONCLUSIONS: This was, to our knowledge, the first study showing that caregiver COVID-19
illness worry was predictive of both COVID-19 mitigation compliance and laboratory-determined
household infection. Findings should inform studies weighing the adaptive value of worrying about
infectious disease outbreaks against established detrimental health effects.

Allergy and Immunology

Greimann E, Freigeh GE, Wettenstein RP, Nelson B, Carpenter LM, Mohan A, and Baptist A. Mild
Asthma- What Matters to Patients and Parents. Ann Allergy Asthma Immunol 2024; Epub ahead of print.
PMID: 39608675. Full Text

Department of Internal Medicine, University of Michigan. Electronic address:
emma.greimann@gmail.com.

Division of Allergy and Clinical Immunology, Department of Internal Medicine, University of Michigan.
Clinical Subjects Coordinator, University of Michigan.

Henry Ford Health System.

Michigan Medicine Research-Clinical Trial Units.

Division of Pulmonary & Critical Care Medicine, University of Michigan.
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Division of Allergy and Clinical Immunology, Henry Ford Health System.

BACKGROUND: Mild asthma has received less attention despite accounting for the majority of asthma
patients. However, asthma complications including hospitalizations and progressive loss of lung function
frequently occur in such patients. The priorities of mild asthma patients are unknown, hindering the ability
to advance care. OBJECTIVE: To identify patient and parent perspectives on the definition of mild
asthma, treatment preferences, concerns and goals of care. METHODS: Participants with self-defined
mild/intermittent asthma were recruited using emails distributed through the Allergy & Asthma Network
(AAN) and Allergy Foundation of America (AAFA). A demographic survey and measures of asthma
control/quality of life were completed. Focus groups consisting of approximately 5 participants and a
focus group leader were conducted. RESULTS: A total of 20 patients and 20 parents of children with mild
asthma participated. Focus groups revealed significant variability in the definition and treatment
preferences. Frequency of symptoms appears to be a key driver in treatment decisions for mild asthma,
and those with infrequent symptoms were opposed to the addition of an inhaled corticosteroid to
albuterol. Use of recommended asthma monitoring strategies such as asthma action plans or peak flow
meters was low among adults. Participants desired more education from their providers regarding asthma
remission and long-term complications associated with mild asthma. CONCLUSION: There is significant
heterogeneity in the definition and treatment preferences among patients and parents of those with mild
asthma. Shared decision making between patients and providers is hecessary to personalize medical
decisions in those with mild asthma.

Allergy and Immunology

Non AL, Li X, Jones MR, Oken E, Hartert T, Schoettler N, Gold DR, Ramratnam S, Schauberger EM,
Tantisira K, Bacharier LB, Conrad DJ, Carroll KN, Nkoy FL, Luttmann-Gibson H, Gilliland FD, Breton CV,
Kattan M, Lemanske RF, Jr., Litonjua AA, McEvoy CT, Rivera-Spoljaric K, Rosas-Salazar C, Joseph
CLM, Palmore M, Ryan PH, Wegienka G, Sitarik AR, Singh AM, Miller RL, Zoratti EM, Ownby D,
Camargo CA, Jr., Aschner JL, Stroustrup A, Farzan SF, Karagas MR, Jackson DJ, and Gern JE.
Comparison of Race-neutral Versus Race-specific Spirometry Equations for Evaluation of Child Asthma.
Am J Respir Crit Care Med 2024; Epub ahead of print. PMID: 39642347. Full Text

University of California San Diego, Anthropology, La Jolla, California, United States; alnon@ucsd.edu.
Johns Hopkins, Baltimore, Maryland, United States.

Johns Hopkins University, Baltimore, Maryland, United States.

Harvard Medical School, Boston, Massachusetts, United States.

Vanderbilt University Medical Center, Medicine, Nashville, Tennessee, United States.

The University of Chicago, Chicago, lllinois, United States.

Harvard T H Chan School of Public Health, Boston, Massachusetts, United States.

University of Wisconsin-Madison School of Medicine and Public Health, Madison, Wisconsin, United
States.

University of Wisconsin Madison, Division of Pediatric Allergy, Immunology, and Rheumatology, Madison,
Wisconsin, United States.

University of California San Diego and Rady Children's Hospital, San Diego, Division of Pediatric
Respiratory Medicine, San Diego, California, United States.

Washington University School of Medicine, Pediatrics, St. Louis, Missouri, United States.

University of California San Diego, La Jolla, California, United States.

Vanderbilt University, Nashville, Tennessee, United States.

University of Utah School of Medicine, Department of Pediatrics, Salt Lake City, Utah, United States.
Harvard School of Public Health, Department of Environmental Health, Boston, Massachusetts, United
States.

University of Southern California, Preventive Medicine, Los Angeles, California, United States.
Columbia University College of Physicians and Surgeons, New York, New York, United States.
University of Wisconsin Madison, Madison, Wisconsin, United States.

University of Rochester Medical Center , Rochester, United States.

Oregon Health & Science University, Pediatrics , Portland, Oregon, United States.

Washington University School of Medicine in Saint Louis, Saint Louis, Missouri, United States.
Vanderbilt University School of Medicine, Pediatrics, Nashville, Tennessee, United States.
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Henry Ford Health System, Biostatistics and Research Epidemiology, Detroit, Michigan, United States.
Johns Hopkins Bloomberg School of Public Health, Baltimore, Maryland, United States.

Cincinnati Children's Hospital Medical Center, Division of Biostatistics and Epidemiology, Cincinnati,
Ohio, United States.

University of Cincinnati, Department of Environmental Health, Cincinnati, Ohio, United States.

Henry Ford Health System, Detroit, Michigan, United States.

Icahn School of Medicine at Mount Sinai, Medicine, New York, New York, United States.

Henry Ford Hospital, Allergy and Immunology, Detroit, Michigan, United States.

Medical College of Georgia, Department of Pediatrics, Augusta, Georgia, United States.
Massachusetts General Hospital, Emergency Medicine, Boston, Massachusetts, United States.
Hackensack Meridian School of Medicine, Nutley, New Jersey, United States.

Cohen Children's Medical Center, Queens, New York, United States.

University of Southern California, Population and Public Health Sciences, Los Angeles, California, United
States.

Dartmouth College Geisel School of Medicine, Hanover, New Hampshire, United States.

University of Wisconsin School of Medicine and Public Health, Pediatrics, Madison, Wisconsin, United
States.

University of Wisconsin-Madison, Pediatrics, Madison, Wisconsin, United States.

RATIONALE: Race-based estimates of pulmonary function in children could influence the evaluation of
asthma in children from racial and ethnic minoritized backgrounds. OBJECTIVES: To determine if race-
neutral (GLI-Global) versus race-specific (GLI-Race-Specific) reference equations differentially impact
spirometry evaluation of childhood asthma. METHODS: The analysis included 8,719 children aged 5 to
<12 years from 27 cohorts across the United States grouped by parent-reported race and ethnicity. We
analyzed how the equations affected forced expiratory volume in 1 second (FEV(1)), forced vital capacity
(FVC), and FEV(1)/FVC z-scores. We used multivariable logistic models to evaluate associations
between z-scores calculated with different equations and asthma diagnosis, emergency department (ED)
visits, and hospitalization. MEASUREMENTS AND MAIN RESULTS: For Black children, the GLI-Global
vs. Race-Specific equations estimated significantly lower z-scores for FEV(1) and FVC but similar values
for FEV(1)/FVC, thus increasing the proportion of children classified with low FEV(1) by 14%. While both
equations yielded strong inverse relationships between FEV(1) and FEV(1)/FVC z-scores and asthma
outcomes, these relationships varied across racial and ethnic groups (p<0.05). For any given FEV(1) or
FEV(1)/FVC z-score, asthma diagnosis and ED visits were higher among Black and Hispanic versus
White children (p<0.05). For FEV(1), GLI-Global equations estimated asthma outcomes that were more
uniform across racial and ethnic groups. CONCLUSIONS: Parent-reported race and ethnicity influenced
relationships between lung function and asthma outcomes. Our data show no advantage to race-specific
equations for evaluating childhood asthma, and the potential for race-specific equations to obscure lung
impairment in disadvantaged children strongly supports using race-neutral equations.

Anesthesiology
Attali A, Vander Woude T, Fayed M, and Nowak K. Microbial Safety Assessment of Gebauer's Pain

Ease®Spray on Invasive Procedural Sites. J Vasc Access 2024; 29(1):57-63. PMID: Not assigned.
Request Article

M. Fayed, Montefiore Health Center, Bronx, NY, United States

Aim: This study aimed to investigate the impact of Gebauer's Pain Ease® (Gebauer Company, Cleveland,
OH) topical refrigerant spray on the disinfection of skin sites, focusing on the volar wrist and lower back.
The primary objective was to determine whether the application of Pain Ease would compromise the
disinfection of these sites, potentially making it a suitable alternative to injectable lidocaine for invasive
medical procedures. Methods: This prospective, blinded, controlled study was conducted at Henry Ford
Hospital in Detroit, MI. Healthy adult hospital employees were recruited, and written consent was
obtained. Swabs were taken from the volar wrist and lower back sites before and after treatment with
ChloraPrep™ (BD, Franklin Lakes, NJ) and Pain Ease. Microbial cultures were performed, and microbial
growth levels were assessed and categorized. Data analysis included comparisons of microbial growth
between untreated samples, ChloraPrep-Treated samples, and ChloraPrep + Pain Ease-Treated
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samples. Results: Data were collected from 72 participants, with 6 samples per participant (2 locations, 3
treatments each). For wrist samples, there were no statistically significant differences in microbial growth
between ChloraPrep and ChloraPrep + Pain Ease. Similarly, for lower-back samples, microbial growth did
not significantly differ between these 2 treatment groups. Conclusions: This study demonstrates that the
application of Gebauer's Pain Ease to ChloraPrep disinfected skin areas does not negatively affect the
reduction of the bacterial load, supporting its potential as an alternative to injectable lidocaine and other
superficial anesthetics for vascular access or invasive medical procedures. However, further research is
warranted to explore the application of Pain Ease in various clinical scenarios and optimize patient
comfort during longer and more invasive procedures. ©

Anesthesiology
Chang C, Laird-Fick HS, Mitchell JD, Parker C, and Solomon D. Assessing the impact of clerkships on

the growth of clinical knowledge. Ann Med 2025; 57(1):2443812. PMID: 39731632. Full Text

Office of Medical Education Research and Development, and Department of Epidemiology and
Biostatistics, College of Human Medicine, Michigan State University, East Lansing, Ml, USA.
Department of Medicine, College of Human Medicine, Michigan State University, East Lansing, Ml, USA.
Department of Anesthesiology, Pain Management, and Perioperative Medicine, Henry Ford Health
System, Detroit, MI, USA.

Office of Medical Education Research and Development, College of Human Medicine, Michigan State
University, East Lansing, MI, USA.

Department of Medicine, Office of Medical Education Research and Development, College of Human
Medicine, Michigan State University, East Lansing, MI, USA.

PURPOSE: This study quantified the impact of clinical clerkships on medical students' disciplinary
knowledge using the Comprehensive Clinical Science Examination (CCSE) as a formative assessment
tool. METHODS: This study involved 155 third-year medical students in the College of Human Medicine
at Michigan State University who matriculated in 2016. Disciplinary scores on their individual
Comprehensive Clinical Science Examination reports were extracted by digitizing the bar charts using
image processing technigues. Segmented regression analysis was used to quantify the differences in
disciplinary knowledge before, during, and after clerkships in five disciplines: surgery, internal medicine,
psychiatry, pediatrics, and obstetrics and gynecology (ob/gyn). RESULTS: A comparison of the
regression intercepts before and during their clerkships revealed that, on average, the participants
improved the most in ob/gyn (B = 11.193, p < .0001), followed by psychiatry (8 = 10.005, p <.001),
pediatrics (B = 6.238, p <.0001), internal medicine (B = 1.638, p = .30), and improved the least in surgery
(B =-2.332, p =.10). The regression intercepts of knowledge during their clerkships and after them, on
the other hand, suggested that students' average scores improved the most in psychiatry (B = 7.649, p
=.008), followed by ob/gyn (B = 4.175, p = .06), surgery (B = 4.106, p = .007), and pediatrics (B = 1.732, p
= .32). CONCLUSIONS: These findings highlight how clerkships influence the acquisition of disciplinary
knowledge, offering valuable insights for curriculum design and assessment. This approach can be
adapted to evaluate the effectiveness of other curricular activities, such as tutoring or intersessions. The
results have significant implications for educators revising clerkship content and for students preparing for
the United States Medical Licensing Examination Step 2.

Anesthesiology
Volquez LME, Haddad R, and Patel N. Cephalad Migration of Spinal Cord Stimulator Lead: A Case

Report. Pain Med Case Reps 2024; 8(7):273-277. PMID: Not assigned. Full Text
L.M.E. Volquez, Henry Ford Hospital, Detroit, Ml, United States

Background: Case Report: Conclusions: Since the introduction of neuromodulation, significant advances
in technology and safety have been achieved. Despite these improvements, complications are frequently
observed. Among these complications, lead migration has been reported as the most common, with
significant cephalad displacement being among the rarest for this type. We present a case of a 69-year-
old woman with chronic low back pain that experienced lead migration from T8 to T3 during the trial
period, leading to an unsuccessful trial. Although rare, drastic displacement in the cephalad direction of a

7


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39731632
https://www.painmedicine-casereports.com/current/pdf?article=NzU4&journal=56

spinal cord stimulator lead has been reported in the literature and warrants recognition. There are multiple
potential etiologies that could explain this movement. There is a need to further study its mechanism, how
the current methods for securing the lead perform, and developing better options for securing the device.

Anesthesiology
Volquez LME, Kanuri SH, and Haddad R. Tibial Nerve Mononeuropathy Post-COVID-19 and Successful

Management with Peripheral Nerve Stimulation: A Case Report. Pain Med Case Reps 2024; 8(7):249-
252. PMID: Not assigned. Full Text

L.M.E. Volquez, Henry Ford Hospital, Detroit, MI, United States

Background: Case Report: Conclusions: Infection with COVID-19 has evolved from a novel health crisis
into an entity with a myriad of increasingly recognized sequelae. Among these, peripheral neuropathy is
often an underrecognized and underdiagnosed complication. Neuropathic pain can be challenging to treat
with many cases being refractory to conservative management, often requiring advanced techniques.
Neuromodulation has become an important tool for the treatment of the refractory cases. We present a
case of a 43-year-old woman with refractory right tibial mononeuropathy secondary to COVID-19 infection
who was treated successfully using peripheral nerve stimulation. The use of peripheral neuromodulation
represents a pivotal strategy for the management of difficult cases. Our case highlights the first use of
neuromodulation to treat neuropathic pain secondary to CO-VID-19 infection. We hope that this case
sparks further research on the topic, which could lead to better clarification of this condition and potential
expansion of treatment strategies.

Anesthesiology
Zorrilla-Vaca A, Grant MC, Mendez-Pino L, Rehman MJ, Sarin P, Nasra S, and Varelmann D.

Preoperative Multivariable Model for Risk Stratification of Hypoxemia During One-Lung Ventilation.
Anesth Analg 2024. PMID: Not assigned. Full Text

A. Zorrilla-Vaca, Department of Anesthesiology, Perioperative and Pain Medicine, Brigham and Women’s
Hospital, 75 Francis St, Boston, MA, United States

BACKGROUND: Hypoxemia occurs with relative frequency during one-lung ventilation (OLV) despite
advances in airway management. Lung perfusion scans are thought to be one of the most accurate
methods to predict hypoxemia during OLV, but their complexity and costs are well-known limitations.
There is a lack of preoperative stratification models to estimate the risk of intraoperative hypoxemia
among patients undergoing thoracic surgery. Our primary objective was to develop a risk stratification
model for hypoxemia during OLV based on preoperative clinical variables. METHODS: This is a single-
center, retrospective cohort study including 3228 patients who underwent lung resections with OLV from
2017 to 2022, at a tertiary academic health care center in the United States. Vital signs and ventilator
settings were retrieved minute by minute. Intraoperative hypoxemia was defined as an episode of oxygen
desaturation (Spo2 <90%) for at least 5 minutes. Demographic and clinical characteristics were included
in a stepwise logistic regression, which was used for the selection of predictors of the risk score model. Al
patients included in this cohort underwent elective lung surgery in lateral decubitus position, with double
lumen tube and placement confirmation with fiberoptic bronchoscopy. Our model was validated internally
using area under the receiver operating curves (AUC) with bootstrapping correction. RESULTS: The
incidence of hypoxemia during OLV was 8.9% (95% confidence interval [CI], 8.0-10.0). Multivariable
logistic regression identified 9 risk factors with their corresponding scoring: preoperative Spo2 <92% (15
points), hemoglobin <10 g/dL (6 points), age >60 years old (4 points), male sex (4 points), body mass
index >30 kg/m2 (8 points), diabetes mellitus (4 points), congestive heart failure (7 points), hypertension
(3 points), and right-sided surgery (3 points). The AUC of the model after bootstrap correction was 0.708
(95% CI, 0.676-0.74). Based on the highest Youden index, the optimal score for predicting intraoperative
hypoxemia was 13. The risk of hypoxemia increased from 4.7% in the first quartile of scores (0-13 points),
to 32% in the third quartile (27-39 points), and 83.3% in the fourth quartile (>39 points). At scores of 20 or
greater, the specificity of the model exceeded 90% and reached a positive predictive value of 80%.
CONCLUSIONS: The risk of hypoxemia during OLV can be stratified preoperatively using accessible
clinical variables. Our risk model is well calibrated but showed moderate discrimination for predicting
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intraoperative hypoxemia. The accuracy of preoperative models for risk stratification of hypoxemia during
OLYV should be explored in prospective studies.

Behavioral Health Services/Psychiatry/Neuropsychology

Miller-Matero LR, Yeh HH, Ma L, Jones RA, Nadolsky S, Medcalf A, Foster GD, and Cardel MI. Alcohol
Use and Antiobesity Medication Treatment. JAMA Netw Open 2024; 7(11):e2447644. PMID: 39589745.
Full Text

Center for Health Policy & Health Services Research, Henry Ford Health, Detroit, Michigan.

Behavioral Health Services, Henry Ford Health, Detroit, Michigan.
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This cohort study examines the association of antiobesity medication use and alcohol use among
participants enrolled in a weigh loss program.
eng
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Pearl ES, Murray MF, Haley EN, Snodgrass M, Braciszewski JM, Carlin AM, and Miller-Matero LR.
Weight and shape overvaluation and its relation to anxiety, depression, and maladaptive eating
symptoms for patients up to 4 years after bariatric surgery. Surg Obes Relat Dis 2024; Epub ahead of
print. PMID: 39710526. Full Text

Behavioral Health, Henry Ford Health, Detroit, Michigan. Electronic address: epearl2@hfhs.org.
Behavioral Health, Henry Ford Health, Detroit, Michigan.

Behavioral Health, Henry Ford Health, Detroit, Michigan; Center for Health Policy and Health Services
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BACKGROUND: Weight and shape overvaluation (WSO; undue influence of weight and shape on self-
evaluation) is common among individuals undergoing bariatric surgery. Little is known about how WSO
relates to poorer outcomes for patients remote from surgery. OBJECTIVES: To examine associations
between WSO with anxiety and depression symptoms and various maladaptive eating behaviors in
patients up to 4 years post-bariatric surgery. SETTING: Henry Ford Health, United States. METHODS:
Patients who underwent surgery between 2018 and 2021 were invited to complete the study between
2021 and 2022. Participants (N = 765) completed anxiety and depression symptom and eating behavior
measures. RESULTS: Participants endorsed moderate WSO (M = 3.62, standard deviation = 1.87), which
was positively related to anxiety (r = .37) and depression (r = .20) symptoms; eating in response to
anger/frustration (r = .26), anxiety (r = .28), and depression (r = .31); and addictive eating behaviors (r =
.26); and was significantly associated with the presence of loss-of-control (odds ratio [OR] = 1.39), binge
(OR = 1.39), and graze (OR = 1.24) eating. WSO also was related to more frequent grazing (r = .23) but
not loss-of-control or binge eating frequency for participants who endorsed behavior presence.
CONCLUSIONS: Findings underscore that links between WSO, psychiatric distress, and maladaptive
eating behaviors persist up to 4 years after bariatric surgery. These domains should be assessed at
bariatric follow-ups, and assessment of WSO may help providers identify patients at risk for poorer
outcomes. Findings should be used to inform temporal modeling of how WSO may predispose patients to
poorer bariatric outcomes.
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Shippen NA, Felton JW, Stevens AE, Khaireddin M, Lejuez CW, Chronis-Tuscano A, and Meinzer MC.
Longitudinal Association of Adolescent ADHD Symptoms in the Trajectory of Maternal Depression
Symptoms. J Psychopathol Behav Assess 2024; 46(4):888-899. PMID: Not assigned. Full Text

M.C. Meinzer, University of lllinois at Chicago, Chicago, United States

Maternal depression is a common mental health condition that can have adverse impacts on both
mothers and their offspring. Research is growing on what factors are related to maternal depression
longitudinally, specifically on transactional framings of how both maternal and child mental health
symptoms may potentially impact mothers. Attention-deficit/hyperactivity disorder (ADHD) is a common
childhood disorder, characterized by symptoms of inattention, hyperactivity, and/or impulsivity with
impacts across the lifespan. Research has demonstrated the effects of youth ADHD on caregiver well-
being and how race and sex may have a potential influence on experiences of families of youth with
ADHD. Less is known about how adolescent ADHD symptoms longitudinally relate to maternal
depressive symptoms. The current study draws from a community sample of adolescents and their
mothers. Children in the sample were approximately 12-year-olds (M = 12.07 years, SD = 0.90) at the
start of study and 18 at the end (M = 18.05, SD = 0.96). Mothers completed a measure of their child’s
ADHD symptoms at approximately age 12 and a measure of their own depressive symptoms annually
over seven years. Latent growth modeling was used to examine the intercept and slope of mothers’
depression symptoms throughout their child’s adolescence. The slope of maternal depressive symptoms
was flat across adolescence. ADHD symptoms of hyperactivity/impulsivity (but not inattention) were
significantly associated with the intercept of maternal depressive symptoms, with higher levels of
hyperactivity/impulsivity symptoms predicting a higher intercept of maternal depressive symptoms, but not
the slope of maternal depressive symptoms, across adolescence. The results of this study highlight
associations between ADHD symptoms and maternal mental health and the longevity of its effects.
Future directions and clinical implications are discussed.

Cardiology/Cardiovascular Research

Alrifai N, Puttur A, Ghanem F, Dhital Y, Jabri A, Al-Abdouh A, and Alhuneafat L. Maternal and fetal
outcomes in those with autoimmune connective tissue disease. Clin Rheumatol 2024; Epub ahead of
print. PMID: 39616303. Full Text
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INTRODUCTION: Autoimmune CTDs like systematic lupus erythematosus (SLE), systemic sclerosis
(SSc), and rheumatoid arthritis (RA)predominantly affect women during reproductive years and are linked
to maternal and fetal complications. METHODS: We conducted a population-based, retrospective cohort
study using the national inpatient data sample to compare maternal and fetal outcomes in patients with
and without CTD delivering between October 2015 and December 2020. Regression analysis was
performed and adjusted for multiple patient characteristics to compare outcomes. RESULTS: Our study
comprised of 18,866,050 deliveries, of which 50,450 (0.02%) had autoimmune CTD, including 25,340
with SLE, 23,945 with RA, and 1,165 with SSc. Patients with CTDs had significantly higher odds of
maternal death (aOR 3.898; 95% ClI: 1.462-10.389, p = 0.007), hypertensive disorders (aOR 1.554; 95%
Cl: 1.456-1.659, p <0.001), acute kidney injury (aOR 4.886; 95% CI: 3.934-6.069, p <0.001), blood
transfusions (aOR 1.853; 95% CI: 1.628-2.109, p <0.001), peripartum cardiomyopathy (aOR 2.709; 95%
Cl: 1.492-4.917, p=0.001), sepsis (aOR 2.112; 95% CI: 1.430-3.119, p<0.001), and ARDS (aOR 1.623;
95% CI: 1.076-2.449, p =0.021). Fetal outcomes were also worse, with higher odds of small for
gestational age fetuses (aOR 1.926; 95% ClI: 1.779-2.086, p < 0.001), stillbirth (aOR 1.644; 95% CI:
1.352-2.000, p <0.001), and preterm labor (aOR 1.702; 95% CI: 1.574-1.841, p <0.001). Patients with
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RA, SS, and SLE experience varying degrees of complications. CONCLUSION: Our study shows that
pregnant patients with autoimmune CTDs have worse maternal and fetal outcomes compared to those
without CTDs. The rates of adverse outcomes varies among CTD subtypes. Comprehensive
preconception counseling and tailored management strategies are essential for optimizing outcomes in
these patients. Key Points * Increased Maternal Complications: Patients with autoimmune CTDs had
significantly higher odds of maternal death, hypertensive disorders, acute kidney injury, blood
transfusions, peripartum cardiomyopathy, sepsis, and ARDS. « Adverse Fetal Outcomes: Higher odds of
small for gestational age fetuses, stillbirth, and preterm labor were observed in patients with CTDs
compared to those without. « CTD Subtype Variations: Complication rates varied among CTD subtypes,
with SLE, RA, and SSc each presenting varying risks and outcomes.
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Bamford P, Henry TD, O'Neill WW, and Grines CL. The Revolution of STEMI Care: A Story of Resilience,
Persistence, and Success. J Soc Cardiovasc Angiogr Interv 2024; 3(11):102395. PMID: 39649828. Full
Text
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Kaneko T, Sundt TM, 3rd, Schonberger RB, Harrington SD, Dias RD, Pagani FD, Likosky DS, and Yule
S. Multicenter Analysis of the Relationship Between Operative Team Familiarity and Safety and Efficiency
Outcomes in Cardiac Surgery. Circ Cardiovasc Qual Outcomes 2024; 17(12):e011065. PMID: 39689169.
Full Text
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School, Boston, MA.

Division of Cardiac Surgery, Massachusetts General Hospital/Harvard Medical School, Boston (K.G.S.,
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Department of Surgery, Washington University School of Medicine, St. Louis, MO (T.K.).

Department of Anesthesiology, Yale School of Medicine, New Haven, CT (R.B.S.).

Department of Cardiac Surgery, Henry Ford Macomb Hospital, Clinton Township, Ml (S.D.H.).
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Surgical Sabermetrics Laboratory, Centre for Medical Informatics, Usher Institute, The University of
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Department of Clinical Surgery, Royal Infirmary of Edinburgh, The University of Edinburgh, Scotland
(S.Y).

BACKGROUND: Safety in cardiac surgical procedures is predicated on effective team dynamics. This
study associated operative team familiarity (ie, the extent of clinical collaboration among surgical team
members) with procedural efficiency and Society of Thoracic Surgeons (STS) adjudicated patient
outcomes. METHODS: Institutional STS adult cardiac surgery registry and electronic health record data
from 2014 to 2021 were evaluated across 3 quaternary hospitals. Team familiarity was defined as the
mean number of cardiac operations performed by surgeon-anesthesiologist, surgeon-perfusionist, and
anesthesiologist-perfusionist dyads within 1 year of the operation. The primary outcomes were (1) safety,
measured by the STS' composite major morbidity and operative mortality measure, and (2) procedural
efficiency, assessed by cardiopulmonary bypass duration. Team familiarity was stratified by terciles (low,
moderate, and high) for crude analyses and analyzed continuously for adjusted analyses. Multivariable
logistic and linear regression models were used to assess the association between team familiarity and
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outcomes. RESULTS: Team familiarity was calculated for 13 581 operations. The median (interquartile
range) patient age was 64 (55-72) years, and 31.9% (4328/13 581) were women. Terciles of team
familiarity were defined as low (<6.00 average shared operations), moderate (6.00-9.67), and high
(>9.67). Teams in lower terciles had higher observed STS morbidity and mortality rates (low, 17.9%;
moderate, 18.0%; high, 16.0%; P=0.02) and longer median cardiopulmonary bypass duration (low, 137
minutes; moderate, 131 minutes; high, 118 minutes; P<0.001). After risk adjustment, team familiarity was
not significantly associated with STS morbidity and mortality (estimate, -0.001 [95% ClI, -0.998 to 0.997])
but was inversely associated with cardiopulmonary bypass duration (estimate, -2.02 minutes per 1 unit
increase in team familiarity [95% CI, -2.30 to -1.75]). CONCLUSIONS: Increased team familiarity was not
associated with STS morbidity and mortality but was inversely correlated with cardiopulmonary bypass
duration, demonstrating potential benefit. Interventions aimed at improving team familiarity among
operative teams may increase procedural efficiency.

Cardiology/Cardiovascular Research

Cascino TM, Ling C, Likosky DS, Pagani FD, and Cowger J. A gift of life, not immortality: Evaluation of a
strategy of heart transplant listing in the older patient with advanced heart failure. J Heart Lung Transplant
2024; Epub ahead of print. PMID: 39642950. Full Text

Division of Cardiology, Michigan Medicine, University of Michigan, Ann Arbor, MI.
Department of Cardiac Surgery, Michigan Medicine, University of Michigan, Ann Arbor, MI.
Henry Ford Medical Center, Detroit, MI. Electronic address: jennifercowger@gmail.com.

Patients 65 years of age or older represent the fastest-growing demographic group added to the U.S.
heart transplant (HT) list. While post-HT outcomes appear acceptable, immortal time bias is introduced if
adverse outcomes that occur while waiting for HT are not considered. Recent durable left ventricular
assist device (dLVAD) technological innovations have engendered the question of whether this patient
subgroup would achieve equivalent survival from a strategy of primary dLVAD implant as opposed to HT
listing. We identified adults 265 years of age listed for HT between 2018-2021, excluding persons with
dLVAD support and/or multi-organ listing. Among 1176 patients, 2-year survival from HT listing was 78.4
+ 1.2%, similar to the 71% to 75% reported in The Society of Thoracic Surgeons (STS) Intermacs
National Database for older adults. Linkage of the Scientific Registry of Transplant Recipients with STS
Intermacs would enable comparative effectiveness analyses of surgical heart failure therapeutic
strategies in high-risk patient cohorts.
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Fang JX, Fram G, Wang DD, Villablanca PA, O'Neill BP, Frisoli TM, Giustino G, Lee JC, O'Neill WW,
and Engel Gonzalez P. Subaortic Membrane and Cardiac Catheterization-Beware of Diagnostic Pitfall. J
Soc Cardiovasc Angiogr Interv 2024; 3(11):102284. PMID: 39649826. Full Text
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Jabri A, Alameh A, Giustino G, Gonzalez PE, O'Neill B, Bagur R, Cox P, Frisoli T, Lee J, Wang DD,
O'Neill WW, and Villablanca P. Transcatheter Aortic Valve Replacement is Ready for Most Low-risk
Patients: A Systematic Review of the Literature. Card Fail Rev 2024; 10:e11. PMID: 39386082. Full Text

Division of Cardiology, Structural Heart Disease Center, Henry Ford Hospital Detroit, MI, US.
Division of Cardiology, Department of Medicine, London Health Sciences Centre, Western University
London, Ontario, Canada.

Department of Epidemiology and Biostatistics, Western University London, Ontario, Canada.
Division of Cardiology, Department of Medicine, Louisiana State University New Orleans, LA, US.

Transcatheter aortic valve replacement (TAVR) has undergone rapid expansion, emerging as a viable
therapeutic option for low-risk patients in lieu of surgical aortic valve replacement. This paper aims to
provide a review of the scientific evidence concerning TAVR in low-risk patients, encompassing both
observational and clinical trial data. Furthermore, a substantial proportion of low-risk patients possesses a
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bicuspid aortic valve, necessitating careful examination of the pertinent anatomic and clinical
considerations to TAVR that is highlighted in this review. Additionally, the review expands upon some of
the unique challenges associated with alternate access in low-risk patients evaluated for TAVR. Last, this
review outlines the pivotal role of a multidisciplinary heart team approach in the execution of all TAVR
procedures and the authors' vision of 'minimalist TAVR' as a new era in low-risk TAVR.

Cardiology/Cardiovascular Research

Jain V, Gupta K, Bhatia NK, EI-Chami MF, Tamirisa KP, Volgman AS, and Merchant FM. Outcomes of
pregnancy-related hospitalizations in women with pacemakers and defibrillators. Heart Rhythm O2 2024.
PMID: Not assigned. Full Text

F.M. Merchant, Emory University Hospital Midtown, 550 Peachtree Street, MOT 12th Floor, Atlanta,
Georgia

Background: There is limited information on pregnancy outcomes in women who have previously
undergone implantation of cardiac implantable electronic devices (CIEDs). Objective: The study sought to
describe outcomes of pregnancy related hospitalizations in women with CIEDs. Methods: The National
Inpatient Sample database was analyzed to identify pregnancy-related hospitalizations between 2016 and
2021. Results: We identified 23,611,200 weighted pregnancy-related hospitalizations, of which 11,220
(0.05%) had a history of CIED implantation. Of these, 5105 had permanent pacemakers (PPMs) and
6115 had implantable cardioverter-defibrillators (ICDs). The mortality rate during pregnancy-related
hospitalization was significantly higher among women with ICDs (0.9%) compared with those without
CIEDs (0.01%). Of note, there were no in-hospital deaths among pregnant women with PPMs. After
adjusting for covariates, the excess mortality risk in women with ICDs was no longer noted. However,
pregnant women with ICDs remained at higher risk of cardiogenic shock (odds ratio 3.06, 95% confidence
interval 2.17—-4.30) and need for mechanical circulatory support (odds ratio 2.37, 95% confidence interval
1.48-3.80). Conclusion: In a nationwide cohort of pregnhancy-related hospitalizations, a history of CIED
implantation was rare, occurring in about 0.05% of women. In-hospital mortality was significantly higher
among pregnant women with ICDs. However, after adjustment for covariates, the excess mortality risk
was no longer observed. Pregnant women with ICDs remain at increased risk of cardiogenic shock and
need for mechanical circulatory support, even after adjusting for covariates. Outcomes for pregnant
women with PPMs are generally excellent and comparable to those without CIEDs.

Cardiology/Cardiovascular Research
Jamil D, Fadel R, Kollman P, and Swanson B. A Case of an Interventricular Septum Pseudoaneurysm
With Perforation Mimicking a Ventricular Septal Defect. Cureus 2024; 16(11):e73080. PMID: 39640109.

Request Article

Internal Medicine, Henry Ford Health System, Detroit, USA.
Cardiology, Henry Ford Health System, Detroit, USA.
Internal Medicine, Wayne State University School of Medicine, Detroit, USA.

Ventricular pseudoaneurysm (PSA) is a ventricular outpouching contained by adherent pericardium or
myocardial scar tissue and represents a rare but potentially fatal complication of acute myocardial
infarction (AMI). The vast majority of cases involve the left ventricular apex, in the area of infarct. It is
extremely rare to see PSA formation within the interventricular septum (IVS). We present a case of
ventricular PSA of the IVS, with contained perforation into the right ventricle, mimicking a ventricular
septal defect (VSD) in a patient presenting with ST-elevation myocardial infarction (STEMI). This case
underscores the importance of maintaining a high index of clinical suspicion and reviews the
pathophysiological mechanisms and treatment options for these life-threatening mechanical
complications.
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25(11):404. PMID: 39618857. Full Text
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BACKGROUND: Spontaneous coronary artery dissection (SCAD) is a rare and often underdiagnosed
cause of acute coronary syndrome (ACS), predominantly affecting younger women without traditional
cardiovascular risk factors. The management of SCAD remains a subject of debate, likely secondary to
inconclusive evidence. This study aims to compare the clinical outcomes of SCAD patients treated with
optimal medical therapy (OMT) versus those who underwent percutaneous coronary intervention (PCI)
using a national population-based cohort. METHODS: We conducted a retrospective analysis using the
National Inpatient Sample (NIS) database from 2016 to 2020. The study included patients identified with
SCAD using the ICD-10-CM (the International Classification of Diseases, Tenth Revision, Clinical
Modification) code 125.42. We excluded individuals who did not receive PCI or coronary angiography,
those who underwent coronary artery bypass grafting, and patients with incomplete records. The primary
outcome was in-hospital mortality, while secondary outcomes included acute kidney injury, cardiac arrest,
cardiogenic shock, use of temporary mechanical circulatory support, cost of hospitalization, and length of
stay. National estimates were obtained using discharge weights, and statistical comparisons were
performed using chi-square tests and linear regression. Multivariate logistic regression was employed to
identify predictors of mortality and other outcomes. RESULTS: A total of 31,105 SCAD patients were
included in the study, with 10,480 receiving OMT and 20,625 undergoing PCI. Patients in the PCI group
were older (mean age 64 vs. 54 years) and had higher comorbidities compared to those in the OMT
group. The proportion of SCAD patients receiving PCI declined from 72% in 2016 to 60% in 2020. In
multivariable analysis, PCl was associated with increased in-hospital mortality (odds ratio (OR) 1.89, 95%
confidence interval (Cl) 1.24-2.90, p = 0.0003), cardiogenic shock (OR 2.29, 95% CI 1.71-3.07, p <
0.0001), use of a left ventricular assist device (LVAD) (OR 3.97, 95% Cl 2.42-6.53, p < 0.0001), and an
intra-aortic balloon pump (IABP) (OR 2.24, 95% CI 1.63-3.09, p < 0.0001). Trends also suggested an
association between PCI and cardiac arrest, extracorporeal membrane oxygenation (ECMO), and acute
kidney injury (AKI). The PCI group had significantly higher hospitalization costs and longer lengths of stay
compared to the OMT group (both p < 0.001). CONCLUSIONS: In this large, national cohort study, SCAD
patients who underwent PCI had significantly higher risks of adverse in-hospital outcomes, including
mortality, compared to those treated with OMT. These findings underscore the importance of careful
patient selection and the potential advantages of conservative management in SCAD, particularly in
patients without severe or unstable presentations. Further research is needed to develop evidence-based
guidelines for the optimal management of SCAD.
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Llamocca EN, Bossick AS, Perkins DW, Ahmedani BK, Behrendt R, Bloemen A, Murphy A,
Kulkarni A, and Lockhart E. Health-related social needs screening, reporting, and assistance in a large
health system. Prev Med 2024; 190:108182. PMID: 39586330. Full Text
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BACKGROUND: National mandates require screening for and addressing health-related social needs
(HRSNSs) in healthcare settings. However, differences in HRSN screening process (i.e., completed
screenings, screening results, documented offer of assistance, documented assistance request) have
been reported by population subgroup. Knowledge of the most effective HRSN screening and intervention
methods is limited. We sought to describe differences in completed HRSN screenings, screening results,
and assistance request rates across patient and healthcare visit characteristics. METHODS: We
examined data from all patients aged =18 years and residing in the US receiving services at a large,
Midwestern healthcare system with a goal to screen all patients for HRSN at least once annually between
July 2021-June 2023 (n = 1,190,488). We examined the proportion of patients with any HRSN screening,
with any reported HRSN, asked whether they wanted assistance, or who requested assistance for a
reported HRSN stratified by patient demographics and healthcare visit characteristics (i.e., payer,
screening location, who completed the screening). RESULTS: Less than half of eligible patients (47.0 %)
were screened for HRSNs. About one-sixth (16.9 %) reported any HRSN. Although most patients
reporting HRSNs were asked whether they wanted assistance, only about one-quarter (26.8 %)
responded affirmatively. Proportions included in each step of the HRSN screening process significantly
differed by patient and healthcare visit characteristics. DISCUSSION: This study is one of the first to
investigate various steps of a population-wide HRSN screening program. Our findings suggest that
examining differences in HRSN screening process by population subgroup is key to addressing HRSNs
through a health equity lens.
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Section of Cardiovascular Research, Baylor College of Medicine, Houston, TX, USA.

Department of Internal Medicine, Western Michigan University Homer Stryker M.D. School of Medicine,
1000 Oakland Dr, Kalamazoo, MI, USA.

Department of Cardiology, Ascension Borgess Hospital, Kalamazoo, MI, USA.

Reducing low-density lipoprotein cholesterol (LDL-C) levels has been shown to reduce the risk of
developing atherosclerotic cardiovascular disease (ASCVD). Statins are the foundation of LDL-C lowering
therapy with other non-statin agents used in circumstances where goal LDL-C levels are not reached or
owing to intolerance to adverse effects of statins. In 2003, the discovery of the role of the proprotein
convertase subtilisin/kexin type 9 (PCSK9) system in promoting elevated LDL-C levels led to new
avenues of drug development to achieve target LDL-C. In 2021, inclisiran, a small interfering ribonucleic
acid (siRNA) molecule targeting PCSK9 was approved by the Food and Drug Administration (FDA).
Inclisiran has demonstrated effective reductions of LDL-C, such as in the large phase-3 ORION-9,
ORION-10, and ORION-11 trials in which it achieved LDL-C reductions of 39.7%, 52.3%, and 49.9%,
respectively. This review discusses the current clinical evidence and ongoing clinical studies of inclisiran
as well as analyzes other areas of PCSK9 inhibition development.

Cardiology/Cardiovascular Research
O'Neill WW. Expandable Transvalvular Flow Pumps: "It's the Flow, Dummy". JACC Cardiovasc Interv
2024; 17(24):2863-2865. PMID: 39722268. Full Text

Department of Medicine, Division of Cardiology, Center for Structural Heart Disease, Henry Ford Health,
Detroit, Michigan, USA. Electronic address: Woneill6204@gmail.com.
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O'Neill WW. Routine Usage of Impella for High-Risk Percutaneous Coronary Intervention. Am J Cardiol
2024; 239:18-19. PMID: 39694082. Full Text

Henry Ford Hospital/Henry Ford Health System, Detroit, Michigan.
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Pack QR, Keys T, Priya A, Pekow PS, Keteyian SJ, Thompson MP, D'Aunno T, Lindenauer PK, and
Lagu T. Is 70% Achievable? Hospital-Level Variation in Rates of Cardiac Rehabilitation Use Among
Medicare Beneficiaries. JACC Adv 2024; 3(11):101275. PMID: 39741644. Full Text

Department of Healthcare Delivery and Population Sciences, University of Massachusetts Chan Medical
School-Baystate, Springfield, Massachusetts, USA.

Department of Medicine and Center for Health Services and Outcomes Research, Institute for Public
Health and Medicine, Northwestern University Feinberg School of Medicine, Chicago, Illinois, USA.
Division of Cardiovascular Medicine, Henry Ford Hospital and Medical Group, Detroit, Michigan, USA.
Department of Cardiac Surgery, University of Michigan Medical School, Ann Arbor, Michigan, USA.
New York University Wagner Graduate School of Public Service, New York, New York, USA.

BACKGROUND: Despite national goals to enroll 70% of cardiac rehabilitation (CR)-eligible patients,
enrollment remains low. OBJECTIVES: The purpose of this study was to evaluate how the treating
hospital influences CR enrollment nationally. METHODS: We included Fee-for-Service Medicare
beneficiaries aged 266 years who were hospitalized for acute myocardial infarction, coronary artery
bypass grafting, percutaneous coronary intervention, or heart valve repair/replacement. We examined: 1)
a risk-standardized model to assess comparative hospital rates; 2) a linear regression model to identify
hospital factors associated with rates of risk-standardized CR; and 3) a hierarchical generalized linear
model to calculate the hospital median OR. RESULTS: At 3,420 hospitals, we identified 264,970 eligible
patients. A minority of hospitals (n = 1,446; 38%) performed cardiac surgery, but these hospitals cared for
the majority (n = 242,875; 92%) of all eligible patients. Subsequent analyses were limited to these
hospitals. The median risk-standardized CR enrollment rate was low (22%) and varied 10-fold across
hospitals (10th, 90th percentile: 3%, 42%). Factors associated with higher hospital performance were
Midwest location, higher number of hospital beds, directly affiliated CR program, and <1 mile distance
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between the hospital and closest CR facility. The national hospital median OR was 2.1. CONCLUSIONS:
The treating hospital plays a key role in facilitating CR enrollment after discharge. Fewer than 1% of U.S.
hospitals achieved a risk-standardized CR enrollment rate of >70%. Hospitals with cardiac surgery
capability care for more than 90% of all CR-eligible patients and may be a logical place to focus
improvement efforts.

Cardiology/Cardiovascular Research

Pollack LM, Chang A, Thompson MP, Keteyian SJ, Stolp H, Wall HK, Sperling LS, and Jackson SL.
Hospital-level variation in cardiac rehabilitation metrics. Am Heart J 2024; Epub ahead of print. PMID:
39675500. Full Text

Division for Heart Disease and Stroke Prevention, National Center for Chronic Disease Prevention and
Health Promotion, Centers for Disease Control and Prevention, Atlanta, Georgia, USA. Electronic
address: gkz8@cdc.gov.

Division for Heart Disease and Stroke Prevention, National Center for Chronic Disease Prevention and
Health Promotion, Centers for Disease Control and Prevention, Atlanta, Georgia, USA.

Department of Cardiac Surgery, Michigan Medicine, Ann Arbor, MI; Center for Healthcare Outcomes and
Policy, University of Michigan, Ann Arbor, MI.

Division of Cardiovascular Medicine, Henry Ford Health, Detroit, Michigan.

Division for Heart Disease and Stroke Prevention, National Center for Chronic Disease Prevention and
Health Promotion, Centers for Disease Control and Prevention, Atlanta, Georgia, USA; Emory Clinical
Cardiovascular Research Institute, Atlanta, Georgia.

BACKGROUND: To inform the delivery of cardiac rehabilitation (CR) care nationwide at the hospital level,
we described hospital-level variation in CR metrics, overall and stratified by the hospital's tier of cardiac
care provided. METHODS: This retrospective cohort analysis used Medicare fee-for-service (FFS) data
(2018-2020), Parts A and B, and American Hospital Association (AHA) data (2018). We included
beneficiaries with an acute myocardial infarction (AMI), percutaneous coronary intervention (PCI), or
coronary artery bypass graft (CABG) in 2018, aged =65 years, and continuously enrolled in a FFS plan.
We calculated hospital-level metrics for hospitals with 220 CR-qualifying events, which were identified
using diagnostic/procedure codes. Claims for CR were identified by Healthcare Common Procedure
Coding System (HCPCS) codes. We used multi-level models to examine patient- and hospital-level
factors associated with CR metrics. Hospitals were stratified by tier of cardiac care provided
(comprehensive, AMI/PCI, AMI-only care). RESULTS: Across the US, 2,212 hospitals treated individuals
aged =65 years with a CR-qualifying event in 2018. By tier of cardiac care, 44.4% of hospitals provided
comprehensive care, 31.2% provided AMI/PCI care, and 24.4% provided AMI-only care. Across all
hospitals, there was substantial variation in CR enrollment (median 19.6%, interquartile range
[IQR]=7.0%, 32.8%). Among hospitals with enrollment (n=1,866), median time to enrollment was 55.0
days (IQrR=41.0, 71.0), median number of CR sessions was 26.0 (IQR=23.0, 29.0), and median percent
completion was 26.0% (IQR=10.5%, 41.2%). There was also substantial variation in CR performance
metrics among hospitals within each tier of cardiac care (e.g., median percent CR enrollment was 30.7%
[IQR=20.7%-41.3%] among comprehensive care hospitals, 18.6% [IQR=9.5%-27.7%] among AMI/PCI
hospitals, and 0.0% [IQR=0.0%-7.7%] among AMI-only hospitals). In adjusted analyses, characteristics
associated with lower odds of CR enroliment included patient-level factors (older age, female sex, non-
White race or ethnicity), and hospital-level factors (for-profit ownership, regions other than the Midwest,
rural location, medium/large hospital size). CONCLUSIONS: This is the first national, hospital-level
analysis of CR metrics among Medicare beneficiaries. Substantial variation across hospitals, including
peer hospitals within the same tier of cardiac care, indicates opportunities for hospital-level quality
improvement strategies to improve CR referral and participation metrics.

Cardiology/Cardiovascular Research

Shoji S, Kaltenbach L, Granger BB, Fonarow GC, Al-Khalidi HR, Albert NM, Butler J, Allen LA, Lanfear
DE, Thibodeau JT, Chapman BM, Oliver-McNeil SM, Felker GM, Pina IL, Granger CB, Hernandez AF,
and DeVore AD. Guideline-Directed Medical Therapy After Hospitalization for Acute Heart Failure:
Insights From the CONNECT-HF. J Am Heart Assoc 2024; 13(24):e036998. PMID: 39655748. Full Text
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Department of Biostatistics and Bioinformatics Duke University Durham NC USA.
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Baylor Scott and White Research Institute, Dallas TX and University of Mississippi Jackson MS USA.
Division of Cardiology, Department of Medicine University of Colorado School of Medicine Aurora CO
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BACKGROUND: Significant gap remains in the implementation of guideline-directed medical therapy
(GDMT) in patients with heart failure after a hospitalization. We aimed to evaluate the use and titration of
GDMT at discharge and over a 12-month period after hospital discharge and to identify factors associated
with GDMT use and titration. METHODS AND RESULTS: The CONNECT-HF (Care Optimization
Through Patient and Hospital Engagement Clinical Trial for Heart Failure) trial evaluated the effect of a
hospital and postdischarge quality improvement intervention in participants with heart failure with reduced
ejection fraction. In this secondary analysis, we examined use and titration to at least 50% of the target
dose of GDMTs at hospital discharge and over time. Among 4646 participants (mean age 63 years, 34%
women), GDMT use did not numerically improve from discharge to 12 months: beta blockers (84%-78%),
angiotensin-converting enzyme inhibitors/angiotensin Il receptor blockers/angiotensin receptor-neprilysin
inhibitors (73%-65%), mineralocorticoid receptor antagonists (39%-36%), and sodium-glucose
cotransporter 2 inhibitors (1.5%-2.1%). Achieving 250% of the target dose also showed little change over
12 months: beta blockers (35%-32%), angiotensin-converting enzyme inhibitors/angiotensin Il receptor
blockers/angiotensin receptor-neprilysin inhibitors (28%-25%). For all medications, use of GDMT at
discharge was associated with the use and achieving 250% of the target dose at 12 months.
CONCLUSIONS: Following a hospitalization for heart failure, GDMT use remained low and did not
numerically improve over 12 months. Use of GDMT at discharge was significantly associated with the use
of GDMT over time, highlighting the importance of initiating GDMT during hospitalization.

Cardiology/Cardiovascular Research

Steinberg RS, Wang J, Cowger JA, Morris AA, Hall SA, Nohria A, and Nayak A. The Association of
Provider-Assessed Psychosocial Risk With Outcomes in Destination Therapy Left Ventricular Assist
Device Patients: An Intermacs Registry Analysis. ASAIO J 2024; Epub ahead of print. PMID: 39666453.
Full Text

From the Division of Cardiology, Department of Medicine, Emory University School of Medicine, Atlanta,
Georgia.

Division of Cardiology, Henry Ford Health, Detroit, Michigan.

US Medical Affairs, Bayer, Leverkusen, Germany.

Division of Cardiovascular Disease, Baylor University Medical Center, Dallas, Texas.

Division of Cardiovascular Medicine, Brigham and Women's Hospital, Boston, Massachusetts.
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Strepkos D, Alexandrou M, Mutlu D, Carvalho PEP, Bahbah A, Choi JW, Gorgulu S, Jaffer FA,
Chandwaney R, Alaswad K, Basir MB, Azzalini L, Rangan BV, Mastrodemos OC, Voudris K, Al-Ogaili A,
Burke MN, Sandoval Y, Brilakis ES, and Ybarra LF. Impact of the COVID-19 pandemic on CTO PCI:
analysis from the PROGRESS-CTO registry. Hellenic J Cardiol 2024; Epub ahead of print. PMID:
39586352. Full Text
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Acibadem Kocaeli Hospital, 1zmit, Turkey.

Massachussetts General Hospital, Boston, MA, USA.

Oklahoma Heart Institute, Tulsa, OK, USA.

Henry Ford Hospital, Detroit, MI, USA.

University of Washington, Seattle, WA, USA.

London Health Sciences Centre, Western University, London, Ontario, Canada. Electronic address:
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Strepkos D, Rempakos A, Alexandrou M, Mutlu D, Carvalho PEP, Bahbah A, Kontantinis S, Choi JW,
Gorgulu S, Jaffer FA, Chandwaney R, Alaswad K, Basir MB, Azzalini L, Ozdemir R, Uluganyan M, Khatri
J, Young L, Poommipanit P, Aygul N, Davies R, Krestyaninov O, Khelimskii D, Goktekin O, Tuner H,
Rafeh NA, Elguindy A, Rangan BV, Mastrodemos OC, Voudris K, Al-Ogaili A, Burke MN, Sandoval Y, and
Brilakis ES. Association of Proximal Vessel Tortuosity with Technical Success and Clinical Outcomes:
Analysis From the Progress-CTO Registry. Catheter Cardiovasc Interv 2024; 105(1):1-10. PMID:
39660868. Full Text
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Van Yuzuncuyil University Hospital, Van, Turkey.
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BACKGROUND: Proximal vessel tortuosity can hinder wiring and equipment delivery during chronic total
occlusion (CTO) percutaneous coronary intervention (PCI). AIMS: We sought to examine the association
of proximal vessel tortuosity with the short and long-term outcomes of patients undergoing CTO PCI.
METHODS: We examined the association of proximal vessel tortuosity with clinical outcomes in patients
who underwent CTO PCI at 50 US and non-US centers between 2012 and 2024. RESULTS: Of 14,141
patients, 3,974 (28.1%) had moderate or severe proximal vessel tortuosity. Patients with moderate or
severe proximal vessel tortuosity had more comorbidities and more complex angiographic characteristics,
such as longer lesion length and higher prevalence of side branch at the proximal cap. Lesions with
moderate or severe proximal tortuosity required greater procedure and fluoroscopy time. On unadjusted
analyses, moderate/severe proximal vessel tortuosity was associated with lower technical success and
higher incidence of major adverse cardiac events (MACE). In multivariable analysis, moderate/severe
proximal vessel tortuosity was associated with lower technical success (odds ratio [OR]: 0.77; 95%
confidence intervals [CI]: 0.67, 0.89) but similar MACE (OR: 1.26; 95% CI: 0.91, 1.73). Higher operator
volume (=30 CTO PCI cases per year) was associated with higher technical (85.2% vs. 75.6%, p <0.001)
and procedural success (83.6% vs. 74.5%, p <0.001) but also higher risk of perforation (6.49% vs.
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3.57%, p <0.001) but not pericardiocentesis, in lesions with moderate/severe proximal vessel tortuosity.
CONCLUSIONS: Moderate or severe proximal vessel tortuosity is independently associated with lower
technical success in CTO PCI but not with MACE. High-volume operators are more likely to successfully
perform CTO PCI in lesions with moderate/severe tortuosity at the cost of higher risk of perforation,
without higher MACE.

Cardiology/Cardiovascular Research

Ungureanu C, Avran A, Brilakis ES, Mashayekhi K, Alaswad K, Agostoni P, Gasparini G, Colletti G,
Cocoi M, Achim A, Wu EB, Novotny V, Kovacic M, Rathore S, La Manna A, Noterdaeme T, Gach O,
Bozinovic N, Novelli L, and Leibundgut G. Comprehensive Overview of Retrograde-Antegrade
Connection Techniques Without Externalization in Chronic Total Occlusion PCI: The Portal Techniques.
Catheter Cardiovasc Interv 2024; 105(1):11-22. PMID: 39665265. Full Text
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BACKGROUND: Advancing the retrograde microcatheter (MC) into the antegrade guide catheter during
retrograde chronic total occlusion (CTO) percutaneous coronary intervention (PCI) can be challenging or
impossible, preventing guidewire externalization. OBJECTIVES: To detail and evaluate all the techniques
focused on wiring to achieve intubation of the distal tip of a microcatheter, balloon, or stent with an
antegrade or retrograde guidewire, aiming to reduce complications by minimizing tension on fragile
collaterals during externalization and enabling rapid antegrade conversion in various clinical scenarios.
METHODS: We describe the two main techniques, tip-in and rendezvous, and their derivatives such a
facilitated tip-in, manual MC-tip modification, tip-in the balloon, tip-in the stent, deep dive rendezvous,
catch-it and antegrade microcatheter probing. We provide case studies that demonstrate the
effectiveness of these techniques in complex scenarios involving extreme vessel angulation, severe
calcification, fragile collaterals, and challenging retrograde MC crossing without externalization.
CONCLUSION: The development of advanced variants along with traditional techniques to establish
retrograde guidewire connection and antegrade conversion has led to the establishment of a cohesive
group of methods known as portal techniques. These approaches serve as strategic advantages in
retrograde CTO-PCI, providing a valuable and feasible alternative to conventional retrograde connection
techniques, particularly when those techniques fail. Their ability to avoid the externalization process
reduces potential damage to collateral channels and the ostium of the donor artery, potentially leading to
a reduction in complication rates.
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Weinberg I, Aronow H, Kim E, Sharma A, and Ratchford E. SVM Communications: Message from the
Society for Vascular Medicine Executive Committee. Vasc Med (United Kingdom) 2024; 29(1):103-104.
PMID: Not assigned. Full Text
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Yau RM, Mitchell R, Afzal A, George TJ, Siddiqullah S, Bharadwaj AS, Truesdell AG, Rosner C, Basir
MB, Fisher R, Dupont A, Alviar CL, Chweich H, Kapur NK, Patel RAG, Silvestry S, Patel SM, and
Abraham J. Blueprint for Building and Sustaining a Cardiogenic Shock Program: Qualitative Survey of 12
US Programs. J Soc Cardiovasc Angiogr Interv 2024; 3(11):102288. PMID: 39649821. Full Text
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BACKGROUND: Multidisciplinary cardiogenic shock (CS) programs have been associated with improved
outcomes, yet practical guidance for developing a CS program is lacking. METHODS: A survey on CS
program development and operational best practices was administered to 12 institutions in diverse
sociogeographic regions and practice settings. Common steps in program development were identified.
RESULTS: Key steps for program development were identified: measuring baseline outcomes; identifying
subspecialty champions; gaining leadership and team buy-in; developing institution-specific CS protocols;
educating staff and referring providers; consulting with external experts; and developing quality
assessment and process improvement. CONCLUSIONS: An assessment of 12 US CS programs
highlights a blueprint for establishing and maintaining a successful, multidisciplinary shock program.
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Zordok M, Etiwy M, Abdelazeem M, Dani SS, Tawadros M, Lichaa HT, Kerrigan JL, Basir B, Alaswad K,
Miedema M, Brilakis ES, and Megaly M. Gender disparity in morbidity and mortality among patients with
ST-elevation myocardial infarction due to spontaneous coronary artery dissection complicated by
cardiogenic shock. Cardiovasc Revasc Med 2024; Epub ahead of print. PMID: 39609239. Full Text
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BACKGROUND: There is limited data on gender differences among patients with spontaneous coronary
artery dissection (SCAD) who present as ST-elevation myocardial infarction (STEMI) and develop
cardiogenic shock (CS). OBJECTIVES: To describe outcomes of SCAD patients presenting with STEMI
and CS and outline the differences between men and women. METHODS: We queried the US
Nationwide Readmissions Database (NRD) from January 2016 to December 2020 to identify patients with
SCAD presenting with STEMI who developed CS. We compared the characteristics, trends, and
outcomes between men and women in this cohort. RESULTS: Out of 582,633 hospitalizations with
STEMI, 0.2 % (1176 patients) had SCAD, of which 346 (29.4 %) had CS. There was no difference in
median age between men and women (64 years (IQR 57-71) vs. 63 years (IQR 49-72), p = 0.181). Men
had a higher prevalence of prior myocardial infarction (MI) (14.2 % vs. 6.2 %, p = 0.021). The overall
mortality rate of SCAD patients with AMI-CS was 28.2 %, with no difference between men and women.
Patients with SCAD who had CS and underwent CABG had a mortality of 20.3 %. ECMO was used in
6.1 % of SCAD patients presenting with STEMI and CS, with a survival rate of 49.9 %. CONCLUSION:
There were no differences in the baseline characteristics, rates of revascularization, or in-hospital
mortality between men and women who had SCAD complicated by CS (SCAD-CS). Patients with SCAD-
CS patients who underwent CABG had around 80 % in-hospital survival. CABG should be considered as
a method of revascularization in this patient cohort.

Center for Health Policy and Health Services Research

Chaker AN, Melhem M, Kagithala D, Telemi E, Mansour TR, Simo L, Springer K, Schultz L, Jarabek
K, Rademacher AF, Brennan M, Kim E, Nerenz DR, Khalil JG, Easton R, Perez-Cruet M, Aleem |, Park
P, Soo T, Tong D, Abdulhak M, Schwalb JM, and Chang V. A propensity score-matched comparison
between single-stage and multistage anterior/posterior lumbar fusion surgery: a Michigan Spine Surgery
Improvement Collaborative study. J Neurosurg Spine 2024; 1-8. Epub ahead of print. PMID: 39705706.
Full Text
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OBJECTIVE: Patients undergoing anterior/posterior lumbar fusion surgery can undergo either a single-
stage or multistage operation, depending on surgeon preference. The goal of this study was to assess
different patient outcomes between single-stage and multistage lumbar fusion procedures in a multicenter
setting. METHODS: The Michigan Spine Surgery Improvement Collaborative database was queried for
anterior/posterior lumbar fusion surgeries between July 2018 and January 2022. Patients who underwent
either single-stage or multistage procedures were included. For multistage procedures, the first surgery
included both anterior lumbar interbody fusions and lateral lumbar interbody fusions. Primary outcomes
included postoperative complications and improvement in patient-reported outcomes: Patient-Reported
Outcomes Measurement Information System Physical Function, EQ-5D, and satisfaction. The two cohorts
were propensity score matched, while Poisson generalized estimating equation models were used for
multivariate analyses. RESULTS: After one-to-one propensity score matching, 355 patients were
identified in the single-stage and multistage cohorts. Single-stage procedures were associated with a
lower risk of complications (p = 0.024), fewer emergency department visits (p = 0.029), and higher patient
satisfaction after 1 year (p = 0.026) and 2 years (p = 0.007), compared with multistage procedures. After
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adjusting for baseline patient and operative characteristics, patients undergoing multistage procedures
had a higher risk of complications (relative risk [RR] 1.17, 95% CI 1.02-1.34; p = 0.026), were less likely
to be satisfied after 1 year (RR 0.83, 95% CI 0.74-0.93; p < 0.001), and were less likely to experience
improvement in back pain after 90 days (RR 0.86, 95% CI 0.75-0.99; p = 0.039) and 2 years (RR 0.76,
95% CI1 0.60-0.96; p = 0.023). CONCLUSIONS: The authors observed that patients who undergo lumbar
fusion surgery using a multistage approach have higher postoperative complication rates and are less
likely to report satisfaction compared with a matched, single-stage procedure cohort.
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Farmer ML, Hoffman J, Vance A, Li Y, and Bell TR. Examining Shift Length and Fatigue: A National
Study of Neonatal Advanced Practice Providers. Adv Neonatal Care 2024; Epub ahead of print. PMID:
39724563. Full Text

Author Affiliations: Nell Hodgson Woodruff School of Nursing, Emory University, Atlanta, Georgia (Dr
Farmer); School of Nursing, Rush University, Chicago, lllinois (Dr Hoffman); Henry Ford Health, Detroit,
Michigan (Dr Vance); Nell Hodgson Woodruff School of Nursing, Emory University, Atlanta, Georgia (Dr
Li); and School of Nursing, University of Pittsburgh, Pittsburgh, Pennsylvania (Dr Bell).

BACKGROUND: Neonatal advanced practice providers (APPs) often work prolonged hours in high-acuity
neonatal intensive care units (NICUSs). It is imperative to understand how fatigue affects the APP's ability
to react quickly following long shifts. There is a lack of data on the effects of shift length and fatigue on
neonatal APP job performance and clinical decision-making. PURPOSE: The purpose of this study was to
describe the variation in shift length, knowledge-based competency, personal well-being, and behavioral
alertness for neonatal APPs. METHODS: This study evaluated neonatal APPs before and after a clinical
shift. Provider well-being was assessed during the pre-survey. Pretest-posttest surveys evaluated
neonatal APP's psychomotor vigilance skills and knowledge. Participants completed an online,
anonymous questionnaire to answer a series of knowledge-based questions before and after their shift,
along with a psychomotor vigilance test (PVT). A paired t test analysis evaluated the pre- and post-shift
PVT values and knowledge-based test scores. RESULTS: Overall, 61 pre-surveys and 42 post-surveys
were completed; 36 were matched by participants pre- to post-survey. The mean between pre- and post-
knowledge-based questions was statistically significant, with higher posttest scores. There was no
statistical difference noted in the paired t test analysis of the PVT values. IMPLICATIONS FOR
PRACTICE AND RESEARCH: The small sample size may limit the generalizability of findings, but these
results may indicate that shift length does not affect psychomotor vigilance or knowledge-based
competency. It is vital that future work assess the associations between APP shift length, fatigue, and
critical decision-making.
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K, Tan HL, Alejandra Vélez Ruiz Gaitan L, Gonzalez-Dambrauskas S, Wilson PT, Morrow BM, and Davis
JL. Contextual factors influencing bubble continuous positive airway pressure implementation for
paediatric respiratory distress in low-income and middle-income countries: a realist review. Lancet Glob
Health 2024; Epub ahead of print. PMID: 39675373. Full Text
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BACKGROUND: Bubble continuous positive airway pressure (bCPAP) is a low-cost, non-invasive
respiratory support therapy for children with respiratory distress, but its effectiveness is dependent on the
context. We aimed to understand contextual factors influencing bCPAP implementation for children aged
1-59 months in low-income and middle-income countries (LMICs) and to develop a theory explaining how
these factors influence implementation outcomes. METHODS: In this realist review, we generated an
initial programme theory comprising candidate context-mechanism-outcome configurations (CMOCS) via
review of key references and team discussion. On July 25, 2023, we conducted a search for peer-
reviewed and grey literature, without date restrictions, describing bCPAP use for paediatric respiratory
distress in LMICs. We included references describing related contexts, mechanisms, or outcomes. We
coded statements from the literature supporting each CMOC, iteratively revising and adding CMOCs
using inductive and deductive logic. We assembled an international, interdisciplinary panel of 22 bCPAP
stakeholders to refine CMOCs using iterative surveys, focus groups, and interviews until we reached
thematic saturation. This realist review is registered with PROSPERO (CRD42023403584). FINDINGS:
Of 1640 peer-reviewed references and eight grey literature references retrieved, 38 peer-reviewed
articles and two grey literature documents were deemed eligible for inclusion after removal of duplicates
and screening. After four rounds of expert surveys and three focus groups, we identified 18 CMOC:s.
CMOCs were synthesised into a final programme theory operating at five levels to influence
implementation feasibility, fidelity, and sustainability: (1) the bCPAP device, (2) local partnerships and
infrastructure, (3) clinical and technical teams, (4) caregivers and the community, and (5) institutional
practices. INTERPRETATION: Using realist methods with a diverse, international stakeholder panel, we
generated a theory that could explain how bCPAP therapy works in different contexts. This theory could
be leveraged to enhance the rigour of future bCPAP implementation trials. FUNDING: Yale National
Clinician Scholars Program, US National Center for Advancing Translational Science (TL1TR001864),
and National Heart, Lung, and Blood Institute (T32HL155000).
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Okami S, Overbeek JA, Penning-van Beest FJA, Yamashita S, Yano Y, Layton JB, Vizcaya D, and
Oberprieler NG. Clinical Profile and Treatment Adherence in Patients with Type 2 Diabetes and Chronic
Kidney Disease Who Initiate an SGLT2 Inhibitor: A Multi-cohort Study. Diabetes Ther 2024; Epub ahead
of print. PMID: 39688776. Full Text

24


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39688776

RTI Health Solutions, Waltham, MA, USA.

RTI Health Solutions, Research Triangle Park, NC, USA.

RTI Health Solutions, Barcelona, Spain.

The Center for Health Policy and Health Services Research, Henry Ford Health System, Detroit, MI, USA.
Charité-Universitatsmedizin Berlin, Berlin, Germany.

Division of Nephrology, Department of Medicine, University of Tennessee Health Science Center,
Memphis, TN, USA.

Department of Clinical Epidemiology, Aarhus University and Aarhus University Hospital, Aarhus,
Denmark.

PHARMO Institute for Drug Outcomes Research, Utrecht, The Netherlands.

Valencia Health System Integrated Database, Health Services Research Unit, Valencia, Spain.
Genki Plaza Medical Centre for Health Care, Tokyo, Japan.

University of Connecticut School of Pharmacy, Storrs, CT, USA.

Evidence-Based Practice Center, Hartford Hospital, Hartford, CT, USA.

Division of Nephrology, Department of Medicine, McMaster University, Hamilton, ON, Canada.
Bayer AG, Berlin, Germany.

National Kidney Foundation Advocacy, Richmond, VA, USA.

Department of Nephrology and Hypertension, Kawasaki Medical School, Kurashiki, Japan.

NCD Epidemiology Research Center, Shiga University of Medical Science, Shiga, Japan.
Department of General Medicine, Juntendo University Faculty of Medicine, Tokyo, Japan.

Bayer AG, Berlin, Germany. niki.oberprieler@bayer.com.

Bayer AS, Oslo, Norway. niki.oberprieler@bayer.com.

INTRODUCTION: The clinical landscape for the treatment of patients with chronic kidney disease (CKD)
and type 2 diabetes (T2D) is rapidly evolving. As part of the FOUNTAIN platform (NCT05526157;
EUPAS48148), we described and compared cohorts of adult patients with CKD and T2D initiating a
sodium-glucose cotransporter 2 inhibitor (SGLT2i) before the launch of finerenone in Europe, Japan, and
the United States (US). METHODS: This was a multinational, multi-cohort study of patients with T2D in
five data sources: the Danish National Health Registers (DNHR) (Denmark), PHARMO Data Network
(The Netherlands), Valencia Health System Integrated Database (VID) (Spain), Japan Chronic Kidney
Disease Database Extension (J-CKD-DB-Ex) (Japan), and Optum's de-identified Clinformatics(®) Data
Mart Database (CDM) (US). Eligible patients had CKD (based on either diagnosis codes, eGFR values,
and/or urine ACR) and initiated an SGLT2i between 2012 and 2021. Baseline demographic, lifestyle, and
clinical characteristics were analyzed, and drug utilization patterns were described. RESULTS: The final
cohorts included 21,739 patients in DNHR, 381 in PHARMO, 31,785 in VID, 1157 in J-CKD-DB-EXx, and
56,219 in CDM. Across data sources, approximately 41-70% had CKD stage 1 or 2 at baseline; severe
CKD (stage 4) was uncommon (1.6-6.7%). The median duration of SGLT2i therapy ranged from

7.5 months in PHARMO to 17.0 months in VID. At least 50% of patients were currently receiving SGLT2i
treatment at 1 year after initiation. CONCLUSIONS: At a 1-year follow-up, at least half of the patients with
CKD and T2D were receiving SGLT2i treatment across the data sources. In patients initiating SGLT2i,
treatment options for T2D and CKD were heterogeneous and dynamic within and among data sources.
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Llamocca EN, Bossick AS, Perkins DW, Ahmedani BK, Behrendt R, Bloemen A, Murphy A,
Kulkarni A, and Lockhart E. Health-related social needs screening, reporting, and assistance in a large
health system. Prev Med 2024; 190:108182. PMID: 39586330. Full Text
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BACKGROUND: National mandates require screening for and addressing health-related social needs
(HRSNSs) in healthcare settings. However, differences in HRSN screening process (i.e., completed
screenings, screening results, documented offer of assistance, documented assistance request) have
been reported by population subgroup. Knowledge of the most effective HRSN screening and intervention
methods is limited. We sought to describe differences in completed HRSN screenings, screening results,
and assistance request rates across patient and healthcare visit characteristics. METHODS: We
examined data from all patients aged =18 years and residing in the US receiving services at a large,
Midwestern healthcare system with a goal to screen all patients for HRSN at least once annually between
July 2021-June 2023 (n = 1,190,488). We examined the proportion of patients with any HRSN screening,
with any reported HRSN, asked whether they wanted assistance, or who requested assistance for a
reported HRSN stratified by patient demographics and healthcare visit characteristics (i.e., payer,
screening location, who completed the screening). RESULTS: Less than half of eligible patients (47.0 %)
were screened for HRSNs. About one-sixth (16.9 %) reported any HRSN. Although most patients
reporting HRSNs were asked whether they wanted assistance, only about one-quarter (26.8 %)
responded affirmatively. Proportions included in each step of the HRSN screening process significantly
differed by patient and healthcare visit characteristics. DISCUSSION: This study is one of the first to
investigate various steps of a population-wide HRSN screening program. Our findings suggest that
examining differences in HRSN screening process by population subgroup is key to addressing HRSNs
through a health equity lens.
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Lockhart E, Gootee J, Copeland L, and Turner D. Willingness to Be Contacted via a Patient Portal for
Health Screening, Research Recruitment, and at-Home Self-Test Kits for Health Monitoring: Pilot
Quantitative Survey. JMIR Form Res 2024; 8:e59837. PMID: 39584575. Full Text

Public Health Sciences, Michigan State University + Henry Ford Health, 1 Ford Place, Suite 5E, Detroit,
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College of Nursing, University of South Florida, Tampa, FL, United States.

BACKGROUND: Patient portals are being increasingly used by health systems in the United States.
Although some patients use portals for clinical use, patient perspectives on using portals for research-
related activities, to complete health screenings, and to request at-home self-test kits are unclear.
OBJECTIVE: We aimed to understand patient perspectives on using electronic health portals for
research; health-related screenings; and patient-initiated, home-based self-testing. METHODS: Patients
(N=105) from the Patient Engaged Research Center at a large, urban, midwestern health system
completed a 23-item web-based survey on patient portal (MyChart) use and willingness to use the patient
portal for research, risk assessments, and self-test kits. Frequencies and percentages were generated.
RESULTS: Almost all participants (102/105, 97.1%) had accessed MyChart at least once, with most
(44/102, 43.1%) indicating they logged in at least once per month. Participants indicated logging into
MyChart to check laboratory results or other health data (89/105, 84.8%), because they received a
message to log in (85/105, 81%), and to message their health care professional (83/105, 79%). Fewer
participants logged in to see what medications they had been prescribed (16/105, 15.2%) and to learn
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more about their health conditions (29/105, 27.6%). Most participants indicated logging into MyChart on a
computer via a website (70/105, 66.7%) or on a smartphone via an app (54/105, 51.4%). When asked
about how likely they would be to participate in different types of research if contacted via MyChart, most
(90/105, 85.7%) said they would be likely to answer a survey, fill out a health assessment (87/105,
82.9%), or watch a video (86/105, 81.9%). Finally, participants would be willing to answer risk
assessment questions on MyChart regarding sleep (74/101, 73.3%), stress (65/105, 61.9%), diabetes
(60/105, 57.1%), anxiety (59/105, 56.2%), and depression (54/105, 51.4%) and would be interested in
receiving an at-home self-test kit for COVID-19 (66/105, 62.9%), cholesterol (63/105, 60%), colon cancer
(62/105, 59%), and allergies (56/105, 53.3%). There were no significant demographic differences for any
results (all P values were >.05). CONCLUSIONS: Patient portals may be used for research recruitment;
sending research-related information; and engaging patients to answer risk assessments, read about
health information, and complete other clinical tasks. The lack of significant findings based on race and
gender suggests that patient portals may be acceptable tools for recruiting research participants and
conducting research. Allowing patients to request self-test kits and complete risk assessments in portals
may help patients to take agency over their health care. Future research should examine if patient portal
recruitment may help address persistent biases in clinical trial recruitment to increase enrollment of
women and racial minority groups.
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Miller-Matero LR, Yeh HH, Ma L, Jones RA, Nadolsky S, Medcalf A, Foster GD, and Cardel MI. Alcohol
Use and Antiobesity Medication Treatment. JAMA Netw Open 2024; 7(11):e2447644. PMID: 39589745.
Full Text
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This cohort study examines the association of antiobesity medication use and alcohol use among
participants enrolled in a weigh loss program.
eng
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Pearl ES, Murray MF, Haley EN, Snodgrass M, Braciszewski JM, Carlin AM, and Miller-Matero LR.
Weight and shape overvaluation and its relation to anxiety, depression, and maladaptive eating
symptoms for patients up to 4 years after bariatric surgery. Surg Obes Relat Dis 2024; Epub ahead of
print. PMID: 39710526. Full Text
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Behavioral Health, Henry Ford Health, Detroit, Michigan; Center for Health Policy and Health Services
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BACKGROUND: Weight and shape overvaluation (WSO; undue influence of weight and shape on self-
evaluation) is common among individuals undergoing bariatric surgery. Little is known about how WSO
relates to poorer outcomes for patients remote from surgery. OBJECTIVES: To examine associations
between WSO with anxiety and depression symptoms and various maladaptive eating behaviors in
patients up to 4 years post-bariatric surgery. SETTING: Henry Ford Health, United States. METHODS:
Patients who underwent surgery between 2018 and 2021 were invited to complete the study between
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2021 and 2022. Participants (N = 765) completed anxiety and depression symptom and eating behavior
measures. RESULTS: Participants endorsed moderate WSO (M = 3.62, standard deviation = 1.87), which
was positively related to anxiety (r = .37) and depression (r = .20) symptoms; eating in response to
anger/frustration (r = .26), anxiety (r = .28), and depression (r = .31); and addictive eating behaviors (r =
.26); and was significantly associated with the presence of loss-of-control (odds ratio [OR] = 1.39), binge
(OR =1.39), and graze (OR = 1.24) eating. WSO also was related to more frequent grazing (r = .23) but
not loss-of-control or binge eating frequency for participants who endorsed behavior presence.
CONCLUSIONS: Findings underscore that links between WSO, psychiatric distress, and maladaptive
eating behaviors persist up to 4 years after bariatric surgery. These domains should be assessed at
bariatric follow-ups, and assessment of WSO may help providers identify patients at risk for poorer
outcomes. Findings should be used to inform temporal modeling of how WSO may predispose patients to
poorer bariatric outcomes.
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print. PMID: 39709077. Full Text
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BACKGROUND: Psoriasis is a chronic inflammatory skin disease often associated with obesity. Psoriasis
therapies may be less effective in obese patients. The purpose of this expert consensus panel is to
evaluate the relationship between obesity and efficacy of psoriasis therapies, thereby optimizing patient
care. METHODS: A comprehensive literature search was completed on July 19, 2024, using the
keywords "psoriasis,” "obesity," "efficacy," "treatments," and "therapies”. A panel of 11 dermatologists
with significant expertise in treatment of psoriasis gathered to review the articles and create consensus
statements. A modified Delphi process was used to approve each statement and a strength of
recommendation was assigned. RESULTS: The literature search produced 500 articles. A screening of
the studies resulted in 22 articles that met criteria. The panel unanimously voted to adopt 10 consensus
statements and recommendations, six were given a strength of "A", two were given a strength of "B", and
two was given a strength of "C". CONCLUSION: Psoriasis and obesity have a strong association. Obesity
decreases efficacy of biologics and may decrease efficacy and potentiate side effects of conventional
therapies. It also impacts drug survival. Weight control is a vital component of caring for psoriasis patients
and the number of therapeutic options available is rising.
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Ichthyosis Revealing an Underlying Colon Adenocarcinoma. Cureus 2024; 16(11):e73045. PMID:
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Acquired ichthyosis is an uncommon dermatologic disorder that presents in adulthood and is often
associated with systemic conditions, including malignancies. We report the case of a 38-year-old male
patient who developed diffuse scaling characterized by rhomboidal, fish-like scales predominantly
affecting the trunk and limb extensors, with sparing of the flexures, palms, and soles. Initial therapeutic
interventions with emollients and corticosteroids were unsuccessful. A skin biopsy confirmed the
diagnosis of acquired ichthyosis, and subsequent diagnostic imaging revealed an underlying colon
adenocarcinoma. Notably, the patient's family history was significant for his mother's colon
adenocarcinoma, suggesting a potential genetic predisposition. This case highlights the critical
importance of conducting a comprehensive diagnostic evaluation for underlying malignancies upon the
diagnosis of acquired ichthyosis, particularly in patients with pertinent familial cancer histories. Although
the patient was lost to follow-up, this case underscores the role of acquired ichthyosis as a potential
paraneoplastic marker, emphasizing the need for early detection and management of associated
malignancies.
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39609945. Full Text
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Numerous anthropogenic ultraviolet filters (UVF) have been detected in aquatic environments and
concerns have arisen regarding their potential impacts on aquatic organisms. This manuscript reviews the
environmental concentrations and potential toxicity of various UVF. The highest concentrations of UVF
are typically observed near frequently visited recreational areas and during peak water-activity periods,
which suggests that sunscreen application correlates with noticeable alterations in UVF concentrations.
Aquatic concentrations of certain filters have sporadically exceeded 10 ug/L, although most
measurements remain below 1 pg/L, which is below commonly reported toxicity levels. UVF have also
been detected in aquatic organisms, typically ranging from nondetectable levels to a few hundred ng/g,
depending on the species. The toxic effects from UVF, such as coral bleaching and diminished growth,
have been observed in laboratory settings, however, toxicity tends to manifest only at significantly higher
levels than what is typically detected in aquatic environments. Further research is imperative to provide
consumers with improved guidance on selecting sunscreen containing UVF that poses the least
environmental risk.
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Kornacki D, Butler K, and Rosmarin D. Safety and efficacy of ruxolitinib cream for the treatment of vitiligo:
A randomised controlled trial secondary analysis at 3 years. Skin Health Dis 2024; 4(6):e404. PMID:
39624731. Full Text
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39704817. Full Text
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Lamberg O, Pandher K, and Matthews NH. Nivolumab-induced hidradenitis suppurativa: a case report.
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We present a 44-year-old man with metastatic clear cell renal cell cancer undergoing treatment with
nivolumab immunotherapy. Three months post-initiation, he developed symmetric recurrent nodules and
boils in intertriginous areas, diagnosed as stage |l hidradenitis suppurativa of the groin and gluteal cleft.
The progressive course, lesion symmetry and location, worsening with nivolumab infusions, and biopsy
findings supported the diagnosis. Hidradenitis suppurativa pathogenesis involves immune dysregulation
marked by elevated IL17 and neutrophil-dominated inflammation [1]. Immune checkpoint inhibitors,
including anti-PD1 agents like nivolumab, are linked to immune-related adverse events related to
widespread T cell activation, potentially increasing IL17 signaling associated with HS [2,3]. Clinicians
should be aware of, and observant for anti-PD1-induced HS, a rare immune-related adverse event, in
patients undergoing immune checkpoint inhibitor therapy.
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Lamberg O, Pandher K, Troost JP, and Lim HW. Long-term adverse event risks of oral JAK inhibitors

versus immunomodulators: a literature review. Arch Dermatol Res 2024; 317(1):109. PMID: 39666160.
Full Text

University of Michigan Medical School, 1301 Catherine St, Ann Arbor, MI, 48109, USA.
Olamberg1l2@gmail.com.

Department of Dermatology, Henry Ford Health, Detroit, Ml, USA.

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

30


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39624731
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39704817
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39644467
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39666160

The long-term adverse event risks associated with oral Janus kinase (JAK) inhibitors compared to
broader immunomodulators are poorly understood, with limited comparative studies available. This study
aims to assess the long-term adverse event risks of oral JAK inhibitors compared to broader
immunomodulators in dermatology. A PubMed search included terms such as specific drug names and
"adverse events," "long-term safety," "malignancy,” "cardiovascular events," and/or "infections." Included
were studies with over one year of medication exposure reporting adverse events. A total of 25 studies
were included, comprising 19 clinical trials and 6 cohort studies, representing greater than 100,000
patient years of data. We found comparable long-term incidence rates of malignancy (excluding non-
melanoma skin cancer (NMSC)), venous thromboembolism (VTE), and serious infections between oral
JAK inhibitors and broader immunomodulators. Oral JAK inhibitors demonstrated lower incidence rates of
NMSC and major adverse cardiovascular events (MACE), but higher rates of herpes zoster virus (HZV)
infections compared to non-JAK medications. Study limitations include variations in underlying diseases,
age, and comorbidities between studies introducing patient population heterogeneity. Overall, oral JAK
inhibitors may be viable long-term treatment options given their comparable safety profile to broader
immunomodulators currently used in dermatology. However, monitoring for HZV infections may be
warranted. These findings aid clinicians in making informed treatment decisions and prioritizing patient
safety.
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Veenstra J, Carskadon S, Li J, Ozog D, Keller CE, Chitale D, Bobbitt KR, Crawford HC, Steele N, Mi
QS, and Jones LR. Higher expression of mir-31-5p is associated with reduced risk of head and neck
keloid recurrence following surgical resection. Laryngoscope Investig Otolaryngol 2024; 9(6):e70040.
PMID: 39664781. Full Text
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OBJECTIVE: In this study, we aimed to evaluate mir-31-5p as a prognostic biomarker of keloid disease
(KD) recurrence using a retrospective, treatment naive, surgical cohort of head and neck KD cases from
Henry Ford Health. METHODS: Using a tissue microarray, mir-31-5p expression was measured with
miRNAscope, and mir-31-5p cell positivity was determined with QuPath. Logistic regression was used to
test the association between mir-31-5p positive cells and KD recurrence at 1 year. In an independent
dataset, associations between mir-31-5p and messenger RNA (MRNA) expression were assessed.
Ingenuity Pathway Analysis identified target genes and pathways impacted by mir-31-5p. RESULTS: Of
the 58 KD patients, 42 (72%) received adjuvant triamcinolone injections, and 8 recurred (14%). mir-31-5p
was expressed in 48 (83%) specimens. Increasing mir-31-5p expression was associated with decreased
risk of recurrence (p =.031), with an odds ratio of 0.86 (95% CI 0.75-0.98) for each 20% increase in mir-
31-5p cellular positivity. This effect persisted with triamcinolone treatment (odds ratio 0.82; 95% CI 0.71-
0.95; p=.015). mir-31-5p correlated with gene expression enriched in KD pathways, including mRNA
splicing and autophagy. CONCLUSION: Taken together, our data supports the association between mir-
31-5p expression and KD recurrence. Its potential as a prognostic biomarker should be further
investigated. LEVEL OF EVIDENCE: Level 2.
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Linz ME, Xiong M, Lanser HC, Young AT, and James M. Analysis of intestinal ostomy content on TikTok:

The role of social media in countering fear and stigma. Am J Surg 2024; 241:116136. PMID: 39689619.
Full Text
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BACKGROUND: Ostomates suffer from multiple comorbidities and social stigma, which can be especially
debilitating in young patients. TikTok has become a popular platform for this population to establish a
community and gain resources. This study aims to characterize intestinal ostomy videos on TikTok.
METHODS: The top 50 videos for search terms "ileostomy," "colostomy," "ostomy," and "stoma" were
queried on TikTok. Information was compiled regarding the videos' creators, content type, overall
sentiment, and viewer engagement. RESULTS: A total of 113 videos amongst 38 creators garnered
52,021,700 likes and 370,983 comments. Most videos focused on education (45.5%) and personal stories
(22.7%). Creators were predominantly young females (82.0%), with minimal input from healthcare
professionals (3% of videos). Sixty-nine (61%) of videos had responses with further questions.
CONCLUSIONS: Our study reveals a gap between interest and availability of professional educational
material regarding intestinal ostomies. Addressing this deficiency may improve patient acceptance,
bystander understanding, and its negative stigma.
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and Desai A. The Impact of Socioeconomic Status and Comorbidities on Non-Melanoma Skin Cancer
Recurrence After Image-Guided Superficial Radiation Therapy. Cancers (Basel) 2024; 16(23). PMID:
39682223. Full Text
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BACKGROUND: Non-melanoma skin cancers (NMSCs) are the most common cancers in the United
States. Image-guided superficial radiation therapy (IGSRT) is an effective treatment for NMSCs. Patient
comorbidities and socioeconomic status (SES) are known contributors to health disparities. However, the
impact of comorbidities or SES on the outcomes of IGSRT-treated NMSCs has not yet been studied. This
study evaluated freedom from recurrence in IGSRT-treated NMSCs stratified by SES and the number of
comorbidities. METHODS: This large retrospective cohort study evaluated associations between SES (via
Area Deprivation Index (ADI)) or comorbidity (via Charlson Comorbidity Index (CClI)) and 2-, 4-, and 6-
year year freedom from recurrence in patients with IGSRT-treated NMSC (n = 19,988 lesions).
RESULTS: Freedom from recurrence in less (ADI < 50) vs. more (ADI > 50) deprived neighborhoods was
99.47% vs. 99.61% at 6 years, respectively (p = 0.2). Freedom from recurrence in patients with a CCl of 0
(low comorbidity burden) vs. a CClI of 27 (high comorbidity burden) was 99.67% vs. 99.27% at 6 years,
respectively (p = 0.9). CONCLUSIONS: This study demonstrates that there are no significant effects of
SES or comorbidity burden on freedom from recurrence in patients with IGSRT-treated NMSC. This
supports the expansion of IGSRT in deprived neighborhoods to increase access to care, and IGSRT
should be a consideration even in patients with a complex comorbidity status.
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Mokhtari M, Alkhouri F, Jafry M, and Mohammad TF. Over-the-counter dermatology supplements- a

practical guide to authenticity labels and reputable sources. Arch Dermatol Res 2024; 317(1):73. PMID:
39636426. Full Text
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Over-the-counter (OTC) oral supplements are increasingly used by consumers and recommended by
dermatologists for managing various dermatologic conditions. Despite their popularity, these supplements
often lack standardized regulation, potentially posing risks to both patients and clinicians. This review
examines the importance of evaluating OTC oral supplements in dermatology, focusing on the prevalence
and consequences of adulterated products and the implications of different authenticity labels for
consumer education and clinical practice. Various authenticity labels are discussed, such as USP, NSF,
ConsumerLab.com, and UL, which aim to verify supplement quality and safety. However, these labels
have different criteria and methods for testing, leading to further confusion about their meanings and
comparisons. This review provides practical guidance on evaluating OTC oral supplements and
interpreting authenticity labels, aiming to help dermatologists and consumers make informed decisions
and improve outcomes.

Dermatology
Quifionez RL, Ziglar J, Mpyisi LFM, Mohammad TF, Hamzavi |, and Lim HW. The ethics behind

treating scars in skin of color research subjects. J Am Acad Dermatol 2024; Epub ahead of print. PMID:
39736357. Full Text
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Maghfour J, Meisenheimer J, Anderson JB, and Dellavalle RP. Dermatologic Data From the Global
Burden of Disease Study 2019 and the PatientsLikeMe Online Support Community: Comparative
Analysis. JMIR Dermatol 2024; 7:€50449. PMID: 39661989. Full Text
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The Global Burden of Disease (GBD) study aims to characterize the worldwide prevalence and morbidity
of major diseases, while PatientsLikeMe (PLM) is an online community providing patient-generated
insights into lived experiences; for dermatologic conditions, quantitative comparisons of GBD and PLM
data revealed expected demographic differences but also notable correlations, highlighting their potential
as complementary data sources elucidating unmet patient needs and priorities.
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Veenstra J, Loveless |, Dimitrion P, Adrianto I, Ozog D, and Mi QS. Unveiling intratumoral

heterogeneity in high-risk cutaneous squamous cell carcinoma using single-cell spatial enhanced
resolution omics-sequencing (Stereo-seq). J Dermatol Sci 2024; Epub ahead of print. PMID: 39643570.
Full Text
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and Guttman-Yassky E. Response to ritlecitinib with or without narrow-band UVB add-on therapy in
patients with active nonsegmental vitiligo: results from a phase 2b extension study. J Am Acad Dermatol
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BACKGROUND: Ritlecitinib demonstrated efficacy in a phase 2b trial of nonsegmental vitiligo.
OBJECTIVE: To evaluate the efficacy and tolerability of ritlecitinib with add-on narrow-band UVB (nbUVB)
phototherapy in patients with nonsegmental vitiligo. METHODS: Following a 24-week, placebo-controlled,
dose-ranging period, patients received ritlecitinib 200mg for 4 weeks then 50mg for 20 weeks, with or
without nbUVB phototherapy 2x/week. Missing data were handled using last observation carried forward
(LOCF) and observed case (OC). RESULTS: Forty-three patients received ritlecitinib+nbUVB and 187
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received ritlecitinib-monotherapy. Nine patients receiving ritlecitinib+nbUVB discontinued due to nbUVB
group-specific efficacy criteria requiring >10% improvement in %change from baseline (%CFB) in Total-
Vitiligo Area Scoring Index (T-VASI) at week 12. At week 24, mean %CFB in Facial-VASI score was -57.0
vs -51.5 (LOCF; P=0.158) and -69.6 vs -55.1 (OC; P=0.009), for ritlecitinib+nbUVB vs ritlecitinib-
monotherapy, respectively. Mean %CFB in T-VASI at week 24 was -29.4 vs -21.2 (LOCF; P=0.043) and -
46.8 vs -24.5 (OC; P<0.001), respectively. nbUVB addition to ritlecitinib was well-tolerated with no new
safety signals. LIMITATIONS: Exploratory analysis; discontinuation criterion applied only to the
ritlecitinib+nbUVB group; small sample size. CONCLUSION: Ritlecitinib alone and with nbUVB therapy
improved facial and total body repigmentation and was well-tolerated. Adding nbUVB may improve
ritlecitinib efficacy.
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BACKGROUND: Most epidemiological studies of hidradenitis suppurativa (HS) have described
homogeneous patient populations. OBJECTIVE: To characterize demographics, modifiable health
behaviors, and comorbidities of HS patients within a diverse cohort. METHODS: A retrospective cross-
sectional study of 13,130 HS patients within a health care system was conducted. RESULTS: A female
sex bias of ~3:1 in all racial/ethnic subgroups was observed. Black/African American (AA) patients had a
lower age at HS diagnosis than White patients (37.1 years vs 39.4 years, P < .001). A higher proportion of
Black/AA females than White females with HS had body mass index in the obese range (69.9% vs
56.5%; P =.03). In contrast, fewer Black/AA males with HS had a body mass index in the obese range
compared to White males (51.4% vs 61.0%; P < .001). More Black/AA patients than White patients with
HS had congestive heart failure (odds ratio (OR) = 2.10, confidence interval (Cl) = 1.19-3.78; P < .05),
chronic pulmonary disease (OR = 1.34; Cl = 1.02-1.78; P < .05), diabetes with chronic complication

(OR =1.73; Cl = 1.16-2.60; P < .05), renal disease (OR = 2.66; Cl = 1.67-4.34; P <.05), and Charlson
comorbidity index score 24 (OR = 1.67; Cl = 1.09-2.58; P < .05). Furthermore, male patients were more
likely than female patients to have renal disease (OR = 2.62; Cl = 1.66-4.14; P < .05). LIMITATIONS: A
single-center study. CONCLUSION: Subgroups of HS patients had significant differences in
demographics, risk factors, and comorbid conditions.
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BACKGROUND: Glioblastoma is the most aggressive adult primary brain cancer, characterized by
significant heterogeneity, posing challenges for patient management, treatment planning, and clinical trial
stratification. METHODS: We developed a highly reproducible, personalized prognostication and clinical
subgrouping system using machine learning (ML) on routine clinical data, MRI, and molecular measures
from 2,838 demographically diverse patients across 22 institutions and 3 continents. Patients were
stratified into favorable, intermediate, and poor prognostic subgroups (I, II, 1ll) using Kaplan-Meier
analysis (Cox proportional model and hazard ratios [HR]). RESULTS: The ML model stratified patients
into distinct prognostic subgroups with HRs between subgroups I-1l and I-11l of 1.62 (95%CI: 1.43-1.84,
p<0.001) and 3.48 (95%CI: 2.94-4.11, p<0.001), respectively. Analysis of imaging features revealed
several tumor properties contributing unique prognostic value, supporting the feasibility of a generalizable
prognostic classification system in a diverse cohort. CONCLUSIONS: Our ML model demonstrates
extensive reproducibility and online accessibility, utilizing routine imaging data rather than complex
imaging protocols. This platform offers a unique approach for personalized patient management and
clinical trial stratification in glioblastoma.

Diagnostic Radiology

Kelly BP, Patel SC, Marin HL, Corrigan JJ, Mitsias PD, and Griffith B. Autoimmune Encephalitis:
Pathophysiology and Imaging Review of an Overlooked Diagnosis. AJNR Am J Neuroradiol 2024;
45(12):S55-s63. PMID: 39653432. Full Text

38


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39653432
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Hassan W, Nila SA, Ahmed M, Okello DO, Magbool M, Dabas MM, Nour M, Khan SM, Ansari F, Anum N,
and Pervaiz S. Comparative Efficacy and Long-Term Outcomes of Beta-Blockers Alone or in Combination
With Angiotensin-Converting Enzyme (ACE) Inhibitors in Chronic Heart Failure: A Systematic Review.
Cureus 2024; 16(11):e74329. PMID: 39720381. Request Article
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This systematic review provides a comprehensive comparison of beta-blockers and angiotensin-
converting enzyme (ACE) inhibitors in the management of chronic heart failure (CHF), with a focus on
their long-term efficacy and safety profiles. By synthesizing evidence from randomized controlled trials
(RCTs) and clinical studies, the review highlights the significant benefits of both drug classes in reducing
mortality and hospital readmissions, and improving patient outcomes. Beta-blockers, such as bisoprolol
and carvedilol, demonstrated superior efficacy in reducing sudden cardiac death, particularly in patients
with heart failure with reduced ejection fraction (HFrEF). Angiotensin-converting enzyme (ACE) inhibitors,
including enalapril and lisinopril, effectively lowered overall cardiovascular mortality by targeting the renin-
angiotensin-aldosterone system (RAAS) and preventing further cardiac remodeling. The findings of this
review underscore the importance of utilizing these therapies, either alone or in combination, for optimal
heart failure management. Combining beta-blockers and ACE inhibitors, or integrating them with newer
agents such as angiotensin receptor-neprilysin inhibitors (ARNIs) and mineralocorticoid receptor
antagonists (MRAS), provides an additive benefit, improving long-term survival and reducing heart failure-
related hospitalizations. The review also identifies gaps in the current literature, suggesting that future
research should focus on personalized treatment approaches, longer follow-up periods, and exploring
novel therapeutic combinations for diverse heart failure populations. This evidence reinforces the role of
beta-blockers and ACE inhibitors as foundational therapies in CHF and offers actionable insights for
clinicians to enhance patient care.

Emergency Medicine

Kaur G, Morton T, Khairy M, Foy M, and Gardner-Gray J. Invasive Arterial BP Measurements in the
Emergency Department-When, if Ever, is it Indicated? Curr Hypertens Rep 2024; 27(1):3. PMID:
39656394. Full Text
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PURPOSE OF REVIEW: Extremes of blood pressure (BP) are common among patients that visit
emergency departments. In this review article, we discuss the specific indications for invasive blood
pressure monitoring in the ED, particularly in the context of undifferentiated shock and hypertensive
emergencies. RECENT FINDINGS: In most cases, non-invasive techniques suffice for blood pressure
monitoring, however, in certain patient presentations intermittent automated oscillometry bears significant
drawbacks. The most evident drawback is the extended intervals between measurements. Invasive BP
(IBP) monitoring offers a pivotal tool for patients with critical illness who require accurate, timely, blood
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pressure monitoring and indirectly monitors for complications involving vital organ systems. In the
management of patients with critical illness or at risk for end organ injury, invasive methods that directly
measure BP via arterial cannulation continues to be an established standard. Overall, evaluating patients
on an individual basis, with the understanding that patients who present with extreme blood pressure
values need closer monitoring, should prompt consideration of invasive methods of blood pressure
monitoring.

Emergency Medicine

Kropf CW, Haidar DA, Tucker RV, Peterson W, Khanna N, Huang RD, Fung CM, and Theyyunni N. e
Education e Outcomes and impact of an advanced clinical ultrasound track in an emergency medicine
residency. World J Emerg Med 2024; 15(6):486-489. PMID: 39600811. Full Text
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BACKGROUND: Post-traumatic stress disorder (PTSD) is a well characterized psychiatric disorder
featuring changes in mood and arousal following traumatic events. Prior animal and human studies on
social support in the peri-traumatic window demonstrate a buffering effect with regards to acute biological
and psychological stress symptoms. Fewer studies have explored the magnitude and mechanism on how
early, post-trauma social support can reduce longitudinal PTSD severity. METHODS: In this study we
investigated the beneficial impact of social support on longitudinal PTSD symptoms, and probed brain
regions sensitive to this buffering phenomenon, such as the amygdala and ventromedial prefrontal cortex.
In the multi-site AURORA study, n=315 participants reported PTSD symptoms (PCL-5) and perceived
emotional support (PROMIS) at 2-weeks, 8-weeks, 3-months, and 6-months post-ED visit. Additionally,
neuroimaging data was collected at 2 weeks post trauma. RESULTS: We hypothesized that early, post-
trauma social support would be linked with greater fractional anisotropic (FA) values in white matter tracts
that have known connectivity between the amygdala and prefrontal cortex and would predict reduced
neural reactivity to social threat cues in the amygdala. Interestingly, while we observed greater FA in the
bilateral cingulum and bilateral uncinate fasciculus as a function of early post-trauma emotional support,
we also identified greater threat reactivity in the precuneus/posterior cingulate, a component of the default
mode network. CONCLUSION: Our findings suggest that the neurocircuitry underlying the response to
social threat cues are facilitated through broader pathways that involve the posterior hub of the default
mode network.
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Evaluation of the NeuMoDx™ CT/NG Assay 2.0. Sex Transm Dis 2024; Epub ahead of print. PMID:
39629837. Full Text
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BACKGROUND: Given the continued increases in rates of both Chlamydia trachomatis (CT) and
Neisseria gonorrhoeae (NG) infection, additional diagnostic assays may be useful in increasing access to
testing for these sexually transmitted infections. We evaluated the performance of the NeuMoDx™
CT/NG Assay 2.0 on the NeuMoDx-96 and NeuMoDx-288 Molecular Systems. METHODS: The clinical
sensitivity and specificity of the assay was assessed when used with: 1) endocervical swabs; 2) self-, and
clinician-collected vaginal swabs; and 3) first-catch urine specimens (female and male). Results were
compared to a patient infection status based on US Food and Drug Administration (FDA)-cleared assays.
RESULTS: The NeuMoDx CT/NG Assay 2.0 demonstrated high sensitivity and specificity in both
symptomatic and asymptomatic participants. All specimen types other than endocervical swabs had
>95% sensitivity and > 99% specificity for both pathogens. For endocervical samples, sensitivity was
93.2% and 93.3% for CT and NG, respectively. There was no difference in performance based on
platform. The frequency of invalid results was low (<1%). CONCLUSIONS: The NeuMoDx CT/NG Assay
2.0 demonstrated performance similar to currently FDA-cleared assays, with the added choice of a
moderate- (96-sample) or a high-throughput (288-sample) platform. The system therefore offers solutions
to laboratories running lower volumes of testing that may obviate the need for outsourcing to larger
reference laboratories.

Endocrinology and Metabolism

Yadav RN, Oravec DJ, Cushman T, Rao SD, and Yeni YN. Strength and strain distributions obtained
from digital wrist tomosynthesis discriminate patients with and without a history of fragility fracture. Bone
2024; 192:117368. PMID: 39672218. Full Text
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Bone fractures due to osteoporosis are a significant problem. Limited accuracy of standard bone mineral
density (BMD) for fracture risk assessment, combined with low adherence to bone health screening
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precludes identification of those at risk of fracture. Because of the wide availability of digital breast
tomosynthesis (DBT) imaging, bone screening using a DBT scanner at the time of breast screening has
been proposed. Earlier studies have shown that BMD, microstructure, and stiffness of the distal radius
can be calculated using digital tomosynthesis imaging of the wrist (DWT). However, strength and
stress/strain parameters, which are more relevant to structural failure, and have the potential to enhance
the utility of DWT, were not examined previously. Therefore, this study aimed to examine the ability of
DWT to discriminate patients with and without fragility fracture using DWT based finite element (DWT-FE)
derived strength and stress/strain distribution properties, and to determine in vivo repeatability of these
biomechanical properties. Twenty-two postmenopausal women with any fragility fracture (included spine,
hip, distal radius, humerus and tibia fractures) and 68 without were recruited. Each participant's
nondominant arm (dominant arm if history of fracture in the nondominant arm) was scanned with DWT
and compressive loading was simulated using FE modeling. Six additional patients were DWT-scanned
thrice, with repositioning, to determine the repeatability of the study variables. Age and T-score were not
different between fracture and nonfracture groups (p > 0.1), but strength and stress/strain parameters
were significant predictors of fracture status (AUC = 0.64-0.74). Standard deviation of tensile strain was
the most discriminatory variable for fracture status (AUC = 0.74) and was independent from stiffness.
Repeatability error of DWT biomechanical properties was 0.7 % to 5.8 %. This study demonstrated that
DWT-FE based strength and standard deviation of tensile strain were reproducible and predict fracture
status independent from BMD and stiffness. The results suggest that the accuracy of fracture risk
screening can be improved in the highly accessible environment of mammographic imaging.

Family Medicine
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K, Daniels G, Walker EM, and Jiagge E. Cancer Clinical Trial Participation: A Qualitative Study of
Black/African American Communities' and Patient/Survivors’ Recommendations. JNCI Cancer Spectr
2024; Epub ahead of print. PMID: 39585656. Full Text
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BACKGROUND: Black/African Americans experience a disproportionate cancer burden and mortality
rates. Racial/ethnic variation in cancer burden reflects systemic and healthcare inequities, cancer risk
factors, and heredity and genomic diversity. Multiple systemic, socio-cultural, economic, and individual
factors also contribute to disproportionately low Black/African American participation in cancer clinical
trials. METHODS: The Participatory Action for Access to Clinical Trials project utilized a community-based
participatory research (CBPR) approach inclusive of Black/African American community-based
organizations (CBOs), Henry Ford Health (HFH), and the University of Michigan Urban Research Center.
The project aims were to understand Black/African Americans' behavioral intentions to participate in
cancer clinical trials and to obtain recommendations for improving participation. Audio-recorded focus
group data were transcribed, coded, and searches were conducted to identify themes and subthemes.
Representative text was extracted from the transcripts. RESULTS: Six community focus group
discussions (70 participants) and six HFH patient/survivor focus group discussions (29 participants) were
completed. General themes related to trial participation were identified including: 1) systemic issues
related to racism, health disparities, and trust in government, health systems, and clinical research; 2)
firsthand experiences with healthcare and health systems; 3) perceived and experienced advantages and
disadvantages of clinical trial participation; and 4) recruitment procedures and personal decision-making

43


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39585656

processes. Specific recommendations on how to address barriers were obtained. CONCLUSIONS: CBPR
is effective in bringing communities equitably to the table. To build trust, health systems must provide
opportunities for patients and communities to jointly identify factors affecting cancer clinical trial
participation, implement recommendations, and address health disparities.
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Public Health Sciences, Henry Ford Health, One Ford Place, Detroit, Ml 48202, USA. Electronic address:
akulkar3@hfhs.org.

Center for Health Policy and Health Services Research, Henry Ford Health, One Ford Place, Suite 5E,
Detroit, Ml 48202, USA. Electronic address: elockhal@hfhs.org.

BACKGROUND: National mandates require screening for and addressing health-related social needs
(HRSNSs) in healthcare settings. However, differences in HRSN screening process (i.e., completed
screenings, screening results, documented offer of assistance, documented assistance request) have
been reported by population subgroup. Knowledge of the most effective HRSN screening and intervention
methods is limited. We sought to describe differences in completed HRSN screenings, screening results,
and assistance request rates across patient and healthcare visit characteristics. METHODS: We
examined data from all patients aged =18 years and residing in the US receiving services at a large,
Midwestern healthcare system with a goal to screen all patients for HRSN at least once annually between
July 2021-June 2023 (n = 1,190,488). We examined the proportion of patients with any HRSN screening,
with any reported HRSN, asked whether they wanted assistance, or who requested assistance for a
reported HRSN stratified by patient demographics and healthcare visit characteristics (i.e., payer,
screening location, who completed the screening). RESULTS: Less than half of eligible patients (47.0 %)
were screened for HRSNs. About one-sixth (16.9 %) reported any HRSN. Although most patients
reporting HRSNs were asked whether they wanted assistance, only about one-quarter (26.8 %)
responded affirmatively. Proportions included in each step of the HRSN screening process significantly
differed by patient and healthcare visit characteristics. DISCUSSION: This study is one of the first to
investigate various steps of a population-wide HRSN screening program. Our findings suggest that
examining differences in HRSN screening process by population subgroup is key to addressing HRSNs
through a health equity lens.

Family Medicine
Perkins K, Anderi E, Costandi M, Passalacqua KD, and Budzynska K. A Rare Case of Recurrent

Renal Infarcts With Unique Etiologies in Different Kidneys Occurring Six Years Apart. Case Rep Nephrol
2024; 2024:8233593. PMID: 39664047. Full Text

Department of Family Medicine, Henry Ford Hospital, Detroit 48202, Michigan, USA.
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Renal infarcts are uncommon, difficult to diagnose, and can lead to long-term kidney disease. Because
they have numerous etiologies and patients may present with nonspecific symptoms, renal infarcts may
be mistaken for other common conditions. A 50-year-old woman presented to the emergency department
(ED) with flank pain, nausea, and vomiting. Computed tomography (CT) revealed multiple right kidney
infarcts, transthoracic echocardiography revealed mitral valve stenosis with no evidence of atrial
fibrillation, and hypercoagulability tests were negative. High-intensity anticoagulation therapy resolved the
infarcts and she was discharged on warfarin. Six years later, at the age of 56, the woman again
presented to the ED with back pain, nausea, vomiting, and fever. She had undergone valvuloplasty to
repair the mitral valve stenosis 1 month before this ED visit, and warfarin had been discontinued shortly
after the procedure. CT imaging and ultrasonography showed no evidence of infarcts and
electrocardiogram was normal. Although urinalysis was negative for infection, pyelonephritis was
suspected per CT results. However, renal function and leukocytosis did not improve after 2 days of
antibiotic therapy. Radioisotope renal scan then revealed infarcts in the left kidney. Anticoagulation
therapy again led to recovery, and the patient was discharged back on warfarin. After the recurrent
infarct, monitoring and cardiac care have led to adequate long-term management, and no evidence of
atrial fibrillation has ever been observed. This case illustrates the challenging diagnosis of an unusual
presentation of recurrent renal infarct, where each infarct was suspected to have a unique and
independent etiology: mitral valve stenosis in the first and hypercoagulability from withdrawal of warfarin
in the second. Because no clear risk or symptom profiles exist for renal infarcts, this unusual condition
should be considered when patients do not respond to treatment for other renal problems, especially
those with cardiovascular disease.

Gastroenterology

Abusuliman M, Aboeldahb M, Olimy A, Abbas O, Abusuliman A, Jamali T, Gavidia Rosario A, Yuan L,
and Pompa R. Rare Thymoma With Solitary Liver Metastasis. ACG Case Rep J 2024; 11(12):e01562.
PMID: 39624200. Full Text

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

Mayo Foundation for Medical Education and Research, Rochester, MN.

Faculty of Medicine, Menoufia University, Menoufia Governate, Egypt.

Department of Pathology and Laboratory Medicine, Henry Ford Hospital, Detroit, M.
Faculty of Medicine, Tanta University, Gharbia Governate, Egypt.

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

Thymomas are rare, malignant, epithelial tumors of the thymus gland. Extrathoracic metastasis of
thymoma is exceedingly rare, particularly when isolated to the liver. We report an 89-year-old man who
presented with urinary retention. Exploratory computed tomography imaging revealed a heterogeneous
mass in the aortopulmonary window and a 1.9 cm lesion in the left hepatic lobe. Results from magnetic
resonance imaging, positron emission tomography-computed tomography, and histopathological analysis
of biopsy samples collectively supported a diagnosis of metastatic type B2 thymoma. To the best of our
knowledge, this is the oldest patient to be diagnosed with metastatic type B2 thymoma. Metastatic
thymoma is difficult to identify, and patients with mediastinal mass identified after any presentation should
be evaluated for malignant spread.

Gastroenterology
Abusuliman M, Jamali T, and El-Nachef N. Rare Presentation of Cytomegalovirus Colitis Mimicking
Colonic Neoplasm. ACG Case Rep J 2024; 11(12):e01572. PMID: 39717065. Full Text

Internal Medicine Department, Henry Ford Hospital, Detroit, MI.
Gastroenterology Department, Henry Ford Hospital, Detroit, MI.
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Gastroenterology

Baik I, Jantz A, Poparad-Stezar A, Venkat D, Khoury N, Samaniego-Picota M, Gonzalez HC, and
Fitzmaurice MG. Evaluating the use of glucagon-like peptide-1 receptor agonists in a matched cohort of
kidney and liver transplant recipients. J Pharm Pract Res 2024. PMID: Not assigned. Full Text

M.G. Fitzmaurice, Address for correspondence, Henry Ford Health, 2799 West Grand Blvd, Ml, Detroit,
United States

Background: Diabetes mellitus (DM) and obesity are common among solid organ transplant recipients,
but are associated with an increased risk of graft failure. Aim: Although glucagon-like peptide-1 receptor
agonists (GLP-1 RAs) are effective for managing both conditions in the general population, there is
limited evidence regarding their use among transplant recipients. Method: The effect of GLP-1 RAs on
post-transplant glucose control (defined as haemoglobin Alc [HbA1c]) among 37 liver and kidney
transplant patients was compared to a control cohort. Secondary outcomes included change in total daily
insulin requirements and oral DM agents, estimated glomerular filtration rate (eGFR), weight, and body
mass index (BMI). Adverse events attributed to GLP-1 RAs, hypoglycaemia, incidence of pancreatitis,
biopsy-proven acute rejection, graft loss, and death were assessed. Ethical approval was granted by the
Henry Ford Health Institutional Review Board (Reference no: 15959) and the study conforms with the US
Federal Policy for the Protection of Human Subjects. Results: We observed that patients receiving GLP-1
RAs had a median reduction in HbAlc of 0.5% and reduction in insulin and oral anti-DM agents
compared to the control group without GLP-1 RAs. There were statistically significant reductions in both
weight and BMI in the GLP-1 RA group. Our observed incidence of adverse events was similar to
previous literature. Unlike other smaller studies, a decline in eGFR was observed in the GLP-1 RA group.
There were no differences in incidence of biopsy-proven acute rejection, graft loss, or death. Conclusion:
When compared to patients without GLP-1 RA therapy, GLP-1 RAs modestly reduced HbA1c and insulin
requirements and statistically reduced weight/BMI review at 6 months. GLP-1 RAs, even if initiated early
post-transplant, were seemingly safe and effective. Larger, prospective studies are warranted to evaluate
the safety and efficacy of GLP-1 RAs in this population.

Gastroenterology
Dawod S, and Brown K. Non-invasive testing in metabolic dysfunction-associated steatotic liver disease.
Front Med (Lausanne) 2024; 11:1499013. PMID: 39606621. Full Text

Henry Ford Hospital, Detroit, Ml, United States.

Metabolic dysfunction-associated steatotic liver disease (MASLD), previously referred to as non-alcoholic
fatty liver disease (NAFLD), is a leading cause of chronic liver disease, affecting up to 30% of the global
population. MASLD is strongly associated with metabolic risk factors such as obesity and type 2 diabetes,
and can progress to advanced stages including cirrhosis and hepatocellular carcinoma. Early diagnosis
and accurate staging of fibrosis are critical in managing the disease and preventing complications. While
liver biopsy has long been considered the gold standard for assessing fibrosis, it is invasive and carries
associated risks. In response, non-invasive tests (NITs) have emerged as essential alternatives for the
diagnosis and monitoring of MASLD. Key methods include blood-based biomarkers such as the Fibrosis-
4 (FIB-4) score, NAFLD Fibrosis Score (NFS), and Enhanced Liver Fibrosis (ELF) test, as well as imaging
modalities like vibration-controlled transient elastography (VCTE) and magnetic resonance elastography
(MRE). These tests provide safer, more accessible methods for identifying liver fibrosis and guiding
clinical management. They are integral in assessing disease severity, guiding treatment decisions, and
monitoring disease progression, particularly in light of emerging therapies. NITs have become
increasingly recommended by clinical guidelines as they reduce the need for invasive procedures like
liver biopsy, improving patient care and outcomes. In conclusion, non-invasive testing plays a crucial role
in the effective management of MASLD, offering reliable alternatives for diagnosis and monitoring while
minimizing risks associated with traditional invasive methods.
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Gastroenterology

Francis A, Chaudhary AJ, Sohail A, Tarar ZI, Jaan A, Cavataio JP, Farooqui S, Varma A, and Jafri
SM. Impact of Immunosuppressive Therapy, Vaccination, and Monoclonal Antibody Use With Outcomes
in Liver and Kidney Transplant Recipients With COVID-19: A Retrospective Study. JGH Open 2024;
8(12):e70072. PMID: 39639985. Full Text

School of Medicine Wayne State University Detroit Michigan USA.

Department of Internal Medicine Henry Ford Hospital Detroit Michigan USA.

Department of Internal Medicine University of lowa Hospitals and Clinics lowa City lowa USA.
Department of Gastroenterology and Hepatology University of Missouri Columbia Missouri USA.
Department of Internal Medicine Rochester General Hospital Rochester New York USA.
Department of Gastroenterology and Hepatology Henry Ford Hospital Detroit Michigan USA.

BACKGROUND AND AIM: Patients who have undergone solid organ transplantation are at an elevated
risk of severe coronavirus disease (COVID-19) because of post-transplantation immunosuppressive
therapy. However, optimization of vaccination, modification of immunosuppression, and implementation of
monoclonal antibody (mAb) therapy in transplant recipients with COVID-19 is uncertain. METHODS: A
retrospective cross-sectional study was conducted on patients who underwent liver or kidney transplants
and were diagnosed with COVID-19. The association of several vaccine doses, mycophenolate therapy,
and mAB therapy with mortality outcomes after COVID-19 diagnosis (3 and 6 months), hospitalization,
and length of hospital stay were assessed. RESULTS: This study included 255 patients with a median
age of 59 (23-89) were included. Many COVID-19 vaccine doses were not associated with any outcome;
however, patients with a liver transplanted with mycophenolate had higher 3-month (19% vs. 0%;

p =0.02) and 6-month (21% vs. 0%; p = 0.01) mortality rates than those who did not. In addition,
transplant recipients who received mAb therapy for COVID-19 were less likely to be hospitalized (37% vs.
68%; p <0.001). CONCLUSIONS: For organ transplant recipients with COVID-19, vaccination alone may
not be an optimal strategy for preventing serious outcomes. Rather, the types of organ transplant,
immunosuppressive therapy (particularly mycophenolate), and COVID-19 treatment strategy should be
synergistically considered to promote an optimal therapeutic dynamic for a vulnerable population.

Gastroenterology

Hartgerink C, Toiv A, Sarowar A, Todd E, Nagai S, Muszkat Y, Beltran N, and Jafri SM. Safety and
Efficacy of Everolimus Use to Preserve Renal Function in Intestinal and Multivisceral Transplantation
Patients. Transplant Proc 2024; 56(10):2250-2254. PMID: 39603963. Full Text

Wayne State University School of Medicine, Detroit, Michigan. Electronic address:
hartgeco@med.umich.edu.

Henry Ford Hospital, Detroit, Michigan.

Wayne State University School of Medicine, Detroit, Michigan.

BACKGROUND: As calcineurin inhibitors are associated with renal impairment post intestinal transplant,
use of everolimus (EVR) may provide renal-sparing benefits. METHODS: We performed a retrospective
analysis focused on EVR use and renal function after intestinal or multivisceral transplant. No prisoners
were used in the study. This study is compliant with the Helsinki Congress and the Declaration of
Istanbul. RESULTS: A total of 28 patients, 18 patients who underwent isolated intestinal transplant, and
10 patients who underwent multivisceral transplant, were included in this study. For 13 patients that never
received EVR, the average change in estimated glomerular filtration rate (eGFR) compared to baseline at
the time of transplant were as follows: 1 year post-transplant = -18.1%; 2 years = -43.7%; 3 years = -44.1;
and 5 years = -43.3%. For 15 patients who received EVR after transplant, average duration of EVR
therapy was (579.60 + 784.15) days with 87% of patients ultimately removed from medication due to side
effects. In the EVR group, the average change in eGFR compared to baseline were as follows: 1 year
post-transplant = -37.5%; 2 years = -43.5%; 3 years = -54.2%; and 5 years = -42.9%. After the initiation of
EVR, the average change in eGFR compared to eGFR at time of EVR initiation was as follows: 1 year =
+5.9%; 2 years = -1.57%; 3 years = -5.01%; and 5 years = -1.79%. CONCLUSIONS: This study suggests
that EVR can play an important role in preserving renal function in intestinal and multivisceral transplant
recipients, but tolerance of EVR is highly variable in this patient population.
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Gastroenterology

Manivannan A, Pillai A, Liapakis A, Parikh ND, Kumar V, Verna EC, Salgia R, Wu T, Lu M, and Jesse
MT. Influence of Acuity Circles on Hepatocellular Carcinoma and the Interaction of Gender and Race in
Liver Transplantation. Clin Transplant 2024; 38(12):e70045. PMID; 39620868. Full Text

Internal Medicine, Henry Ford Health, Detroit, Michigan, USA.

Department of Medicine, University of Chicago Medicine, Chicago, lllinois, USA.

NYU Langone Transplant Institute, New York, New York, USA.

Division of Gastroenterology and Hepatology, University of Michigan, Ann Arbor, Michigan, USA.
Division of Nephrology, Department of Medicine, University of Alabama at Birmingham, Birmingham,
Alabama, USA.

Center for Liver Disease and Transplantation, Columbia University, New York, New York, USA.
Division of Gastroenterology and Hepatology, Henry Ford Health, Detroit, Michigan, USA.

Public Health Sciences, Henry Ford Health, Detroit, Michigan, USA.

Transplant Institute, Henry Ford Health, Detroit, Michigan, USA.

The impact of liver transplant allocation policy using acuity circles (ACs) on interactions between race and
gender on waitlist mortality or receipt of deceased donor liver transplant (DDLT) is unknown. Using data
from the United Network for Organ Sharing (UNOS), we examined adults listed for DDLT from April 3,
2017, to October 4, 2022 (30 months pre- and post-AC). Fine-Gray sub-distribution hazard model
explored AC indicators by race and gender interactions and their effect on receipt of DDLT or waitlist
mortality. Also explored was AC's impact on hepatocellular carcinoma (HCC) diagnosis and receipt of
DDLT or waitlist mortality. 59 592 patients (30 202 pre-AC, 29 390 post-AC) included. For both receipt of
DDLT and waitlist mortality, there were no 3-way (AC by race by gender) interactions, indicating that

the effects of race and gender on DDLT or waitlist mortality were consistent pre- and post-AC.
Irrespective of AC implementation, Black and Hispanic women were less likely to receive DDLT and had
an increased risk of waitlist mortality compared to White women. White, Black, and Hispanic men had
lower waitlist mortality risk and greater likelihood of receiving DDLT compared to their female race/ethnic
counterparts. Patients with HCC had a significantly greater chance for DDLT than non-HCC, although
post-AC this effect was attenuated. Patients with HCC were also at greater risk of waitlist mortality pre-
and post-AC compared to those without HCC however, the waitlist mortality post-AC was attenuated only
for those patients without HCC. To our knowledge, this is the first study to show the interaction of gender
and race on waitlist mortality and access to transplantation since the implementation of AC, showing
continued disparate outcomes for women both within and across racial groups.

Gastroenterology
Sengupta S, and Mellinger JL. Salt of the earth: Predicting and treating alcohol relapse in high-risk
patients after liver transplantation. Liver Transpl 2024; 30(12):1214-1216. PMID: 39133051. Full Text

Department of Internal Medicine, Cleveland Clinic Foundation, Digestive Diseases Institute, Cleveland,
Ohio, USA.

Division of Gastroenterology, Department of Internal Medicine, Michigan Medicine, Ann Arbor, Michigan,
USA.

Gastroenterology

Shahzil M, Chaudhary AJ, Kashif T, Qureshi AA, Muhammad A, Khan F, Faisal MS, Khagan MA, Ali H,
Dababneh Y, and Moonka D. Switching to Tenofovir Therapy Versus Continuation of Entecavir for
Patients With Hepatitis B Virus Infection: A Systematic Review and Meta-Analysis. JGH Open 2024;
8(11):e70055. PMID: 39588267. Full Text

Department of Internal Medicine Milton S. Hershey Medical Center, The Pennsylvania State University
Hershey Pennsylvania USA.

Department of Internal Medicine Henry Ford Hospital Detroit Michigan USA.

Department of Medicine King Edward Medical University Lahore Pakistan.

Department of Internal Medicine John H. Stroger, Jr. Hospital of Cook County Chicago lllinois USA.
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Department of Gastroenterology ECU Health Greenville North Carolina USA.
Department of Gastroenterology and Hepatology Henry Ford Hospital Detroit Michigan USA.

BACKGROUND: Hepatitis B virus (HBV) infection causes liver disease, including hepatocellular
carcinoma. Controlling viral activity is crucial to reducing complications. Tenofovir may offer benefits over
entecavir, but it is unclear if switching from entecavir to tenofovir improves outcomes. This study
assesses the clinical impact of switching to tenofovir therapy for chronic HBV infection. METHODS:
Following the PRISMA guidelines, we conducted a literature search within the Cochrane Library,
PubMed, MEDLINE, Embase, and Scopus for studies of patients with HBV infection who were switched
to tenofovir from entecavir or were maintained on entecavir. Both formulations of tenofovir, that is,
tenofovir disoproxil fumarate and tenofovir alafenamide were included and analyzed in subgroup analysis.
Meta-analyses were performed with RevMan 5.4 using a random-effects model, with statistical
significance set at p <0.05. RESULTS: A total of eight studies, comprising 833 patients, were included in
the meta-analysis. Tenofovir showed a significantly higher likelihood of achieving complete virological
response (RR 5.60; 95% CI 3.51-8.94; p <0.00001) and a greater reduction in HBV DNA levels (MD -1.03
log IU/mL; 95% CI -1.69 to -0.36; p =0.002) compared to entecavir. However, there was no significant
difference in HBsAg reduction or HBeAg seroconversion between the two groups. ALT reductions were
not statistically significant overall, although entecavir showed better outcomes in subgroup analysis.
CONCLUSION: Switching from entecavir to tenofovir improves virological response and reduces HBV
DNA levels, but shows no significant advantage in HBsAg reduction, HBeAg seroconversion, or overall,
ALT reduction.

Gastroenterology

Shahzil M, Chaudhary AJ, Qureshi AA, Hasan F, Faisal MS, Sohail A, Khagan MA, Jamali T, Khan MZ,
Alsheik E, and Zuchelli T. Endoscopic Full-Thickness Plication for the Treatment of Gastroesophageal
Reflux Disease: A Systematic Review and Meta-Analysis of Randomized Sham Controlled Trials. JGH
Open 2024; 8(11):e70056. PMID: 39605898. Full Text

Department of Internal Medicine Weiss Memaorial Hospital LLC Chicago Illinois USA.

Department of Internal Medicine Henry Ford Hospital Detroit Michigan USA.

Department of Medicine King Edward Medical University Lahore Pakistan.

Department of Internal Medicine Cooper University Hospital Camden New Jersey USA.
Department of Internal Medicine University of lowa Hospitals and Clinics lowa City lowa USA.
Department of Internal Medicine John H. Stroger, Jr. Hospital of Cook County Chicago lllinois USA.
Department of Gastroenterology Henry Ford Hospital Detroit Michigan USA.

INTRODUCTION: Gastroesophageal reflux disease (GERD) affects approximately 20% of adults in the
United States. Proton pump inhibitors are the first-line treatment but are associated with long-term side
effects. Endoscopic full-thickness plication (EFTP) is a minimally invasive alternative that improves the
valvular mechanism of the gastroesophageal junction. This meta-analysis compared EFTP to a sham
procedure for the treatment of refractory GERD. MATERIALS AND METHODS: This meta-analysis
followed the Cochrane guidelines and PRISMA standards and was registered with PROSPERO
(CRD42023485506). We searched MEDLINE, Embase, SCOPUS, and Cochrane Library through
December 2023. Inclusion criteria targeted Randomized controlled trials comparing EFTP with sham
procedures for GERD were included. Statistical analyses utilized RevMan with a random-effects model,
and the results were considered significant at p < 0.05. RESULTS: Of the 2144 screened studies, three
RCTs with 272 patients with GERD were included: 136 patients underwent EFTP and 136 underwent
sham procedures. Primary outcomes showed a significant reduction in PPI usage (RR 0.51; 95% CI 0.35-
0.73; p<0.01) and more than 50% improvement in GERD-HRQL scores at 3 months (RR 15.81; 95% CI
1.40-178.71; p = 0.03). No significant difference was found in the DeMeester scores (MD: 12.57; 95% CI -
35.12 10 9.98; p = 0.27). Secondary outcomes showed no significant difference in time with esophageal
pH <4, but a significant reduction in total reflux episodes. CONCLUSIONS: EFTP significantly reduced
PPl usage, improved GERD-HRQL scores, and decreased total reflux episodes compared with sham
procedures, highlighting its potential as a minimally invasive treatment. Further research is needed to
compare EFTP with other minimally invasive techniques to determine the most effective treatment option.
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Global Health Initiative

Kaljee L, Antwi S, Dankerlui D, Harris D, Israel B, White-Perkins D, Aboah VO, Aduse-Poku L,
Larrious-Lartey H, Brush B, Coombe C, Patman L, Cawthorne N, Chue S, Rowe Z, Mills C, Fernando
K, Daniels G, Walker EM, and Jiagge E. Cancer Clinical Trial Participation: A Qualitative Study of
Black/African American Communities' and Patient/Survivors' Recommendations. JNCI Cancer Spectr
2024; Epub ahead of print. PMID: 39585656. Full Text
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Henry Ford Cancer Institute, Detroit, MI, USA.

Grace Learning Center, Detroit, MI, USA.

University of Michigan Detroit Urban Research Center, Ann Arbor, MI, USA.
Henry Ford Department of Family Medicine and MSU, USA.
University of Florida, Gainesville, FL, USA.

Our Wellness Hub, Detroit, Ml, USA.

Eastside Community Network, Detroit, Ml, USA.

Caribbean Community Service Center, Detroit, Ml, USA.
Friends of Parkside, Detroit, Ml, USA.

Institute for Population Health, Detroit, MI, USA.

BACKGROUND: Black/African Americans experience a disproportionate cancer burden and mortality
rates. Racial/ethnic variation in cancer burden reflects systemic and healthcare inequities, cancer risk
factors, and heredity and genomic diversity. Multiple systemic, socio-cultural, economic, and individual
factors also contribute to disproportionately low Black/African American participation in cancer clinical
trials. METHODS: The Participatory Action for Access to Clinical Trials project utilized a community-based
participatory research (CBPR) approach inclusive of Black/African American community-based
organizations (CBOs), Henry Ford Health (HFH), and the University of Michigan Urban Research Center.
The project aims were to understand Black/African Americans' behavioral intentions to participate in
cancer clinical trials and to obtain recommendations for improving participation. Audio-recorded focus
group data were transcribed, coded, and searches were conducted to identify themes and subthemes.
Representative text was extracted from the transcripts. RESULTS: Six community focus group
discussions (70 participants) and six HFH patient/survivor focus group discussions (29 participants) were
completed. General themes related to trial participation were identified including: 1) systemic issues
related to racism, health disparities, and trust in government, health systems, and clinical research; 2)
firsthand experiences with healthcare and health systems; 3) perceived and experienced advantages and
disadvantages of clinical trial participation; and 4) recruitment procedures and personal decision-making
processes. Specific recommendations on how to address barriers were obtained. CONCLUSIONS: CBPR
is effective in bringing communities equitably to the table. To build trust, health systems must provide
opportunities for patients and communities to jointly identify factors affecting cancer clinical trial
participation, implement recommendations, and address health disparities.

Graduate Medical Education

Perkins K, Anderi E, Costandi M, Passalacqua KD, and Budzynska K. A Rare Case of Recurrent
Renal Infarcts With Unique Etiologies in Different Kidneys Occurring Six Years Apart. Case Rep Nephrol
2024; 2024:8233593. PMID: 39664047. Full Text

Department of Family Medicine, Henry Ford Hospital, Detroit 48202, Michigan, USA.
Department of Graduate Medical Education, Henry Ford Hospital, Detroit 48202, Michigan, USA.

Renal infarcts are uncommon, difficult to diagnose, and can lead to long-term kidney disease. Because
they have numerous etiologies and patients may present with nonspecific symptoms, renal infarcts may
be mistaken for other common conditions. A 50-year-old woman presented to the emergency department
(ED) with flank pain, nausea, and vomiting. Computed tomography (CT) revealed multiple right kidney
infarcts, transthoracic echocardiography revealed mitral valve stenosis with no evidence of atrial
fibrillation, and hypercoagulability tests were negative. High-intensity anticoagulation therapy resolved the
infarcts and she was discharged on warfarin. Six years later, at the age of 56, the woman again
presented to the ED with back pain, hausea, vomiting, and fever. She had undergone valvuloplasty to
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repair the mitral valve stenosis 1 month before this ED visit, and warfarin had been discontinued shortly
after the procedure. CT imaging and ultrasonography showed no evidence of infarcts and
electrocardiogram was normal. Although urinalysis was negative for infection, pyelonephritis was
suspected per CT results. However, renal function and leukocytosis did not improve after 2 days of
antibiotic therapy. Radioisotope renal scan then revealed infarcts in the left kidney. Anticoagulation
therapy again led to recovery, and the patient was discharged back on warfarin. After the recurrent
infarct, monitoring and cardiac care have led to adequate long-term management, and no evidence of
atrial fibrillation has ever been observed. This case illustrates the challenging diagnosis of an unusual
presentation of recurrent renal infarct, where each infarct was suspected to have a unique and
independent etiology: mitral valve stenosis in the first and hypercoagulability from withdrawal of warfarin
in the second. Because no clear risk or symptom profiles exist for renal infarcts, this unusual condition
should be considered when patients do not respond to treatment for other renal problems, especially
those with cardiovascular disease.

Hematology-Oncology

Afrah A, Finkel MA, Fonseca C, Asato MT, Jay MS, Pappas A, Gowda SB, and Jay A. Demineralization
of Osseous Structures as Presentation of a Rare Genetic Disorder That Is Associated With a High Rate of
Mortality. Case Rep Endocrinol 2024; 2024:6063059. PMID: 39703927. Full Text

Department of Pediatrics, Division of Pediatric Pulmonology, University of Michigan, Medicine, Ann Arbor,
Michigan, USA.

Division of Genetic, Genomic and Metabolic Disorders, Department of Pediatrics, University of Michigan,
Ann Arbor, Michigan, USA.

Department of Pediatrics, Division of Pediatric Hospital Medicine, University of San Francisco, San
Francisco, California, USA.

Department of Genetics, Advent Health, Orlando, Florida, USA.

Department of Pediatrics, Medical College of Wisconsin, Milwaukee, Wisconsin, USA.
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Objectives: Describe the details of the clinical presentation, diagnostic challenges, and management of a
female neonate with neonatal severe hyperparathyroidism (NSHPT). Methods: This case report was
developed from a retrospective chart review. The female infant was born to consanguineous parents-first
cousins, with multiple prenatal concerns, including gestational diabetes, intrauterine growth restriction,
polyhydramnios, and suspicion of a hypoplastic left atrium on prenatal echocardiogram (ECHO).
Following a planned C-section at 37 weeks gestation, the neonate exhibited moderate respiratory distress
with subcostal retractions. On physical examination, craniotabes, a bell-shaped chest, and a continuous
machinery-type murmur were noted. Results: Evaluation at birth revealed a large Patent Ductus
Arteriosus and significant demineralization of skeletal structures with atypical rib morphology. Lab work at
24 h of life (HOL) showed elevated serum calcium level (14.3 mg/dL), ionized calcium-iCal (2.32 mmol/L),
and normal 25-OH Vitamin D (54.2 ng/mL). A comprehensive skeletal survey uncovered generalized
osteopenia, metaphyseal lucencies, and evidence of healing fractures. Repeat lab work at 43 HOL,
showed serum calcium of 18.0 mg/dL, iCal 2.67 mmol/L, and elevated parathyroid hormone (PTH) of
2116 pg/mL. Diagnosis of NSHPT was established based on laboratory findings. Molecular testing
confirmed a homozygous variant (¢c.1744T >A; p.Cys582Ser) in the calcium-sensing receptor (CaSR)
gene which confirmed the diagnosis of NSHPT. NSHPT, a rare genetic disorder associated with high
mortality rates, is often caused by inactivating CaSR gene variants. The patient's family history revealed a
strong correlation with familial hypocalciuric hypercalcemia (FHH), a benign condition associated with
asymptomatic hypercalcemia, normal to minimally elevated parathyroid level, and hypocalciuria, it is
caused by heterozygous inactivating mutations in the CaSR gene. Treatment of NSHPT typically involves
total or subtotal parathyroidectomy; however, initial medical intervention is often necessary. In this case,
the neonate underwent medical treatment with calcitonin, furosemide to help facilitate renal clearance of
calcium, and intravenous fluids before a successful parathyroidectomy. Conclusions: This case
accentuates the importance of considering rare genetic disorders in neonates with complex clinical
presentations and affirms the need for comprehensive counseling and education, particularly in
consanguineous parents, to address familial implications and guide appropriate interventions.
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lliuk A, and Muthuswamy SK. A large-scale proteomics resource of circulating extracellular vesicles for
biomarker discovery in pancreatic cancer. Elife 2024; 12. PMID: 39693144. Full Text
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Pancreatic cancer has the worst prognosis of all common tumors. Earlier cancer diagnosis could increase
survival rates and better assessment of metastatic disease could improve patient care. As such, there is
an urgent need to develop biomarkers to diagnose this deadly malignancy. Analyzing circulating
extracellular vesicles (CEVs) using 'liquid biopsies' offers an attractive approach to diagnose and monitor
disease status. However, it is important to differentiate EV-associated proteins enriched in patients with
pancreatic ductal adenocarcinoma (PDAC) from those with benign pancreatic diseases such as chronic
pancreatitis and intraductal papillary mucinous neoplasm (IPMN). To meet this need, we combined the
novel EVtrap method for highly efficient isolation of EVs from plasma and conducted proteomics analysis
of samples from 124 individuals, including patients with PDAC, benign pancreatic diseases and controls.
On average, 912 EV proteins were identified per 100 uL of plasma. EVs containing high levels of
PDCD6IP, SERPINA12, and RUVBL2 were associated with PDAC compared to the benign diseases in
both discovery and validation cohorts. EVs with PSMB4, RUVBL2, and ANKAR were associated with
metastasis, and those with CRP, RALB, and CD55 correlated with poor clinical prognosis. Finally, we
validated a seven EV protein PDAC signature against a background of benign pancreatic diseases that
yielded an 89% prediction accuracy for the diagnosis of PDAC. To our knowledge, our study represents
the largest proteomics profiling of circulating EVs ever conducted in pancreatic cancer and provides a
valuable open-source atlas to the scientific community with a comprehensive catalogue of novel cEVs
that may assist in the development of biomarkers and improve the outcomes of patients with PDAC.
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Wo JY, and Snyder RA. Best Practices for Delivering Neoadjuvant Therapy in Pancreatic Ductal
Adenocarcinoma. JAMA Surg 2024; Epub ahead of print. PMID: 39630427. Full Text
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IMPORTANCE: Neoadjuvant therapy (NT) is an increasingly used treatment strategy for patients with
localized pancreatic ductal adenocarcinoma (PDAC). Little research has been conducted on cancer care
delivery during NT, and the standards for optimal delivery of NT have not been defined. OBJECTIVE: To
develop consensus best practices for delivering NT to patients with localized PDAC. DESIGN, SETTING,
AND PARTICIPANTS: This study used a modified Delphi approach consisting of 2 rounds of voting, and
a series of virtual conferences (from October to December 2023) to reach expert consensus on candidate
best practice statements generated from a systematic review of the literature and expert opinion. An
interdisciplinary panel was formed including 47 North American experts from surgical, medical, and
radiation oncology, radiology, pathology, gastroenterology, integrative oncology, anesthesia, pharmacy,
nursing, cancer care delivery research, and nutrition as well as patient and caregiver stakeholders. MAIN
OUTCOME AND MEASURES: Statements that reached 75% agreement or greater were included in final
consensus statements. RESULTS: Of the 47 participating panel members, 27 (57.64%) were male, and
the mean (SD) age was 47.6 (8.2) years. Physicians reported completing training a mean (SD) 14.6 (8.6)
years prior and seeing a mean (SD) 110.6 (38.4) patients with PDAC annually; 35 (77.7%) were in
academic practice. Final consensus was reached on 82 best practices for delivering NT. Of these, 38
statements focused on pre-NT practices, including diagnosis and staging (n = 15), evaluation and
optimization (n = 20), and decision-making (n = 3); 29 statements defined best practices during NT,
including initiation (n = 3), delivery of therapy (n = 8), restaging practices (n = 12), and management of
complications during NT (n =6); and 15 best practices were identified to guide treatment post-NT,
focusing on surgery (n=7), pathology (n =4), and follow-up (n=3). CONCLUSIONS: Using a modified
Delphi consensus technique, best practice guidelines were developed focusing on the optimal standards
for delivering NT to patients with localized PDAC. Given the prognostic importance of completing
multimodality therapy, efforts to standardize and optimize the delivery of NT represent an immediate
opportunity to decrease care variation and improve outcomes for patients with PDAC. Future research
should focus on validating and implementing best practice standards into clinical practice.
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Desai R, Huang L, Gonzalez RS, and Muthuswamy SK. Oncogenic GNAS Uses PKA-Dependent and
Independent Mechanisms to Induce Cell Proliferation in Human Pancreatic Ductal and Acinar Organoids.
Mol Cancer Res 2024; 22(5):440-451. PMID: 38319286. Full Text
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The study identifies an opportunity to discover a PKA-independent pathway downstream of oncogene
GNAS for managing IPMN lesions and their progression to PDAC.
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Jamil M, Nasser Z, Jamil D, and Shegwara JZ. Unmasking Vitamin B12 Deficiency Misdiagnosed as
Myelodysplastic Syndrome. Case Rep Hematol 2024; 2024:3258227. PMID: 39655186. Full Text
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Background: Pancytopenia is characterized by a decrease in all three types of blood cells. Instead of
being a standalone disease, it acts as a common outcome resulting from various factors, including
infections, autoimmune disorders, genetic issues, nutritional deficiencies, and malignancies. Pinpointing
the root cause of pancytopenia poses a challenge but is essential for devising an effective treatment plan
and predicting the likely prognosis. Vitamin B12 deficiency is a common cause of megaloblastic anemia,
pancytopenia, and various neuropsychiatric symptoms. However, diagnosing vitamin B12 deficiency lacks
a definitive gold standard. Case Presentation: We present two cases where patients initially exhibited
pancytopenia with seemingly normal vitamin B12 levels. Based on a bone marrow biopsy, they were
initially diagnosed with myelodysplastic syndrome (MDS). Subsequent investigations revealed elevated
serum methylmalonic acid (MMA) levels, leading to a revised diagnosis of vitamin B12 deficiency. Both
patients showed positive responses to adequate vitamin B12 supplementation. Conclusion: Our case
series highlights the importance of ruling out alternative causes of dysplasia in MDS when solely
morphological abnormalities are observed on a bone marrow biopsy. It also underscores the crucial
aspect of assessing MMA and homocysteine levels in individuals with normal vitamin B12 levels when
there is a high clinical suspicion of B12 deficiency.
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Kaljee L, Antwi S, Dankerlui D, Harris D, Israel B, White-Perkins D, Aboah VO, Aduse-Poku L,
Larrious-Lartey H, Brush B, Coombe C, Patman L, Cawthorne N, Chue S, Rowe Z, Mills C, Fernando
K, Daniels G, Walker EM, and Jiagge E. Cancer Clinical Trial Participation: A Qualitative Study of
Black/African American Communities' and Patient/Survivors' Recommendations. JNCI Cancer Spectr
2024; Epub ahead of print. PMID: 39585656. Full Text
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BACKGROUND: Black/African Americans experience a disproportionate cancer burden and mortality
rates. Racial/ethnic variation in cancer burden reflects systemic and healthcare inequities, cancer risk
factors, and heredity and genomic diversity. Multiple systemic, socio-cultural, economic, and individual
factors also contribute to disproportionately low Black/African American participation in cancer clinical
trials. METHODS: The Participatory Action for Access to Clinical Trials project utilized a community-based
participatory research (CBPR) approach inclusive of Black/African American community-based
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organizations (CBOs), Henry Ford Health (HFH), and the University of Michigan Urban Research Center.
The project aims were to understand Black/African Americans' behavioral intentions to participate in
cancer clinical trials and to obtain recommendations for improving participation. Audio-recorded focus
group data were transcribed, coded, and searches were conducted to identify themes and subthemes.
Representative text was extracted from the transcripts. RESULTS: Six community focus group
discussions (70 participants) and six HFH patient/survivor focus group discussions (29 participants) were
completed. General themes related to trial participation were identified including: 1) systemic issues
related to racism, health disparities, and trust in government, health systems, and clinical research; 2)
firsthand experiences with healthcare and health systems; 3) perceived and experienced advantages and
disadvantages of clinical trial participation; and 4) recruitment procedures and personal decision-making
processes. Specific recommendations on how to address barriers were obtained. CONCLUSIONS: CBPR
is effective in bringing communities equitably to the table. To build trust, health systems must provide
opportunities for patients and communities to jointly identify factors affecting cancer clinical trial
participation, implement recommendations, and address health disparities.
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Lakhani NJ, Papadopoulos KP, Johnson ML, Park H, Wang D, Yap TA, Dowlati A, Maki RG, Ulahannan
S, Lynce F, Kelly K, Williamson S, Malhotra J, Chen S, Gonzalez Ortiz A, Jankovic V, Paccaly A, Masinde
S, Mani J, Lowy I, Gullo G, Sims T, and Kroog G. First-in-Human Dose-Escalation Study of Fianlimab, an
Antilymphocyte Activation Gene-3 Antibody, with Cemiplimab in Patients with Advanced Malignancies.
Clin Cancer Res 2024; 30(24):5601-5611. PMID: 39422598. Full Text
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PURPOSE: Preclinical data indicate that fianlimab (antilymphocyte activation gene-3) plus cemiplimab
(anti-PD-1) enhances antitumor activity. Here, we report prespecified final analyses of the dose-
escalation part of a first-in-human, phase 1 study (NCT03005782) of fianlimab as monotherapy and in
combination with cemiplimab in patients with advanced malignancies. PATIENTS AND METHODS: Adult
patients received 1 to 40 mg/kg of fianlimab plus 350 mg of cemiplimab every 3 weeks (Q3W) across
various dose-escalation schedules. Primary objectives were the rate of dose-limiting toxicities, adverse
events (including immune mediated), deaths, laboratory abnormalities, and pharmacokinetics. Secondary
outcomes were objective response rate, best overall response, duration of response, and antidrug
antibody variables. RESULTS: Seventy-eight patients were enrolled (fianlimab + cemiplimab, n = 47;
fianlimab monotherapy, n = 31). One patient treated with 3 mg/kg fianlimab + cemiplimab experienced
dose-limiting toxicities, including increased blood creatine phosphokinase and myasthenic syndrome. No
maximum tolerated dose was reached. Any-grade treatment-emergent adverse events occurred in 90%
of patients with fianlimab monotherapy, in 87% of patients with fianlimab + cemiplimab, and in 87% of
patients who transitioned from monotherapy to combination therapy. Fianlimab pharmacokinetics were
dose proportional and similar in monotherapy and combination therapy. Across patients who received
fianlimab + cemiplimab, five achieved a partial response, three of whom experienced a response after
transitioning from monotherapy to combination therapy. Fianlimab 1,600 mg Q3W (20 mg/kg in an 80-kg
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individual) is the selected dose for phase 2 and phase 3 studies. CONCLUSIONS: Fianlimab as
monotherapy and in combination with cemiplimab demonstrated acceptable safety and preliminary
antitumor activity, which is generally consistent with previous reports of cemiplimab.
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Levin AM, Okifo O, Buhl K, Ouchi T, Parker B, Tan J, Datta |, Dai X, Chen Y, Palanisamy N,
Veenstra J, Carskadon S, Li J, Ozog D, Keller CE, Chitale D, Bobbitt KR, Crawford HC, Steele N, Mi
QS, and Jones LR. Higher expression of mir-31-5p is associated with reduced risk of head and neck
keloid recurrence following surgical resection. Laryngoscope Investig Otolaryngol 2024; 9(6):e70040.
PMID: 39664781. Full Text
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OBJECTIVE: In this study, we aimed to evaluate mir-31-5p as a prognostic biomarker of keloid disease
(KD) recurrence using a retrospective, treatment naive, surgical cohort of head and neck KD cases from
Henry Ford Health. METHODS: Using a tissue microarray, mir-31-5p expression was measured with
miRNAscope, and mir-31-5p cell positivity was determined with QuPath. Logistic regression was used to
test the association between mir-31-5p positive cells and KD recurrence at 1 year. In an independent
dataset, associations between mir-31-5p and messenger RNA (MRNA) expression were assessed.
Ingenuity Pathway Analysis identified target genes and pathways impacted by mir-31-5p. RESULTS: Of
the 58 KD patients, 42 (72%) received adjuvant triamcinolone injections, and 8 recurred (14%). mir-31-5p
was expressed in 48 (83%) specimens. Increasing mir-31-5p expression was associated with decreased
risk of recurrence (p =.031), with an odds ratio of 0.86 (95% CI 0.75-0.98) for each 20% increase in mir-
31-5p cellular positivity. This effect persisted with triamcinolone treatment (odds ratio 0.82; 95% CI 0.71-
0.95; p=.015). mir-31-5p correlated with gene expression enriched in KD pathways, including mRNA
splicing and autophagy. CONCLUSION: Taken together, our data supports the association between mir-
31-5p expression and KD recurrence. Its potential as a prognostic biomarker should be further
investigated. LEVEL OF EVIDENCE: Level 2.
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Y, Fertig EJ, Kagohara LT, Theisen B, Crawford HC, and Steele NG. Human pancreatic cancer single
cell atlas reveals association of CXCL10+ fibroblasts and basal subtype tumor cells. Clin Cancer Res
2024; Epub ahead of print. PMID: 39636224. Full Text
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PURPOSE: Pancreatic ductal adenocarcinoma (PDAC) patients with tumors enriched for the basal-like
molecular subtype exhibit enhanced resistance to standard of care treatments and have significantly
worse overall survival (OS) compared to patients with classical subtype enriched tumors. It is important to
develop genomic resources, enabling identification of novel putative targets in a statistically rigorous
manner. EXPERIMENTAL DESIGN: We compiled a single cell RNA sequencing (scRNAseq) atlas of the
human pancreas with 229 patient samples, aggregated from publicly available raw data. We mapped cell-
type specific sScRNAseq gene signatures in bulk RNAseq (n=744) and spatial transcriptomics (ST) (n=22)
and performed validation using multiplex immunostaining. RESULTS: Analysis of tumor cells from our
scRNAseq atlas revealed nine distinct populations, two of which aligned with the basal subtype,
correlating with worse OS in bulk RNAseq. Deconvolution identified one of the basal populations to be the
predominant tumor subtype in non-dissociated ST tissues and in vitro tumor cell and patient-derived
organoid lines. We discovered a novel enrichment and spatial association of CXCL10+ cancer associated
fibroblasts (CAFs) with basal tumor cells. We identified that besides immune cells, ductal cells also
express CXCR3, the receptor for CXCL10, suggesting a relationship between these cell types in PDAC
tumor microenvironment. CONCLUSIONS: We show that our scRNAseq atlas (700,000 cells), integrated
with ST data, has increased statistical power and is a powerful resource, allowing for expansion of current
subtyping paradigms in PDAC. We uncovered a novel signaling niche marked by CXCL10+ CAFs and
basal tumor cells that could be explored for future targeted therapies.
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AM, and Huang L. Molecular Differences in Pancreatic Ductal Adenocarcinomas from Black Versus
White Patients. Cancer Res Commun 2024; Epub ahead of print. PMID: 39699266. Full Text
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Pancreatic cancer is the third leading cause of cancer-related death in the US. Black or African American
patients have a higher incidence of pancreatic cancer compared to other racial groups. It is unclear
whether distinct molecular mechanisms are involved in the development of pancreatic cancer in different
racial groups. To identify tumor molecular features that are distinctly associated with race in Black or
African American and White patients with pancreatic ductal adenocarcinoma (the main subtype of
pancreatic cancer), we analyzed de-identified patient records, including tumor sequencing data and
expression of PD-L1, from the Tempus multimodal database. Patients with a primary diagnosis of
pancreatic ductal adenocarcinoma and who received molecular testing between 2017-11 and 2023-03
were included in analyses. Among 4,249 patients analyzed in this study, 452 (10.6%) were Black or
African American and 3797 (89.4%) were White. Black patients had a higher prevalence of TP53
mutations compared to White patients (p<0.001). KRASG12R mutations occurred more frequently in
female patients in the Black vs White group (p=0.007). Compared to White patients, Black patients had a
higher tumor mutational burden (p<0.001) and PD-L1 overexpression (p=0.047). In a separate analysis of
recent clinical trials testing immunotherapies for pancreatic cancer, we found that Black patients and
other minorities were underrepresented in most trials. These findings suggest race-associated molecular
differences in tumors that may impact patient responses to immunotherapies. Our study also supports the
importance of improving patient diversity in clinical trials on pancreatic cancer treatments.
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Raymond D, Fukui M, Zwernik S, Kassam A, Rovin R, and Akhtar P. Evaluating soluble Axl as a
biomarker for glioblastoma: A pilot study. PLoS One 2024; 19(7):e0301739. PMID: 38968207. Full Text
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With current imaging, discriminating tumor progression from treatment effect following immunotherapy or
oncolytic virotherapy of glioblastoma (GBM) is challenging. A blood based diagnostic biomarker would
therefore be helpful. Axl is a receptor tyrosine kinase that is highly expressed by many cancers including
GBM. Axl expression is regulated through enzymatic cleavage of its extracellular domain. The resulting
fragment can be detected in serum as soluble Axl (sAxl). sAxl levels can distinguish patients with
melanoma, hepatocellular carcinoma, and pancreatic ductal adenocarcinoma from healthy controls. This
is a pilot study to determine if sAxl is a candidate biomarker for GBM. The sAxl levels in the serum of 40
healthy volunteers and 20 GBM patients were determined using an enzyme-linked immunosorbent assay
(ELISA). Pre- and post- operative sAxl levels were obtained. Volumetric MRI evaluation provided GBM
tumor volume metrics. There was no significant difference in the sAxl levels of the volunteers (30.16+1.88
ng/ml) and GBM patients (30.74+1.96 ng/ml) p = 0.27. The postoperative sAxl levels were significantly
higher than preoperative levels (32.32+2.26 ng/ml vs 30.74+1.96 ng/ml, p = 0.03). We found no
correlation between tumor volume and sAxl levels. Axl expression was low or absent in 6 of 11 (55%)
patient derived GBM cell lines. Given the wide range of Axl expression by GBM tumors, sAxl may not be
a reliable indicator of GBM. However, given the small sample size in this study, a larger study may be
considered.
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Toxicology, Michigan State University, Lansing, MI, USA. Electronic address: hcrawfol@hfhs.org.

Pancreatic ductal adenocarcinoma (PDA) is partly initiated through the transdifferentiation of acinar cells
to metaplasia, which progresses to neoplasia and cancer. Tuft cells (TCs) are chemosensory cells not
found in the normal pancreas but arise in cancer precursor lesions and diminish during progression to
carcinoma. These metaplastic TCs (mTCs) suppress tumor progression through communication with the
tumor microenvironment, but their fate during progression is unknown. To determine the fate of mTCs
during PDA progression, we created a dual recombinase lineage trace model, wherein a pancreas-
specific FIpO was used to induce tumorigenesis, while a tuft-cell specific Pou2f3(CreERT/+) driver was
used to induce expression of a tdTomato reporter. We found that mTCs in carcinoma transdifferentiate
into neural-like progenitor cells (NRPSs), a cell type associated with poor survival in patients. Using
conditional knockout and overexpression systems, we found that Myc activity in mTCs is necessary and
sufficient to induce this tuft-to-neuroendocrine transition (TNT).
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Hematology-Oncology

Shroff RT, King G, Colby S, Scott AJ, Borad MJ, Goff L, Matin K, Mahipal A, Kalyan A, Javle MM, EIl Dika
I, Tan B, Cheema P, Patel A, lyer R, Kelley RK, Thumar J, EI-Khoueiry A, Guthrie KA, Chiorean EG,
Hochster H, and Philip PA. SWOG S1815: A Phase Ill Randomized Trial of Gemcitabine, Cisplatin, and
Nab-Paclitaxel Versus Gemcitabine and Cisplatin in Newly Diagnosed, Advanced Biliary Tract Cancers. J
Clin Oncol 2024; 2401383. Epub ahead of print. PMID: 39671534. Full Text
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Yale Cancer Center, New Haven, CT.
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Wayne State University School of Medicine/Henry Ford Cancer, Detroit, MI.

PURPOSE: SWOG S1815 was a randomized, open label phase Il trial, evaluating gemcitabine, nab-
paclitaxel, and cisplatin (GAP) versus gemcitabine and cisplatin (GC) in patients with newly diagnosed
advanced biliary tract cancers (BTCs). METHODS: Patients with newly diagnosed locally advanced
unresectable or metastatic BTC, including intrahepatic cholangiocarcinoma (ICC) and extrahepatic
cholangiocarcinoma (ECC) and gallbladder carcinoma (GBC), were randomly assigned 2:1 to either GAP
(gemcitabine 800 mg/m(2), cisplatin 25 mg/m(2), and nab-paclitaxel 100 mg/m(2) intravenously once per
day on days 1 and 8 of a 21-day cycle) or GC (gemcitabine 1,000 mg/m(2) and cisplatin 25 mg/m(2)
intravenously once per day on days 1 and 8 of a 21-day cycle). RESULTS: Among 452 randomly
assigned participants, 441 were eligible and analyzable, 67% with ICC, 16% with GBC, and 17% with
ECC. There was no significant difference in overall survival (OS) between GAP versus GC. Median OS
with GAP was 14.0 months (95% CI, 12.4 to 16.1) and 13.6 months with GC (95% CI, 9.7 to 16.6); hazard
ratio (HR), 0.91 (95% CI, 0.72 to 1.14); P = .41. Median progression-free survival (PFS) was similar
between groups with median PFS for GAP being 7.5 months (95% ClI, 6.4 to 8.5) versus 6.3 months for
GC (95% ClI, 4.4 t0 8.2); HR, 0.89 (95% CI, 0.71 to 1.12); P = .32. In exploratory subset analyses, the OS
and PFS benefits of GAP versus GC treatment were greater in locally advanced disease compared with
metastatic disease, although not statistically significant (interaction P = .14 for OS and P = .17 for PFS).
Moreover, GAP versus GC showed greater improvement in PFS among participants with GBC than those
with ICC or ECC (interaction P = .01), but not OS (interaction P = .28). CONCLUSION: The addition of a
taxane in the GAP regimen to the standard gemcitabine-cisplatin regimen did not improve OS in newly
diagnosed BTC. More toxicity was encountered with GAP versus GC.

Hematology-Oncology

Yamamoto N, Dobersch S, Loveless |, Samraj AN, Jang GH, Haraguchi M, Kang LI, Ruzinova MB, Vij
KR, Mudd JL, Walsh T, Safyan RA, Chiorean EG, Hingorani SR, Bolton NM, Li L, Fields RC, DeNardo
DG, Notta F, Crawford HC, Steele NG, and Kugel S. HMGA2 Expression Predicts Subtype, Survival, and
Treatment Outcome in Pancreatic Ductal Adenocarcinoma. Clin Cancer Res 2024; Epub ahead of print.
PMID: 39680021. Full Text

59


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39671534
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39680021

University of Washington, Seattle, WA, United States.

Fred Hutchinson Cancer Center, United States.

Henry Ford Health System, United States.

University of Washington, United States.

Ontario Institute for Cancer Research, Toronto, Ontario, Canada.
Fred Hutchinson Cancer Center, Seattle, Washington, United States.
Washington University in St. Louis, St. Louis, MO, United States.
Washington University in St. Louis, United States.

Washington University in St. Louis, Saint Louis, MO, United States.
Fred Hutchinson/University of Washington/Seattle Childrena€™s Cancer Consortium, Seattle,
Washington, United States.

University of Nebraska Medical Center, United States.

Ochsner Medical Center, United States.

Ochsner Health System, New Orleans, LA, United States.

Ontario Institute for Cancer Research, Canada.
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PURPOSE: To establish HMGAZ2 as a marker of basal-like disease in pancreatic ductal adenocarcinoma
(PDAC) and explore its use as a biomarker for prognosis and treatment resistance. EXPERIMENTAL
DESIGN: We identified high expression of HMGAZ in basal PDAC cells in a scRNAseq Atlas of 172
patient samples. We then analyzed HMGAZ2 expression, along with expression of the classical marker
GATAG, in a cohort of 580 PDAC samples with multiplex immunohistochemistry. We further
supplemented these data with an additional 30 diverse patient samples and multiple independent single-
cell RNAseq databases. RESULTS: We found that expression of HMGAZ2, but not previously described
basal markers CK5 or CK17, predicted overall survival in our cohort. Combining HMGA2 and GATA6
status allowed for identification of two key study groups: an HMGA2+/GATAG6- cohort with worse survival,
low tumor-infiltrating CD8+ T cells, increased FAP+ fibroblasts, and poorer response to gemcitabine-
based chemotherapies (n=94, median survival=11.2 months post-surgery); and an HMGA2-/GATA6+
cohort with improved survival, increased CD8+ T-cell infiltrate, decreased FAP+ fibroblasts, and improved
survival with gemcitabine-based chemotherapy (n=198, median survival=21.7 months post-surgery).
HMGA2 was also prognostic for overall survival in RNA sequencing from an independent cohort.
CONCLUSIONS: IHC stratification of primary tumors by HMGA2 and GATAG status in pancreatic cancer
is associated with differential outcomes, survival following chemotherapy, and tumor microenvironments.
As a nuclear marker for basal disease, HMGA2 complements GATAG to identify disease subtypes in
PDAC.

Hospital Medicine

Burke KS, Kong X, Haymart B, DeCamillo D, Ali M, Barnes G, and Kaatz S. Comparing rates of clinically
relevant epistaxis in patients taking warfarin versus direct oral anticoagulants. Res Pract Thromb
Haemost 2024; 8(8). PMID: Not assigned. Full Text

K.S. Burke, Central Michigan University College of Medicine, 8562 Wildcat Rd, Jeddo, MI, United States

Hospital Medicine

May JE, Allen AL, Samuelson Bannow BT, O'Connor C, Sylvester KW, and Kaatz S. Safe and effective
anticoagulation use: Case studies in anticoagulation stewardship. J Thromb Haemost 2024; Epub ahead
of print. PMID: 39667688. Full Text

Department of Medicine, University of Alabama at Birmingham, Birmingham, Alabama, USA. Electronic
address: jemay@uabmc.edu.

Veterans Affairs Salt Lake City Health Care System, Salt Lake, Utah, USA.

Hemostasis and Thrombosis Center, Oregon Health & Science University, Portland, Oregon, USA;
Division of Hematology & Medical Oncology, Department of Medicine at OHSU, Knight Cancer Institute,
Oregon Health & Science University, Portland, Oregon, USA.
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Anticoagulation Services, Mayo Clinic Health System, Eau Claire, Wisconsin, USA.
Department of Pharmacy, Brigham and Women's Hospital, Boston, Massachusetts, USA.
Division of Hospital Medicine, Henry Ford Health, Detroit, Michigan, USA.

Anticoagulant use is prevalent and associated with significant potential for harm. Anticoagulation
stewardship practice has emerged to address care gaps and promote safe, effective, and cost-conscious
anticoagulation use across health care systems. Here we present 4 patient cases describing common
challenges in anticoagulation management: inappropriate dosing of direct oral anticoagulants (DOACS),
the diagnosis and management of heparin-induced thrombocytopenia (HIT), periprocedural
anticoagulation management, and heavy menstrual bleeding on anticoagulation. We discuss available
examples of successful stewardship programs that can address the challenges of each case,
demonstrating how an investment in anticoagulation stewardship can improve patient outcomes.

Hypertension and Vascular Research

Maskey D, Granados Pineda J, and Ortiz PA. Update on NKCC2 regulation in the thick ascending limb
(TAL) by membrane trafficking, phosphorylation, and protein-protein interactions. Front Physiol 2024;
15:1508806. PMID: 39717823. Full Text

Department of Internal Medicine, Hypertension and Vascular Research Division, Henry ford hospital,
Detroit, MI, United States.

Department of Physiology, Integrative Bioscience Center, Wayne State University, Detroit, MI, United
States.

PURPOSE OF REVIEW: The thick ascending limb (TAL) of loop of Henle is essential for NaCl, calcium
and magnesium homeostasis, pH balance and for urine concentration. NKCC2 is the main transporter for
NaCl reabsorption in the TAL and its regulation is very complex. There have been recent advancements
toward understanding how NKCC2 is regulated by protein trafficking, protein-protein interaction, and
phosphorylation/dephosphorylation. Here, we update the latest molecular mechanisms and players that
control NKCC2 function, which gives an increasingly complex picture of NKKC2 regulation in the apical
membrane of the TAL. RECENT FINDINGS: Protein-protein interactions are required as a regulatory
mechanism in many cellular processes. A handful of proteins have been recently identified as an
interacting partner of NKCC2, which play major roles in regulating NKCC2 trafficking and activity. New
players in NKCC2 internalization and trafficking have been identified. NKCC2 activity is also regulated by
kinases and phosphatases, and there have been developments in that area as well. SUMMARY: Here we
review the current understanding of apical trafficking of NKCC2 in the thick ascending limb (TAL) which is
tightly controlled by protein-protein interactions, protein turnover and by phosphorylation and
dephosphorylation. We discuss new proteins and processes that regulate NKCC2 that have physiological
and pathological significance.

Infectious Diseases

Arena CJ, Kenney RM, Ramesh M, Davis SL, and Veve MP. Outcomes of adjunctive eravacycline for
severe and fulminant Clostridioides difficile infection. Int J Infect Dis 2024; 151:107314. PMID: 39603409.
Full Text
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USA. Electronic address: christen.arena@wayne.edu.
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Department of Pharmacy Practice, Eugene Applebaum College of Pharmacy and Health Sciences,
Wayne State University, Detroit, MI, USA.

Department of Pharmacy, Henry Ford Hospital, Detroit, MI, USA; Department of Pharmacy Practice,
Eugene Applebaum College of Pharmacy and Health Sciences, Wayne State University, Detroit, MI,
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OBJECTIVE: To characterize eravacycline (ERV) treatment for severe or fulminant Clostridioides difficile
infection (CDI) and to describe patient outcomes. METHODS: This was an IRB-approved, cross-section
of adult hospitalized patients with CDI who received adjunctive ERV with standard of care antibiotics
(SOC) for CDI from 01/2019-12/2023 at a 5-hospital health-system. Patients were included if they
received ERV with SOC for 224 hours for severe or fulminant CDI. Patients with a prior history colectomy
or with non-CDI ERYV indications were excluded. The primary outcome was the proportion of patients that
required colectomy due to C. difficile. Secondary outcomes included time to adjunctive ERV, ERV
treatment durations, and in-hospital mortality. RESULTS: Seventy-five patients were included; 25 (33%)
had severe and 50 (67%) fulminant CDI; 23 (31%) had refractory severe/fulminant CDI. Eleven (14.7%)
required colectomy within 30-days of adjunctive ERV. Patients receiving ERV were mostly
immunocompromised with fulminant disease and critical illness. CONCLUSION: ERV may be useful as a
potential adjunctive therapy for severe or fulminant CDI. Patients receiving ERV often were
immunocompromised and had fulminant disease with critical illness. Future comparative studies are
needed to evaluate the impact of adjunctive ERV for CDI.

Infectious Diseases

Boettcher SR, Kenney RM, Arena CJ, Beaulac AE, Tibbetts RJ, Shallal AB, Suleyman G, and Veve
MP. Say it ain't Steno: a microbiology nudge comment leads to less treatment of Stenotrophomonas
maltophilia respiratory colonization. Infect Control Hosp Epidemiol 2024; 1-5. Epub ahead of print. PMID:
39623552. Full Text

Department of Pharmacy, Henry Ford Hospital, Detroit, MI, USA.

Department of Pharmacy Practice, Eugene Applebaum College of Pharmacy and Health Sciences,
Wayne State University, Detroit, MI, USA.

Henry Ford West Bloomfield Hospital, West Bloomfield, MI, USA.

Department of Microbiology, Henry Ford Hospital, Detroit, MI, USA.

Division of Infectious Diseases, Henry Ford Hospital, Detroit, MI, USA.

OBJECTIVE: To describe the effect of a Stenotrophomonas maltophilia (SM) respiratory culture nudge on
antibiotic use in colonized patients. DESIGN: IRB-approved quasi-experiment. SETTING: Five acute-care
hospitals in Michigan. PATIENTS: Adult patients with SM respiratory culture between 01/01/2022 and
01/27/2023 (pre-nudge) and 03/27/2023-12/31/2023 (post-nudge). Patients with active
community/hospital/ventilator-acquired pneumonia or who received SM-targeted antibiotics at the time of
culture were excluded. METHODS: A nudge comment was implemented 02/2023 stating: "S. maltophilia
is a frequent colonizer of the respiratory tract. Clinical correlation for infection is required. Colonizers do
not require antibiotic treatment." The primary outcome was no treatment with SM-therapy; secondary
outcomes were treatment with SM-therapy =72 hrs, length of stay, and in-hospital, all-cause mortality.
Safety outcomes included antibiotic-associated adverse drug events (ADEs). RESULTS: 94 patients were
included: 53 (56.4%) pre- and 41 (43.6%) post-nudge. Most patients were men (53, 56.4%), had
underlying lung disease (61, 64.8%), and required invasive ventilatory support (70, 74.5%). Eleven
(11.7%) patients resided in a long-term care facility. No treatment with SM therapy was observed in 13
(23.1%) pre- versus 32 (78.0%) post-nudge patients (P <0.001). There were no differences in secondary
outcomes. Antibiotic-associated ADEs were common (33/41, 76%) in patients who received 272hrs of
SM-therapy: fluid overload (18, 44%), hyponatremia (17, 42%), elevated SCr (12, 29%), hyperkalemia (5,
12%). After adjustment for confounders, post-nudge was associated with 11-fold increased odds of no
treatment with SM-therapy (adjOR, 11.72; 95%ClI, 4.18-32.83). CONCLUSIONS: A targeted SM nudge
was associated with a significant reduction in treatment of colonization, with similar patient outcomes.
SM-treated patients frequently developed antibiotic-associated ADEs.

Infectious Diseases

Branche A, Ramesh M, and Francis B. A Narrative Review of Key Risk Factors for Severe lliness
Following SARS-CoV-2, Influenza Virus, and Respiratory Syncytial Virus Infection. Infect Dis Ther 2024;
Epub ahead of print. PMID: 39739198. Full Text

University of Rochester, Rochester, NY, USA. angela_branche@urmc.rochester.edu.
Henry Ford Hospital, Detroit, MI, USA.
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Moderna Inc., Cambridge, MA, USA.

Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), influenza, and respiratory syncytial
virus (RSV) are highly infectious respiratory viruses that affect people of all ages and are typically
associated with mild symptoms and few complications in immunocompetent individuals. However, the risk
of severe outcomes (e.g., hospitalization and death) following infection with these respiratory viruses is
higher in certain populations, including older adults and individuals of certain race/ethnic and
sociodemographic groups. Additionally, immunocompromising conditions and pre-existing comorbidities,
including underlying cardiovascular (e.g., congestive heart failure) and respiratory diseases (e.g., chronic
obstructive pulmonary disease), diabetes, chronic kidney disease, and obesity, are key factors that
predispose individuals to SARS-CoV-2-, influenza-, and RSV-related severe outcomes. Increased risk for
severe outcomes associated with advancing age and comorbidities is compounded by residence in long-
term care facilities due to the enhanced spread of respiratory infections in congregate living
environments. In this narrative review, risk factors associated with severe outcomes following infection
with SARS-CoV-2, influenza, and RSV in adult populations are explored. Additionally, distinct clinical
outcomes based on underlying comorbidities following infection are discussed in the context of high-risk
populations. Factors unigue to each virus that underpin distinct risk profiles are described and suggest
the potential for tailored surveillance and healthcare approaches to target and ultimately mitigate SARS-
CoV-2-, influenza-, and RSV-associated disease burden in vulnerable populations. Mutual risk factors for
severe outcomes are also highlighted; these similarities indicate that cohesive risk reduction strategies
may also be feasible, particularly since vaccines are available for each of these respiratory viruses.
Ultimately, a more thorough understanding of the risk factors that predispose individuals to develop
SARS-CoV-2-, influenza-, and RSV-related severe outcomes may improve risk reduction strategies,
inform healthcare policy, and contribute to the expansion and refinement of existing surveillance
approaches to ultimately mitigate disease burden in vulnerable populations.

Infectious Diseases
Cabrera-Sanchez J, Tejada H, and Ordaya EE. Nocardia otitidiscaviarum Pneumonia and Empyema in a
Woman With Colon Adenocarcinoma. Cureus 2024; 16(10):e72663. PMID: 39618618. Request Article

Medicine, Universidad Peruana Cayetano Heredia, Lima, PER.
Medicine, Clinica Médica Cayetano Heredia, Lima, PER.
Oncology, Clinica Médica Cayetano Heredia, Lima, PER.
Infectious Diseases, Henry Ford Health, Michigan, USA.

We report a case of necrotizing pneumonia and empyema in a woman with colon adenocarcinoma, which
developed shortly after receiving chemotherapy. A chest tube was placed, and analysis of the pleural fluid
identified Nocardia otitidiscaviarum. The patient underwent pleural decortication via video-assisted
thoracoscopy and was treated with a combination of trimethoprim-sulfamethoxazole and
imipenem/cilastatin. After four weeks of treatment, the patient was discharged with oral trimethoprim-
sulfamethoxazole, with no recurrence noted during follow-up. Nocardia otitidiscaviarum is an uncommon
pathogen that can cause both localized and disseminated disease, similar to other Nocardia species. Its
susceptibility to various antibiotics is variable, making susceptibility testing essential when available,
along with close monitoring for potential medication side effects.

Infectious Diseases

Lewis NM, Harker EJ, Grant LB, Zhu Y, Grijalva CG, Chappell JD, Rhoads JP, Baughman A, Casey JD,
Blair PW, Jones ID, Johnson CA, Lauring AS, Gaglani M, Ghamande S, Columbus C, Steingrub JS,
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Mohamed A, Exline MC, Khan A, Hough CL, Wilson JG, Mosier J, Qadir N, Chang SY, Ginde AA,
Martinez A, Mohr NM, Mallow C, Harris ES, Johnson NJ, Srinivasan V, Gibbs KW, Kwon JH, Vaughn IA,
Ramesh M, Safdar B, Goyal A, DeLamielleure LE, DeCuir J, Surie D, Dawood FS, Tenforde MW, Uyeki
TM, Garg S, Ellington S, and Self WH. Benefit of early oseltamivir therapy for adults hospitalized with
influenza A: an observational study. Clin Infect Dis 2024; Epub ahead of print. PMID: 39607747. Full Text
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BACKGROUND: clinical guidelines recommend initiation of antiviral therapy as soon as possible for
patients hospitalized with confirmed or suspected influenza. METHODS: A multicenter US observational
sentinel surveillance network prospectively enrolled adults (aged =18 years) hospitalized with laboratory-
confirmed influenza at 24 hospitals during October 1, 2022-July 21, 2023. A multivariable proportional
odds model was used to compare peak pulmonary disease severity (no oxygen support, standard
supplemental oxygen, high-flow oxygen/non-invasive ventilation, invasive mechanical ventilation, or
death) after the day of hospital admission among patients starting oseltamivir treatment on the day of
admission (early) versus those who did not (late or not treated), adjusting for baseline (admission day)
severity, age, sex, site, and vaccination status. Multivariable logistic regression models were used to
evaluate the odds of intensive care unit (ICU) admission, acute kidney replacement therapy or
vasopressor use, and in-hospital death. RESULTS: A total of 840 influenza-positive patients were
analyzed, including 415 (49%) who started oseltamivir treatment on the day of admission, and 425 (51%)
who did not. Compared with late or not treated patients, those treated early had lower peak pulmonary
disease severity (proportional aOR: 0.60, 95% CI: 0.49-0.72), and lower odds of intensive care unit
admission (aOR: 0.24, 95% CI: 0.13-0.47), acute kidney replacement therapy or vasopressor use (aOR:
0.40, 95% ClI: 0.22-0.67), and in-hospital death (aOR: 0.36, 95% CI: 0.18-0.72). CONCLUSION: Among
adults hospitalized with influenza, treatment with oseltamivir on day of hospital admission was associated
reduced risk of disease progression, including pulmonary and extrapulmonary organ failure and death.

Infectious Diseases

Shallal A, Veve MP, Kenney RM, Alangaden G, and Suleyman G. Characterisation, management, and
outcomes of New Delhi metallo-B-lactamase-producing Escherichia coli: A case series. J Glob Antimicrob
Resist 2024; 40:42-46. PMID: 39631625. Full Text
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OBJECTIVE: New Delhi metallo-B-lactamase (NDM)-producing carbapenem-resistant Enterobacterales
(CRE) is a globally growing threat. We sought to describe the microbiology, management and outcomes
of patients with this infection at our facility. METHODS: This is a descriptive case series of patients with
NDM-producing Escherichia coli isolated from culture in Detroit between July 2021 and February 2023.
Demographics, risk factors, clinical characteristics, management and outcomes were described.
RESULTS: Nine patients were included in the study. Most patients were female with a median age of 67
years. Hepatobiliary disease accounted for 90% of underlying conditions. Nearly all patients had prior
antibiotic exposure and the most common specimen source was intra-abdominal fluid. Three patients
were not treated due to colonisation; among those treated, the majority received trimethoprim-
sulfamethoxazole. The median treatment duration and length of stay were 7 and 15.5 days, respectively.
Six (67%) patients survived. CONCLUSIONS: This report describes a large case series of NDM-
producing E. coli infection. Patients with significant comorbidities remain at high risk for CRE infection.
Antibiotic options for the treatment of NDM organisms are very limited; new and effective therapies are
urgently needed.

Internal Medicine

Abusuliman M, Aboeldahb M, Olimy A, Abbas O, Abusuliman A, Jamali T, Gavidia Rosario A, Yuan L,
and Pompa R. Rare Thymoma With Solitary Liver Metastasis. ACG Case Rep J 2024; 11(12):e01562.
PMID: 39624200. Full Text

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

Mayo Foundation for Medical Education and Research, Rochester, MN.
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Thymomas are rare, malignant, epithelial tumors of the thymus gland. Extrathoracic metastasis of
thymoma is exceedingly rare, particularly when isolated to the liver. We report an 89-year-old man who
presented with urinary retention. Exploratory computed tomography imaging revealed a heterogeneous
mass in the aortopulmonary window and a 1.9 cm lesion in the left hepatic lobe. Results from magnetic
resonance imaging, positron emission tomography-computed tomography, and histopathological analysis
of biopsy samples collectively supported a diagnosis of metastatic type B2 thymoma. To the best of our
knowledge, this is the oldest patient to be diagnosed with metastatic type B2 thymoma. Metastatic
thymoma is difficult to identify, and patients with mediastinal mass identified after any presentation should
be evaluated for malignant spread.

Internal Medicine
Abusuliman M, Jamali T, and El-Nachef N. Rare Presentation of Cytomegalovirus Colitis Mimicking
Colonic Neoplasm. ACG Case Rep J 2024; 11(12):e01572. PMID: 39717065. Full Text

Internal Medicine Department, Henry Ford Hospital, Detroit, MI.
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Dawod S, and Brown K. Non-invasive testing in metabolic dysfunction-associated steatotic liver disease.
Front Med (Lausanne) 2024; 11:1499013. PMID: 39606621. Full Text
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Metabolic dysfunction-associated steatotic liver disease (MASLD), previously referred to as non-alcoholic
fatty liver disease (NAFLD), is a leading cause of chronic liver disease, affecting up to 30% of the global
population. MASLD is strongly associated with metabolic risk factors such as obesity and type 2 diabetes,
and can progress to advanced stages including cirrhosis and hepatocellular carcinoma. Early diagnosis
and accurate staging of fibrosis are critical in managing the disease and preventing complications. While
liver biopsy has long been considered the gold standard for assessing fibrosis, it is invasive and carries
associated risks. In response, non-invasive tests (NITs) have emerged as essential alternatives for the
diagnosis and monitoring of MASLD. Key methods include blood-based biomarkers such as the Fibrosis-
4 (FIB-4) score, NAFLD Fibrosis Score (NFS), and Enhanced Liver Fibrosis (ELF) test, as well as imaging
modalities like vibration-controlled transient elastography (VCTE) and magnetic resonance elastography
(MRE). These tests provide safer, more accessible methods for identifying liver fibrosis and guiding
clinical management. They are integral in assessing disease severity, guiding treatment decisions, and
monitoring disease progression, particularly in light of emerging therapies. NITs have become
increasingly recommended by clinical guidelines as they reduce the need for invasive procedures like
liver biopsy, improving patient care and outcomes. In conclusion, non-invasive testing plays a crucial role
in the effective management of MASLD, offering reliable alternatives for diagnosis and monitoring while
minimizing risks associated with traditional invasive methods.

Internal Medicine

Francis A, Chaudhary AJ, Sohail A, Tarar ZI, Jaan A, Cavataio JP, Farooqui S, Varma A, and Jafri
SM. Impact of Immunosuppressive Therapy, Vaccination, and Monoclonal Antibody Use With Outcomes
in Liver and Kidney Transplant Recipients With COVID-19: A Retrospective Study. JGH Open 2024;
8(12):e70072. PMID: 39639985. Full Text

School of Medicine Wayne State University Detroit Michigan USA.

Department of Internal Medicine Henry Ford Hospital Detroit Michigan USA.
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Department of Gastroenterology and Hepatology University of Missouri Columbia Missouri USA.
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BACKGROUND AND AIM: Patients who have undergone solid organ transplantation are at an elevated
risk of severe coronavirus disease (COVID-19) because of post-transplantation immunosuppressive
therapy. However, optimization of vaccination, modification of immunosuppression, and implementation of
monoclonal antibody (mAb) therapy in transplant recipients with COVID-19 is uncertain. METHODS: A
retrospective cross-sectional study was conducted on patients who underwent liver or kidney transplants
and were diagnosed with COVID-19. The association of several vaccine doses, mycophenolate therapy,
and mAB therapy with mortality outcomes after COVID-19 diagnosis (3 and 6 months), hospitalization,
and length of hospital stay were assessed. RESULTS: This study included 255 patients with a median
age of 59 (23-89) were included. Many COVID-19 vaccine doses were not associated with any outcome;
however, patients with a liver transplanted with mycophenolate had higher 3-month (19% vs. 0%;

p =0.02) and 6-month (21% vs. 0%; p = 0.01) mortality rates than those who did not. In addition,
transplant recipients who received mAb therapy for COVID-19 were less likely to be hospitalized (37% vs.
68%; p <0.001). CONCLUSIONS: For organ transplant recipients with COVID-19, vaccination alone may
not be an optimal strategy for preventing serious outcomes. Rather, the types of organ transplant,
immunosuppressive therapy (particularly mycophenolate), and COVID-19 treatment strategy should be
synergistically considered to promote an optimal therapeutic dynamic for a vulnerable population.

Internal Medicine
Jamil D, Fadel R, Kollman P, and Swanson B. A Case of an Interventricular Septum Pseudoaneurysm
With Perforation Mimicking a Ventricular Septal Defect. Cureus 2024; 16(11):e73080. PMID: 39640109.
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Ventricular pseudoaneurysm (PSA) is a ventricular outpouching contained by adherent pericardium or
myocardial scar tissue and represents a rare but potentially fatal complication of acute myocardial
infarction (AMI). The vast majority of cases involve the left ventricular apex, in the area of infarct. It is
extremely rare to see PSA formation within the interventricular septum (IVS). We present a case of
ventricular PSA of the IVS, with contained perforation into the right ventricle, mimicking a ventricular
septal defect (VSD) in a patient presenting with ST-elevation myocardial infarction (STEMI). This case
underscores the importance of maintaining a high index of clinical suspicion and reviews the
pathophysiological mechanisms and treatment options for these life-threatening mechanical
complications.

Internal Medicine
Jamil M, Nasser Z, Jamil D, and Shegwara JZ. Unmasking Vitamin B12 Deficiency Misdiagnosed as
Myelodysplastic Syndrome. Case Rep Hematol 2024; 2024:3258227. PMID: 39655186. Full Text

Department of Internal Medicine, Henry Ford Health System, Detroit, Michigan, USA.
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Background: Pancytopenia is characterized by a decrease in all three types of blood cells. Instead of
being a standalone disease, it acts as a common outcome resulting from various factors, including
infections, autoimmune disorders, genetic issues, nutritional deficiencies, and malignancies. Pinpointing
the root cause of pancytopenia poses a challenge but is essential for devising an effective treatment plan
and predicting the likely prognosis. Vitamin B12 deficiency is a common cause of megaloblastic anemia,
pancytopenia, and various neuropsychiatric symptoms. However, diagnosing vitamin B12 deficiency lacks
a definitive gold standard. Case Presentation: We present two cases where patients initially exhibited
pancytopenia with seemingly normal vitamin B12 levels. Based on a bone marrow biopsy, they were
initially diagnosed with myelodysplastic syndrome (MDS). Subsequent investigations revealed elevated
serum methylmalonic acid (MMA) levels, leading to a revised diagnosis of vitamin B12 deficiency. Both
patients showed positive responses to adequate vitamin B12 supplementation. Conclusion: Our case
series highlights the importance of ruling out alternative causes of dysplasia in MDS when solely
morphological abnormalities are observed on a bone marrow biopsy. It also underscores the crucial
aspect of assessing MMA and homocysteine levels in individuals with normal vitamin B12 levels when
there is a high clinical suspicion of B12 deficiency.

Internal Medicine

Mahmood A, Ray R, Bin Salam SST, Haque F, Akkaldevi J, Masmoum MD, Hassan MS, Essani B,
Anjum T, and Mirza MSS. The Effectiveness of Cardiac Rehabilitation Programs in Improving
Cardiovascular Outcomes: Systematic Review and Meta-Analysis. Cureus 2024; 16(10):e72450. PMID:
39600765. Request Article
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Medicine, Jinnah Medical and Dental College, Karachi, PAK.
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Cardiovascular diseases (CVDs) are some of the most common conditions and the major contributors to
death and disability globally, hence the need for proper secondary prevention interventions. Cardiac
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rehabilitation (CR) programs have been recognized as an essential component in the treatment of CVDs
with the goal of decreasing the risk of new cardiovascular events and improving the quality of life. This
systematic review and meta-analysis sought to determine the impact of CR as a form of CVD treatment
on mortality, morbidity, functional capacity, and quality of life amongst the patient population. The search
resulted in 12 studies that fulfilled the inclusion criteria, which included both randomized controlled trials
as well as cohort studies. The meta-analysis, therefore, showed that the CR program is effective in
reducing all-cause mortality (RR=0 74, 95% CI: 0.62-0. Favorable effects of intervention regarding
participation measures were found in the International Classification of Functioning, Disability and Health
(ICF) domains of body functions (pool standardized mean differences (SMD)= 0.55, 95% CI: 0.43-0.68).
The results confirm the significance of CR programs as an essential element of secondary prevention of
CVDs, stressing the ability of CR to lower mortality rates and improve patients' functional status. Despite
this, the implementation of CR programs continues to be suboptimal globally for various healthcare
facilities; hence the requirement for interventions to ensure that more patients incorporate the protocols
and adapt uniform CR protocols.

Internal Medicine

Manivannan A, Pillai A, Liapakis A, Parikh ND, Kumar V, Verna EC, Salgia R, Wu T, Lu M, and Jesse
MT. Influence of Acuity Circles on Hepatocellular Carcinoma and the Interaction of Gender and Race in
Liver Transplantation. Clin Transplant 2024; 38(12):e70045. PMID: 39620868. Full Text
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The impact of liver transplant allocation policy using acuity circles (ACs) on interactions between race and
gender on waitlist mortality or receipt of deceased donor liver transplant (DDLT) is unknown. Using data
from the United Network for Organ Sharing (UNOS), we examined adults listed for DDLT from April 3,
2017, to October 4, 2022 (30 months pre- and post-AC). Fine-Gray sub-distribution hazard model
explored AC indicators by race and gender interactions and their effect on receipt of DDLT or waitlist
mortality. Also explored was AC's impact on hepatocellular carcinoma (HCC) diagnosis and receipt of
DDLT or waitlist mortality. 59 592 patients (30 202 pre-AC, 29 390 post-AC) included. For both receipt of
DDLT and waitlist mortality, there were no 3-way (AC by race by gender) interactions, indicating that

the effects of race and gender on DDLT or waitlist mortality were consistent pre- and post-AC.
Irrespective of AC implementation, Black and Hispanic women were less likely to receive DDLT and had
an increased risk of waitlist mortality compared to White women. White, Black, and Hispanic men had
lower waitlist mortality risk and greater likelihood of receiving DDLT compared to their female race/ethnic
counterparts. Patients with HCC had a significantly greater chance for DDLT than non-HCC, although
post-AC this effect was attenuated. Patients with HCC were also at greater risk of waitlist mortality pre-
and post-AC compared to those without HCC however, the waitlist mortality post-AC was attenuated only
for those patients without HCC. To our knowledge, this is the first study to show the interaction of gender
and race on waitlist mortality and access to transplantation since the implementation of AC, showing
continued disparate outcomes for women both within and across racial groups.

Internal Medicine

Schwartz B, Klamer K, Zimmerman J, Kale-Pradhan PB, and Bhargava A. Multidrug Resistant
Pseudomonas aeruginosa in Clinical Settings: A Review of Resistance Mechanisms and Treatment
Strategies. Pathogens 2024; 13(11). PMID: 39599528. Full Text
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Department of Pharmacy Practice, Eugene Applebaum College of Pharmacy and Health Science, Wayne
State University, Henry Ford St. John Hospital, Detroit, Ml 48201, USA.

School of Medicine, Wayne State University, Detroit, Ml 48021, USA.

Pseudomonas aeruginosa is causing increasing concern among clinicians due to its high mortality and
resistance rates. This bacterium is responsible for various infections, especially in hospital settings,
affecting some of the most vulnerable patients. Pseudomonas aeruginosa has developed resistance
through multiple mechanisms, making treatment challenging. Diagnostic techniques are evolving, with
rapid testing systems providing results within 4-6 h. New antimicrobial agents are continuously being
developed, offering potential solutions to these complex clinical decisions. This article provides a review
of the epidemiology, at-risk populations, resistance mechanisms, and diagnostic and treatment options for
Pseudomonas aeruginosa.

Internal Medicine
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Dababneh Y, and Moonka D. Switching to Tenofovir Therapy Versus Continuation of Entecavir for
Patients With Hepatitis B Virus Infection: A Systematic Review and Meta-Analysis. JGH Open 2024;
8(11):e70055. PMID: 39588267. Full Text
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BACKGROUND: Hepatitis B virus (HBV) infection causes liver disease, including hepatocellular
carcinoma. Controlling viral activity is crucial to reducing complications. Tenofovir may offer benefits over
entecavir, but it is unclear if switching from entecavir to tenofovir improves outcomes. This study
assesses the clinical impact of switching to tenofovir therapy for chronic HBV infection. METHODS:
Following the PRISMA guidelines, we conducted a literature search within the Cochrane Library,
PubMed, MEDLINE, Embase, and Scopus for studies of patients with HBV infection who were switched
to tenofovir from entecavir or were maintained on entecavir. Both formulations of tenofovir, that is,
tenofovir disoproxil fumarate and tenofovir alafenamide were included and analyzed in subgroup analysis.
Meta-analyses were performed with RevMan 5.4 using a random-effects model, with statistical
significance set at p <0.05. RESULTS: A total of eight studies, comprising 833 patients, were included in
the meta-analysis. Tenofovir showed a significantly higher likelihood of achieving complete virological
response (RR 5.60; 95% Cl 3.51-8.94; p <0.00001) and a greater reduction in HBV DNA levels (MD -1.03
log 1U/mL; 95% CI -1.69 to -0.36; p = 0.002) compared to entecavir. However, there was no significant
difference in HBsAg reduction or HBeAg seroconversion between the two groups. ALT reductions were
not statistically significant overall, although entecavir showed better outcomes in subgroup analysis.
CONCLUSION: Switching from entecavir to tenofovir improves virological response and reduces HBV
DNA levels, but shows no significant advantage in HBsAg reduction, HBeAg seroconversion, or overall,
ALT reduction.

Internal Medicine

Shahzil M, Chaudhary AJ, Qureshi AA, Hasan F, Faisal MS, Sohail A, Khagan MA, Jamali T, Khan MZ,
Alsheik E, and Zuchelli T. Endoscopic Full-Thickness Plication for the Treatment of Gastroesophageal
Reflux Disease: A Systematic Review and Meta-Analysis of Randomized Sham Controlled Trials. JGH
Open 2024; 8(11):e70056. PMID: 39605898. Full Text
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INTRODUCTION: Gastroesophageal reflux disease (GERD) affects approximately 20% of adults in the
United States. Proton pump inhibitors are the first-line treatment but are associated with long-term side
effects. Endoscopic full-thickness plication (EFTP) is a minimally invasive alternative that improves the
valvular mechanism of the gastroesophageal junction. This meta-analysis compared EFTP to a sham
procedure for the treatment of refractory GERD. MATERIALS AND METHODS: This meta-analysis
followed the Cochrane guidelines and PRISMA standards and was registered with PROSPERO
(CRD42023485506). We searched MEDLINE, Embase, SCOPUS, and Cochrane Library through
December 2023. Inclusion criteria targeted Randomized controlled trials comparing EFTP with sham
procedures for GERD were included. Statistical analyses utilized RevMan with a random-effects model,
and the results were considered significant at p < 0.05. RESULTS: Of the 2144 screened studies, three
RCTs with 272 patients with GERD were included: 136 patients underwent EFTP and 136 underwent
sham procedures. Primary outcomes showed a significant reduction in PPI usage (RR 0.51; 95% CI 0.35-
0.73; p<0.01) and more than 50% improvement in GERD-HRQL scores at 3 months (RR 15.81; 95% CI
1.40-178.71; p=0.03). No significant difference was found in the DeMeester scores (MD: 12.57; 95% CI -
35.12 10 9.98; p =0.27). Secondary outcomes showed no significant difference in time with esophageal
pH <4, but a significant reduction in total reflux episodes. CONCLUSIONS: EFTP significantly reduced
PPI usage, improved GERD-HRQL scores, and decreased total reflux episodes compared with sham
procedures, highlighting its potential as a minimally invasive treatment. Further research is needed to
compare EFTP with other minimally invasive techniques to determine the most effective treatment option.

Internal Medicine

Sohail A, Chaudhary AJ, Bhinder MM, Zahid K, and Brown K. Readmission Rate, Predictors, Outcomes,
and Burden of Readmission of Hepatorenal Syndrome in the United States: A Nationwide Analysis. JGH
Open 2024; 8(11):e70062. PMID: 39600414. Full Text
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Clinics lowa City lowa USA.

BACKGROUND: Nationwide US data on readmission rates for patients with cirrhosis admitted with
hepatorenal syndrome (HRS) is lacking. We reviewed 30-day readmission rates after HRS-related
hospitalizations, the associated predictors of readmissions, and their impact on resource utilization and
mortality in the United States. METHODS: We identified all adults admitted with HRS between 2016 and
2019 using the Nationwide Readmission database of the Agency for Healthcare Research and Quality's
Healthcare Cost and Utilization Project. The primary outcome was all-cause 30-day readmission rate.
Secondary outcomes were inpatient mortality rate, predictors of readmission, and resource utilization.
RESULTS: We identified 245 850 hospitalizations of patients admitted for HRS in the United States from
2016 to 2019. Of these, 214 890 met the inclusion criteria. Mean age was 59.16 years, and 61.31% were
males. Medicare was the most common primary payer (44.82%) followed by Medicaid (25.58%). The
readmission rate was 24.6% within 30 days of discharge from index hospitalization. The most common
cause of readmission was alcoholic cirrhosis with ascites (14.87%), followed by sepsis (9.32%) and
unspecified hepatic failure (9%). The in-hospital mortality rate for index hospitalization was 29.52% and
14.35% among those readmitted within 30 days. The mean length of stay (12.33 days vs. 7.15 days,

p <0.01) and hospitalization costs ($44 903 vs. $22 353, p <0.01) were higher for index hospitalizations
than readmissions. CONCLUSIONS: Our study demonstrated that all-cause 30-day readmission and in-
hospital mortality rates after the development of HRS were strikingly high. This warrants health policies
and interventions at the institutional level, including close post-hospital discharge follow-up, to decrease
readmission rates, improve patient outcomes, and reduce cost burden.
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BACKGROUND: Metabolic dysfunction-associated steatotic liver disease (MASLD) is a leading cause of
chronic liver disease with a significant risk of developing hepatocellular carcinoma (HCC). Recent clinical
evidence indicates the potential benefits of statins in cancer chemoprevention and therapeutics. However,
it is still unclear if these drugs can lower the specific risk of HCC among patients with MASLD. AIM: To
investigate the impact of statin use on the risk of HCC development in patients with MASLD. METHODS:
A systematic review and meta-analysis of all the studies was performed that measured the effect of statin
use on HCC occurrence in patients with MASLD. The difference in HCC risk between statin users and
non-users was calculated among MASLD patients. We also evaluated the risk difference between
lipophilic versus hydrophilic statins and the effect of cumulative dose on HCC risk reduction. RESULTS: A
total of four studies consisting of 291684 patients were included. MASLD patients on statin therapy had a
60% lower pooled risk of developing HCC compared to the non-statin group [relative risk (RR) = 0.40,
95%Cl: 0.31-0.53, | (2) = 16.5%]. Patients taking lipophilic statins had a reduced risk of HCC (RR = 0.42,
95%Cl: 0.28-0.64), whereas those on hydrophilic statins had not shown the risk reduction (RR = 0.57,
95%Cl: 0.27-1.20). The higher (> 600) cumulative defined daily doses (cDDD) had a 70% reduced risk of
HCC (RR = 0.30, 95%CI: 0.21-0.43). There was a 29% (RR = 0.71, 95%CI: 0.55-0.91) and 43% (RR =
0.57, 95%CI: 0.40-0.82) decreased risk in patients receiving 300-599 cDDD and 30-299 c¢DDD,
respectively. CONCLUSION: Statin use lowers the risk of HCC in patients with MASLD. The higher cDDD
and lipophilicity of statins correlate with the HCC risk reduction.

Nephrology
Baik I, Jantz A, Poparad-Stezar A, Venkat D, Khoury N, Samaniego-Picota M, Gonzalez HC, and

Fitzmaurice MG. Evaluating the use of glucagon-like peptide-1 receptor agonists in a matched cohort of
kidney and liver transplant recipients. J Pharm Pract Res 2024. PMID: Not assigned. Full Text

M.G. Fitzmaurice, Address for correspondence, Henry Ford Health, 2799 West Grand Blvd, Ml, Detroit,
United States

Background: Diabetes mellitus (DM) and obesity are common among solid organ transplant recipients,
but are associated with an increased risk of graft failure. Aim: Although glucagon-like peptide-1 receptor
agonists (GLP-1 RAs) are effective for managing both conditions in the general population, there is
limited evidence regarding their use among transplant recipients. Method: The effect of GLP-1 RAs on
post-transplant glucose control (defined as haemoglobin Alc [HbAlc]) among 37 liver and kidney
transplant patients was compared to a control cohort. Secondary outcomes included change in total daily
insulin requirements and oral DM agents, estimated glomerular filtration rate (eGFR), weight, and body
mass index (BMI). Adverse events attributed to GLP-1 RAs, hypoglycaemia, incidence of pancreatitis,
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biopsy-proven acute rejection, graft loss, and death were assessed. Ethical approval was granted by the
Henry Ford Health Institutional Review Board (Reference no: 15959) and the study conforms with the US
Federal Policy for the Protection of Human Subjects. Results: We observed that patients receiving GLP-1
RAs had a median reduction in HbAlc of 0.5% and reduction in insulin and oral anti-DM agents
compared to the control group without GLP-1 RAs. There were statistically significant reductions in both
weight and BMI in the GLP-1 RA group. Our observed incidence of adverse events was similar to
previous literature. Unlike other smaller studies, a decline in eGFR was observed in the GLP-1 RA group.
There were no differences in incidence of biopsy-proven acute rejection, graft loss, or death. Conclusion:
When compared to patients without GLP-1 RA therapy, GLP-1 RAs modestly reduced HbAl1c and insulin
requirements and statistically reduced weight/BMI review at 6 months. GLP-1 RAs, even if initiated early
post-transplant, were seemingly safe and effective. Larger, prospective studies are warranted to evaluate
the safety and efficacy of GLP-1 RAs in this population.

Nephrology
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Csongradi E, Budhiraja P, Khoury N, Vaitla P, and Cheungpasitporn W. Navigating pancreas transplant
perceptions: assessing public sentiment and strategies using Al-driven analysis. Front Digit Health 2024;
6:1453341. PMID: 39679143. Full Text
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BACKGROUND: Pancreas transplantation, a crucial treatment for diabetes, is underutilized due to its
invasiveness, strict criteria, organ scarcity, and limited centers. This highlights the need for enhanced
public education and awareness through digital health platforms. METHODS: We utilized Google's Al-
driven, consensus-based model and Claude Al 3.0 Opus by Anthropic to analyze public perceptions of
pancreas transplantation. The top 10 websites identified by Google as of April-May 2024 were reviewed,
focusing on sentiment, consensus, content readability, and complexity to develop strategies for better
public engagement and understanding using digital health technologies. RESULTS: The top 10 websites,
originating from the US and UK, showed a neutral and professional tone, targeting medical professionals
and patients. Complex content was updated between 2021 and 2024, with a readability level suitable for
high school to early college students. Al-driven analysis revealed strategies to increase public interest
and understanding, including incorporating patient stories, simplifying medical jargon, utilizing visual aids,
emphasizing quality of life improvements, showcasing research progress, facilitating patient outreach,
promoting community engagement, partnering with influencers, and regularly updating content through
digital health platforms. CONCLUSION: To increase interest in pancreas transplantation in the era of
connected health, we recommend integrating real patient experiences, simplifying medical content, using
visual explanations, emphasizing post-transplant quality-of-life improvements, highlighting recent
research, providing outreach opportunities, encouraging community connections, partnering with
influencers, and keeping information current through digital health technologies. These methods aim to
make pancreas transplantation more accessible and motivating for a diverse audience, supporting
informed decision-making.

Neurology
Elrefaey A, Mohamedelkhair A, Fahmy L, Affan M, Schultz LR, Cerghet M, and Memon AB. The

clinical, diagnostic and treatment spectrum of seropositive and seronegative autoimmune encephalitis:
Single-center cohort study of 51 cases and review of the literature. Clin Exp Neuroimmunol 2024;
15(4):186-200. PMID: Not assigned. Full Text
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A.B. Memon, Department of Neurology, Henry Ford Health, Detroit, MI, United States

Objective: Autoimmune encephalitis (AE) comprises a spectrum of inflammatory neurological syndromes
characterized by immune responses to neuronal autoantigens, leading to diverse clinical manifestations,
particularly behavioral and cognitive decline. Methods: This single-center retrospective study included 51
patients diagnosed with AE from 2013 to 2019 in a southeast Michigan tertiary care hospital. Patients
were then divided into two groups, seropositive AE (AE+) and seronegative AE (AE-), based on antibody
detection in the serum, cerebrospinal fluid or both when available. The study compares AE+ and AE-
subtypes across clinical, diagnostic, and therapeutic parameters. Results: A total of 34 patients were
classified as AE+, and 17 as AE-. Demographic analysis showed no significant differences in age, sex or
race between the two groups. Clinical presentations varied widely, encompassing psychiatric symptoms,
movement disorders, seizures and confusion; 24% patients had a prior malignancy. Laboratory
assessments found diverse autoantibodies in AE+ patients' serum. Radiological and electrophysiological
assessments showed no significant differences between the groups. AE- patients had higher rates of
confusion compared with AE+ patients (59% vs. 18%, P = 0.004). Conclusions: This study focuses on the
complexities associated with diagnosing AE, emphasizing the challenges posed by the heterogeneity of
symptoms and often negative antibody test results. Rapid identification of AE, regardless of seropositivity
or seronegativity, emerges as a critical factor for clinicians, facilitating the prompt initiation of
immunotherapy and/or tumor removal if needed. These insights contribute to a better understanding of
the landscape of this condition, offering clinicians the tools to refine their diagnostic and treatment
strategies. Ultimately, the study aimed to enhance the management of AE, empowering healthcare
professionals to make accurate and timely interventions for patients.

Neurology
Kelly BP, Patel SC, Marin HL, Corrigan JJ, Mitsias PD, and Griffith B. Autoimmune Encephalitis:

Pathophysiology and Imaging Review of an Overlooked Diagnosis. AJNR Am J Neuroradiol 2024;
45(12):S55-s63. PMID: 39653432, Full Text

Neurology
Lee SY, Klingeborn M, Bulte JWM, Chiu DT, Chopp M, Cutler CW, Das S, Egwuagu CE, Fowler CD,

Hamm-Alvarez SF, Lee H, Liu Y, Mead B, Moore TL, Ravindran S, Shetty AK, Skog J, Witwer KW,
Djalilian AR, and Weaver AM. A perspective from the National Eye Institute Extracellular Vesicle
Workshop: Gaps, needs, and opportunities for studies of extracellular vesicles in vision research. J
Extracell Vesicles 2024; 13(12):e70023. PMID: 39665315. Full Text
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Department of Neurology, Henry Ford Health, Detroit, Michigan, USA.

Department of Periodontics, Dental College of Georgia at Augusta University, Georgia, USA.
Cardiovascular Research Center, Massachusetts General Hospital and Harvard Medical School, Boston,
Massachusetts, USA.

Molecular Immunology Section, Laboratory of Immunology, National Eye Institute, National Institutes of
Health, Bethesda, Maryland, USA.

Department of Neurobiology and Behavior, University of California Irvine, Irvine, California, USA.

Center for System Biology, Massachusetts General Hospital and Harvard Medical School, Boston,
Massachusetts, USA.

Department of Cellular Biology and Anatomy, Medical College of Georgia, Augusta University, Augusta,
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Department of Oral Biology, College of Dentistry, University of lllinois Chicago, Chicago, lllinois, USA.
Institute for Regenerative Medicine, Department of Cell Biology and Genetics, Texas A&M University
School of Medicine, College Station, Texas, USA.

Exosome Diagnostics, a Bio-Techne Brand, Waltham, Massachusetts, USA.

Department of Molecular and Comparative Pathobiology, Johns Hopkins University School of Medicine,
Baltimore, Maryland, USA.

Department of Ophthalmology and Visual Sciences, University of Illinois at Chicago, Chicago, lllinois,
USA.

Department of Cell and Developmental Biology, Vanderbilt University School of Medicine, Nashville,
Tennessee, USA.

With an evolving understanding and new discoveries in extracellular vesicle (EV) biology and their
implications in health and disease, the significant diagnostic and therapeutic potential of EVs for vision
research has gained recognition. In 2021, the National Eye Institute (NEI) unveiled its Strategic Plan titled
'Vision for the Future (2021-2025)," which listed EV research as a priority within the domain of
Regenerative Medicine, a pivotal area outlined in the Plan. In alignment with this prioritization, NEI
organized a workshop inviting twenty experts from within and beyond the visual system. The workshop
aimed to review current knowledge in EV research and explore gaps, needs and opportunities for EV
research in the eye, including EV biology and applications of EVs in diagnosis, therapy and prognosis
within the visual system. This perspective encapsulates the workshop's deliberations, highlighting the
current landscape and potential implications of EV research in advancing eye health and addressing
visual diseases.

Neurology
Li Y, Zzhang ZG, Chopp M, Liu Z, Golembieski W, Landschoot-Ward J, Zhang Y, Liu XS, and Xin H.

Labeling and isolating cell specific neuronal mitochondria and their functional analysis in mice post stroke.
Exp Neurol 2024; 385:115126. PMID: 39719208. Full Text

Department of Neurology, Henry Ford Health System, Detroit, Ml 48202, United States of America.
Department of Neurology, Henry Ford Health System, Detroit, Ml 48202, United States of America;
Department of Physics, Oakland University, Rochester, Ml 48309, United States of America.
Department of Neurology, Henry Ford Health System, Detroit, Ml 48202, United States of America.
Electronic address: hxinl@hfhs.org.

Dendritic and axonal plasticity, which mediates neurobiological recovery after a stroke, critically depends
on the mitochondrial function of neurons. To investigate, in vivo, neuronal mitochondrial function at the
stroke recovery stage, we employed Mito-tag mice combined with cerebral cortical infection of AAV9
produced from plasmids carrying Cre-recombinase controlled by two neuronal promoters, synapsin-I
(SYN1) and calmodulin-kinase lla to induce expression of a hemagglutinin (HA)-tagged enhanced green
fluorescence protein (EGFP) that localizes to mitochondrial outer membranes of SYN1 positive (SYN(+))
and CaMKIlla positive (CaMKIlla(+)) neurons. These mice were then subjected to permanent middle
cerebral artery occlusion (MCAOQ) and sacrificed 14 days post stroke. Neuronal mitochondria were then
selectively isolated from the fresh brain tissues excised from the ischemic core (IC), ischemic boundary
zone (IBZ), as well as from the homologous contralateral hemisphere (CON) by anti-HA magnetic beads
for functional analyses. We found that the bead pulled neuronal specific mitochondria were co-
precipitated with GFP and enriched with mitochondrial markers, e.g. voltage-dependent anion channel,
cytochrome C, and COX IV, but lacked the Golgi protein RCAS1 as well as endoplasmic reticulum
markers: Heme-oxygenase 1 and Calnexin, indicating that specific neuronal mitochondria have been
selectively isolated. Western-blot data showed that oxidative phosphorylation (OXPHOS) components in
SYN(+) and CAMKII(+) neuronal mitochondria were significantly decreased in the IBZ and further
decreased in the IC compared to the contralateral tissue, which was associated with the significant
reductions of mitochondrial function indicated by oxygen consumption rate (OCR) (p < 0.05, respectively,
for both neuron types). These data suggest dysfunction of neuronal mitochondria post stroke is present
during the stroke recovery stage. Collectively, for the first time, we demonstrated that using a Mito-tag
mouse line combined with AAV9 carrying Cre recombinase approach, neuronal specific mitochondria can
be efficiently isolated from the mouse brain to investigate their functional changes post stroke.
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Neurology
Osuala KO, Heyza J, Zhao Z, Xu Y, Moin K, Ji K, and Mattingly RR. Carcinoma-Associated Fibroblasts

Accelerate Growth and Invasiveness of Breast Cancer Cells in 3D Long-Term Breast Cancer Models.
Cancers (Basel) 2024; 16(22). PMID: 39594795. Full Text

Department of Pharmacology, Wayne State University, Detroit, Ml 48201, USA.

Department of Electrical and Computer Engineering, Wayne State University, Detroit, Ml 48201, USA.
Department of Neurology, Henry Ford Health, Detroit, Ml 48202, USA.

Department of Pharmacology and Toxicology, Brody Medical School, East Carolina University, Greenville,
NC 27834, USA.

Background/Objectives: Carcinoma-associated fibroblasts (CAFs), a prominent cell type in the tumor
microenvironment (TME), significantly contributes to cancer progression through interactions with cancer
cells and other TME components. Consequently, targeting signaling pathways driven by CAFs has
potential to yield new therapeutic approaches to inhibit cancer progression. However, the mechanisms
underlying their long-term interactions with cancer cells in vivo remains poorly understood. Methods: To
address this, we developed a three-dimensional (3D) parallel coculture model of human triple-negative
breast cancer (TNBC) cells and CAFs using our innovative TAME devices. This model allowed for the
analysis of TNBC paracrine interactions via their secretome over extended culture periods (at least 70
days). Results: Using TNBC cell lines (MDA-MB-231, MCF10.DCIS, and HCC70), we found that TNBC
spheroids in 3D parallel cocultures with CAFs exhibited more pronounced invasive finger-like outgrowths
than those in cocultures of TNBC cells and normal fibroblasts (NFs) over a period of 50-70 days. We also
established that the CAF-derived secretome affects TNBC migration towards the CAF secretome region.
Additionally, we observed a preferential migration of CAFs, but not NFs, toward TNBC spheroids.
Conclusions: Overall, our results suggest that paracrine interactions between TNBC cells and CAFs
enhance TNBC invasive phenotypes and promote reciprocal migration.

Neurology
Thangavel R, Kaur H, Dubova I, Selvakumar GP, Ahmed ME, Raikwar SP, Govindarajan R, and

Kempuraj D. Parkinson's Disease Dementia Patients: Expression of Glia Maturation Factor in the Brain.
Int J Mol Sci 2024; 25(2). PMID: 38256254. Full Text

Department of Neurology, Center for Translational Neuroscience, School of Medicine, University of
Missouri, Columbia, MO 65212, USA.

Parkinson's disease (PD) is the second most common progressive neurodegenerative disease
characterized by the presence of dopaminergic neuronal loss and motor disorders. PD dementia (PDD) is
a cognitive disorder that affects many PD patients. We have previously demonstrated the
proinflammatory role of the glia maturation factor (GMF) in neuroinflammation and neurodegeneration in
AD, PD, traumatic brain injury (TBI), and experimental autoimmune encephalomyelitis (EAE) in human
brains and animal models. The purpose of this study was to investigate the expression of the GMF in the
human PDD brain. We analyzed the expression pattern of the GMF protein in conjunction with amyloid
plaques (APs) and neurdfibrillary tangles (NFTs) in the substantia nigra (SN) and striatum of PDD brains
using immunostaining. We detected a large number of GMF-positive glial fibrillary acidic protein (GFAP)
reactive astrocytes, especially abundant in areas with degenerating dopaminergic neurons within the SN
and striatum in PDD. Additionally, we observed excess levels of GMF in glial cells in the vicinity of APs,
and NFTs in the SN and striatum of PDD and non-PDD patients. We found that the majority of GMF-
positive immunoreactive glial cells were co-localized with GFAP-reactive astrocytes. Our findings suggest
that the GMF may be involved in the pathogenesis of PDD.

Neurology
Zeidman LA. Robert Wartenberg and the Hallervorden Affair, 1953: A Clash Between Medical Ethics and

Cold War Politics. Neurology 2025; 104(2):€210122. PMID: 39705629. Full Text

Department of Neurology, Henry Ford Health, Detroit, MI; and.
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Department of Neurology and Ophthalmology, College of Human Medicine, Michigan State University,
East Lansing.

Robert Wartenberg was an emigrant from Nazi Germany and an iconic pioneer in neurology, describing
eponyms and helping to found and nurture the American Academy of Neurology. However, in 1953,
ironically, he became embroiled in a controversial event regarding the German neuroscientist and Nazi
collaborator Julius Hallervorden. Wartenberg attempted to convince the Dutch delegation to attend the
International Neurological Congress in Lisbon from which they had withdrawn in response to
Hallervorden's inclusion as a speaker. In addition, he rallied neuroscientists worldwide to help convince
the Dutch, largely ignoring and burying their concerns about Hallervorden's ethical transgressions. In
numerous letters, Wartenberg wanted to both ignore and exonerate Hallervorden of ethical violations in
collecting 700 brains from patients murdered in the Nazi euthanasia program. Wartenberg's unexpected
defense of Hallervorden, despite not knowing him professionally, purportedly was to reintegrate German
neuroscience to the international community and to create Western "unity" against communism. However,
Wartenberg's efforts and the lack of international censure against Hallervorden prevented proper attention
to the victims' brains that remained in Hallervorden's collection for decades and the use of these brains in
scientific publications. Those who stood against Hallervorden have been vindicated by history, but work
remains to uncover all brain specimens in German collections. Wartenberg's misguided and shortsighted
involvement in this affair serves as a lesson for future generations of neurologists in the consequences of
ignoring ethical concerns for expediency and politics.

Neurology
Zeidman LA, Levine T, and Cangelosi J. Small-Vessel Vasculitis or Perifolliculitis in Small-Fiber

Neuropathy With TS-HDS, FGFR-3, or Plexin D1 Antibodies. J Clin Neuromuscul Dis 2024; 26(2):63-69.
PMID: 39590924. Full Text

Department of Neurology, Henry Ford Health, Detroit, MI.
Department of Neurology, Honor Health, Phoenix, AZ; and.
Dermatopathology, Sagis Patient-Focused Diagnostics, Houston, TX.

INTRODUCTION: Small-fiber neuropathy (SFN) is highly prevalent but often idiopathic. TS-HDS, FGFR-
3, and Plexin D1 autoantibodies (seropositive) may be present in more than 40% of idiopathic cases.
Another autoimmune biomarker is a non-length-dependent (NLD) skin biopsy pattern. Our goal was to
demonstrate that small-vessel vasculitis and perifolliculitis (inflammation) on skin biopsies are additional
biomarkers. METHODS: All pure SFN skin biopsy reports were reviewed for inflammation, and their
charts were examined for other relevant history. RESULTS: Seven of 80 patients with pure SFN had
inflammation (8.8%); 5 patients were female (71%) and 2 were male (29%); average age was 45 (16-67).
All 7 patients with inflammation were seropositive (100%, P = 0.0495), and 6 patients (86%) had either
NLD inflammation or NLD pathology (P = 0.0003). DISCUSSION: Inflammation is present only in a small
portion of punch biopsies, but may be another autoimmune SFN biomarker. It is strongly associated with
seropositivity and NLD-pathology. Further studies are likely indicated to assess inflammation
pathophysiology and immunotherapy responsiveness.

Neurosurgery
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Sloan JS, Sloan AE, Vadmal V, Waite K, Ak M, Colen RR, Park YW, Ahn SS, Chang JH, Choi YS, Lee
SK, Alexander GS, Ali AS, Dicker AP, Flanders AE, Liem S, Lombardo J, Shi W, Shukla G, Griffith B,
Poisson LM, Rogers LR, Kotrotsou A, Booth TC, Jain R, Lee M, Mahajan A, Chakravarti A, Palmer JD,
DiCostanzo D, Fathallah-Shaykh H, Cepeda S, Santonocito OS, Di Stefano AL, Wiestler B, Melhem ER,
Woodworth GF, Tiwari P, Valdes P, Matsumoto Y, Otani Y, Imoto R, Aboian M, Koizumi S, Kurozumi K,
Kawakatsu T, Alexander K, Satgunaseelan L, Rulseh AM, Bagley SJ, Bilello M, Binder ZA, Brem S, Desai
AS, Lustig RA, Maloney E, Prior T, Amankulor N, Nasrallah MLP, O'Rourke DM, Mohan S, and
Davatzikos C. Machine Learning-based Prognostic Subgrouping of Glioblastoma: A Multi-center Study.
Neuro Oncol 2024; Epub ahead of print. PMID: 39665363. Full Text
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BACKGROUND: Glioblastoma is the most aggressive adult primary brain cancer, characterized by
significant heterogeneity, posing challenges for patient management, treatment planning, and clinical trial
stratification. METHODS: We developed a highly reproducible, personalized prognostication and clinical
subgrouping system using machine learning (ML) on routine clinical data, MRI, and molecular measures
from 2,838 demographically diverse patients across 22 institutions and 3 continents. Patients were
stratified into favorable, intermediate, and poor prognostic subgroups (1, Il, 1ll) using Kaplan-Meier
analysis (Cox proportional model and hazard ratios [HR]). RESULTS: The ML model stratified patients
into distinct prognostic subgroups with HRs between subgroups I-Il and I-Ill of 1.62 (95%CI: 1.43-1.84,
p<0.001) and 3.48 (95%Cl: 2.94-4.11, p<0.001), respectively. Analysis of imaging features revealed
several tumor properties contributing unique prognostic value, supporting the feasibility of a generalizable
prognostic classification system in a diverse cohort. CONCLUSIONS: Our ML model demonstrates
extensive reproducibility and online accessibility, utilizing routine imaging data rather than complex
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imaging protocols. This platform offers a unique approach for personalized patient management and
clinical trial stratification in glioblastoma.

Neurosurgery
Chaker AN, Melhem M, Kagithala D, Telemi E, Mansour TR, Simo L, Springer K, Schultz L, Jarabek

K, Rademacher AF, Brennan M, Kim E, Nerenz DR, Khalil JG, Easton R, Perez-Cruet M, Aleem |, Park
P, Soo T, Tong D, Abdulhak M, Schwalb JM, and Chang V. A propensity score-matched comparison
between single-stage and multistage anterior/posterior lumbar fusion surgery: a Michigan Spine Surgery
Improvement Collaborative study. J Neurosurg Spine 2024; 1-8. Epub ahead of print. PMID: 39705706.
Full Text
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OBJECTIVE: Patients undergoing anterior/posterior lumbar fusion surgery can undergo either a single-
stage or multistage operation, depending on surgeon preference. The goal of this study was to assess
different patient outcomes between single-stage and multistage lumbar fusion procedures in a multicenter
setting. METHODS: The Michigan Spine Surgery Improvement Collaborative database was queried for
anterior/posterior lumbar fusion surgeries between July 2018 and January 2022. Patients who underwent
either single-stage or multistage procedures were included. For multistage procedures, the first surgery
included both anterior lumbar interbody fusions and lateral lumbar interbody fusions. Primary outcomes
included postoperative complications and improvement in patient-reported outcomes: Patient-Reported
Outcomes Measurement Information System Physical Function, EQ-5D, and satisfaction. The two cohorts
were propensity score matched, while Poisson generalized estimating equation models were used for
multivariate analyses. RESULTS: After one-to-one propensity score matching, 355 patients were
identified in the single-stage and multistage cohorts. Single-stage procedures were associated with a
lower risk of complications (p = 0.024), fewer emergency department visits (p = 0.029), and higher patient
satisfaction after 1 year (p = 0.026) and 2 years (p = 0.007), compared with multistage procedures. After
adjusting for baseline patient and operative characteristics, patients undergoing multistage procedures
had a higher risk of complications (relative risk [RR] 1.17, 95% CI 1.02-1.34; p = 0.026), were less likely
to be satisfied after 1 year (RR 0.83, 95% CI 0.74-0.93; p < 0.001), and were less likely to experience
improvement in back pain after 90 days (RR 0.86, 95% CI 0.75-0.99; p = 0.039) and 2 years (RR 0.76,
95% CI1 0.60-0.96; p = 0.023). CONCLUSIONS: The authors observed that patients who undergo lumbar
fusion surgery using a multistage approach have higher postoperative complication rates and are less
likely to report satisfaction compared with a matched, single-stage procedure cohort.

Neurosurgery
Griepp DW, Caskey J, Bunjaj A, Turnbull J, Alsalahi A, Alexander H, Dragonette J, Sarcar B, Desai

S, Tong D, Soo TM, Bono P, Kelkar P, Houseman C, Claus CF, Richards BF, and Carr DA. Irradiation
safety, anesthesia time, surgical complications, and patient-reported outcomes in the robotic Mazor X
versus fluoroscopy guided minimally invasive transforaminal lumbar interbody fusion surgery: a
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OBJECTIVE: Robot-assisted (RA) technology is becoming more widely integrated and accepted in spine
surgery. The authors sought to evaluate operative and patient-reported outcomes (PROS) in RA versus
fluoroscopy-assisted (FA) pedicle screw placement during minimally invasive surgery (MIS)
transforaminal lumbar interbody fusion (TLIF). METHODS: The authors retrospectively studied elective
patients who underwent single- or multilevel MIS TLIF for degenerative indication using FA versus RA
pedicle screw placement. Patients were selected from September 2021 to May 2023 at a single institution
with multiple surgeons whose practice consists of primarily MIS. Outcomes included fluoroscopy dosage
per screw, operative time per screw, anesthesia time per screw, estimated blood loss (EBL), screw
revision rate, inpatient surgical complications, and minimal clinically important difference (MCID) of
Oswestry Disability Index (ODI) and numeric rating scale (NRS) scores at the 6- and 12-month follow-ups.
Comparability of groups was analyzed by univariate analysis. Multivariable analysis modeling fluoroscopy
time per screw was performed, adjusting for confounders. RESULTS: One hundred eighty-three patients
(n = 133 in the FA group vs 50 in the RA group) were included. Patients in the RA cohort were
significantly younger than those in the FA group (mean age 63.8 £ 11.9 vs 59.8 + 11.0 years, p = 0.037).
A total of 932 pedicle screws were placed (mean 5.1, range 4-8 per patient). The RA cohort demonstrated
significantly lower intraoperative fluoroscopy dosage per screw (4.9 + 7.6 mGy per screw vs 20.3 £ 14.0
mGy per screw, p < 0.001), significantly longer anesthesia time per screw (49.1 + 12.6 vs 43.6 £ 9.2, p =
0.009), and similar operative time per screw (33.3 vs 30.7 minutes, p = 0.125). The screw revision rate for
symptomatic radiculopathy was zero in both groups. Revision surgery requiring screw removal or
reposition was performed in 4 total cases (RA group: 1/50 for infection; FA group: 2/133 for infection,
1/133 for foraminotomy). Both groups demonstrated significant improvement in PROs at 6 and 12 months
compared with preoperatively. Moreover, both groups achieved MCID at similar rates. CONCLUSIONS:
When implementing RA technology, one can expect similar perioperative outcomes as FA techniques in
addition to significantly lower radiation exposure. Moreover, there is no statistically significant difference
in postoperative PROs between RA and FA. Longer anesthesia times may also be encountered, as in this
study, which is likely a result of more complex robotic setup and workflow.

Neurosurgery
Mendez JS, Cohen AL, Eckenstein M, Jensen RL, Burt LM, Salzman KL, Chamberlain M, Hsu HH,

Hutchinson M, lwamoto F, Ligon KL, Mrugala MM, Pelayo M, Plotkin SR, Puduvalli VK, Raizer J, Reardon
DA, Sterba M, Walbert T, West BL, Wong ET, Zhang C, and Colman H. Phase 1b/2 study of orally
administered pexidartinib in combination with radiation therapy and temozolomide in patients with newly
diagnosed glioblastoma. Neurooncol Adv 2024; 6(1):vdae202. PMID: 39734810. Full Text
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BACKGROUND: Glioblastoma (GBM) has a median survival of <2 years. Pexidartinib (PLX3397) is a
small-molecule inhibitor of CSF1R, KIT, and oncogenic FTL3, which are implicated in GBM treatment
resistance. Results from glioma models indicate that combining radiation therapy (RT) and pexidartinib
reduces radiation resistance. We added pexidartinib to standard-of-care RT/temozolomide (TMZ) in
patients with newly diagnosed GBM to assess the therapeutic benefit of altering the tumor
microenvironment with pexidartinib. METHODS: In this open-label, dose-escalation, multicenter, Phase
1b/2 trial, pexidartinib was administered in combination with RT/TMZ followed by adjuvant pexidartinib +
TMZ. During Phase 1b, pexidartinib was given 5 or 7 days/week at multiple dosing levels. The primary
Phase 1b endpoint was the recommended Phase 2 dose (RP2D). Phase 2 patients received the RP2D
with the primary endpoint of median progression-free survival (mPFS). Secondary objectives were
median overall survival (mOS), pharmacokinetics, and safety. RESULTS: The RP2D of pexidartinib was
800 mg/day for 5 days/week during RT/TMZ, followed by 800 mg/day for 7 days/week with adjuvant TMZ.
mMPFS was 6.7 months (90% CI: 4.5, 11.5) for the modified intention-to-treat population. The actual mOS
was 13.1 months (90% CI. 11.5, 24.5), and the mOS corrected for comparison with matched historical
controls was 18.8 months (95% CI: 12.6, 28.0). CONCLUSIONS: This trial established the RP2D of
pexidartinib in combination with RT/TMZ and adjuvant TMZ. Pexidartinib was generally safe and well
tolerated. Although the study regimen with pexidartinib was not efficacious, pharmacodynamic studies
showed modulation of systemic markers that could lead to alteration of the tumor microenvironment.

Neurosurgery
Sajan A, Griepp DW, and Isaacson AJ. Variation in Cone Beam Computed Tomography Utilization and

Radiation Exposure Associated with Prostatic Artery Embolization on Two Separate Angiography
Systems. J Clin Med 2024; 13(23). PMID: 39685861. Full Text
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Background: We aimed to compare cone beam computed tomography (CBCT) utilization and radiation
exposure during prostatic artery embolization (PAE) procedures on two different angiography systems.
Methods: PAEs performed by a single interventionalist between January 2018 and October 2020 on two
multivendor angiography systems (AS1 and AS2) at a single center were retrospectively evaluated.
Imaging techniques included CBCT acquisition when possible, predominantly from the distal aorta in AS1
and from the bilateral internal iliac arteries in AS2 (Discovery IGS 740, GE HealthCare, Chicago, IL).
Baseline demographics, CBCT utilization and radiation doses, and total procedure radiation metrics for
each group were collected and compared. Results: One hundred and twenty patients were analyzed in
this study, with fifty-three patients (n = 25 in AS1, 28 in AS2) included as embolized bilaterally using
CBCT. CBCT was acquired in 31% of the cases in AS1 and in 85% of the cases in AS2. Mean prostate
volume was similar in both groups (103.0 mL vs. 130.1 mL, p = 0.23). There was no difference in
fluoroscopy time, while the number of DSA series and CBCTs per case did differ in AS1 and AS2 (37.3
min vs. 32.1 min, p = 0.13, 19.8 vs. 8.0, p = 0.001, 1.3 vs. 2.1 p £ 0.001). The mean total air kerma, total
kerma area product and air kerma per CBCT were higher in AS1 compared to AS2 (2020.4 mGy vs.
490.3 mGy, p £0.001, 259.3 Gy*cm(2) vs. 72.7 Gy*cm(2), p < 0.001 and 217.8 mGy vs. 45.8 mGy, p <
0.001 respectively). To prevent confounding from a mean difference in body mass index, the data were
adjusted using log outcome means, which corroborated the raw data findings. Conclusions: The mean
procedural total kerma area product from AS1 was similar to that reported in other PAE studies, but it was
substantially lower in AS2. The angiography system used has a significant impact on the ability to
leverage CBCT and on overall patient and thus staff radiation exposure.
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OBJECTIVE: Return to play (RTP) decisions after cranial surgery are important to patients. Most
published data relate to RTP following sports-related brain injury. This study investigated factors that
influence neurosurgical RTP decision-making following craniotomy for non-traumatic brain lesions.
METHODS: A patient scenario-based survey was distributed to U.S. and Europe-based neurosurgeons
via the American Association of Neurological Surgeons/Congress of Neurological Surgeons Tumor
Section and the European Association of Neuro-Oncology. From one core patient scenario, 5 further
scenarios were developed involving patients of varying age, sport preference, tumor pathology, and
craniotomy approach. Respondents provided RTP recommendations and factors important in forming
these recommendations. RESULTS: Forty-one responses were received; Europe (48%), U.S. (37%). The
most commonly cited factors influencing RTP decision-making across scenarios were symptomatic
recovery (85.4%), resolution of blood and/or air on imaging (43.4%), and patient demand (31.7%). The
sports with the longest average RTP timeline were boxing (10.3 months), rugby (8.7 months), and
American football (8.5 months) in the core patient scenario. Twenty-nine percent of neurosurgeons
requested neuroimaging before determining RTP recommendations in this scenario, more commonly in
America than Europe (46.7% and 5.0% respectively, p = .006). CONCLUSIONS: Although limited by
sample size, the data provides a foundation to support development of a systematic approach to RTP
decision-making following craniotomy for brain lesions of non-traumatic etiology. Future work to develop
consensus guidelines will benefit from objective data about outcomes, particularly in relation to repeat
imaging prior to RTP.

Obstetrics, Gynecology and Women’s Health Services

Ahsan BU, Paridon AA, Gaba AR, Zhang Z, and Azordegan N. Prolapsed Epiploica of Colon
Presenting as a Vaginal Polyp After Robotic Hysterectomy: A Case Report and Review of the Literature.
Am J Case Rep 2024; 25:€944892. PMID: 39604203. Full Text

Department of Pathology and Laboratory Medicine, Henry Ford Health, Detroit, MI, USA.
Department of Medicine, Michigan State University College of Human Medicine, East Lansing, MI, USA.
Department of Obstetrics and Gynecology, Henry Ford Health, Detroit, MI, USA.

BACKGROUND Hysterectomy is a gynecological procedure that can lead to complications arising from
structural changes incurred during the surgical process. Vaginal nodules may appear at the vaginal cuff
after hysterectomy, which could be indicative of recurring cancer, endometriosis, or formation of fistulae
or granulation tissue. In rare instances, abdominal organ prolapse occurs after vaginal cuff dehiscence.
Prolapse of the terminal ileum is the most common type of prolapse from vaginal cuff dehiscence, but
prolapsed epiploica of colon after hysterectomy occurs in rare instances. Epiploic appendages are a type
of fatty tissue attached to the colonic surface that can become inflamed or necrotic and detach from the
colon. The purpose of this report is to describe a rare case of prolapsed epiploica of colon at the vaginal
cuff. CASE REPORT A 55-year-old woman who had robot-assisted laparoscopic hysterectomy for
endometrioid carcinoma presented with a vaginal polyp 2 months after surgery. Histological analysis of
the excised polyp revealed adipose tissue with fat necrosis and calcification, indicative of prolapsed
epiploica of colon. This is the first report of post-hysterectomy epiploica of colon at the vaginal cuff not
associated with obvious dehiscence. CONCLUSIONS This case highlights the importance of thorough
histological analysis of excised vaginal nodules and consideration of prolapsed epiploica of colon in the
differential diagnoses in addition to benign and malignant vaginal neoplasms.
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MB, Chugh R, Walling EB, and Zebrack BJ. Experts of their own experience: adolescent and young adult
cancer patients' advice-giving as a coping mechanism. J Commun Healthc 2024; 1-10. Epub ahead of
print. PMID: 39663816. Request Article
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BACKGROUND: To better understand informal coping strategies among adolescents and young adults
(AYAs) with cancer, the current investigation asked AYA study participants to describe the 'advice' they
would offer to hypothetical peers about coping following diagnosis. This study explores the utility of the
single item 'advice' prompt for supportive oncology research and practice. METHODS: AYA cancer
patients (n =27) aged 12-25 years were recruited through electronic health record query at a single-
institution health system. Participants completed semi-structured interviews. Inductive themes were
described regarding advice about informal coping strategies following cancer diagnosis. The Institutional
Review Board approved this study (HUM#00157267). RESULTS: Emergent advice themes included (1)
attitude re/framing, (2) engage support network, and (3) self-advocacy. Participants advised cultivating a
positive yet realistic attitude about the present and future. Reaching out to support network members and
accepting help were advised, as was rebuffing unhelpful support. Participants also advocated for
addressing medical information needs and building trusting relationships with clinicians. CONCLUSIONS:
Soliciting AYA advice serves to identify informal coping mechanisms in response to life-stage-specific
concerns. Future research is called to substantiate the utility of ‘advice' as a single item tool for research
and clinical questionnaires. Practice implications call for creating opportunities for AYAs to impart their
advice to others (e.g. anonymous community message board) as a means of personal catharsis, altruistic
service, and legitimizing AYAs as 'embodied' experts of their own experiences.

Ophthalmology and Eye Care Services

Trivedi V, Lee S, Lee PSY, Me R, You Q, Im J, Ross B, Tran DV, Le KH, Malbin B, and Lin X.
Comparative Analysis of Effective Lens Position and Refractive Outcomes in Scleral-Fixated versus
Intracapsular Intraocular Lenses. Clin Ophthalmol 2024; 18:3949-3955. PMID: 39737363. Full Text
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PURPOSE: To evaluate the outcomes of scleral-fixated intraocular lenses (IOLs) implanted using either
Yamane technique or Gore-Tex suture fixation, in comparison to intracapsular lens fixation, and to assess
the efficacy of various lens formulas in achieving predicted refractive targets. PATIENTS AND
METHODS: This study included 45 eyes from 44 patients with scleral-fixated I0Ls, comprising 37
Yamane eyes and 8 Gore-Tex eyes. Preoperative refractive predictions from various formulae were
compared with final postoperative refraction. Outcomes assessed included effective lens position (ELP),
postoperative predictive error, and changes in visual acuity. The ELP of scleral-fixated I0Ls was
compared with that of intracapsular IOLs in fellow eyes. RESULTS: Average ELP for Yamane IOLs was
0.62 mm more posterior relative to intracapsular IOLs but was not significantly different for Gore-Tex
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IOLs. Average postoperative logMAR acuity change was significant at -1.30 (p=4.5x10(-11)) and -1.65
(p=5x10(-4)) for Yamane and Gore-Tex eyes, respectively. Mean prediction error for Yamane eyes was
+0.29+1.3 D, -0.53+0.40 D, +0.80+1.4 D, and +0.43+1.4 D using Barrett Universal Il, Holladay, Hill-RBF,
and Hoffer QST formulas, respectively. Mean prediction error for Gore-Tex eyes was -0.37+1.24 D and
+0.53+1.19 D using Barrett Universal Il and Holladay formulas, respectively. CONCLUSION: Different
scleral fixation techniques result in variations in ELP compared to intracapsular IOL placement. In our
hands, when using the Yamane technique, surgeons should aim for a myopic refractive target to offset
hyperopic errors when employing the Barrett Universal Il, Hill-RBF, or Hoffer QST formulas, and a
hyperopic target when using the Holladay formula. For Gore-Tex IOLs, a slightly hyperopic target is
recommended to counter myopic error when using the Barrett Universal Il formula, whereas a slightly
myopic target is advised with the Holladay formula to offset hyperopic error. A limitation of our study is the
small sample size for patients who underwent Gore-Tex suture fixation.

Orthopedics/Bone and Joint Center

Chougule A, Zhang C, Denbow J, Vinokurov N, Mendez D, Vojtisek E, and Gardinier J. P2Y(2)
Inhibition Modifies the Anabolic Response to Exercise in Adult Mice. Aging Cell 2024; e14464. Epub
ahead of print. PMID: 39741419. Full Text
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As the aging population continues to grow, the incidence of osteoporotic fractures increases and is
compounded by our lack of therapeutic strategies that increase bone formation. Although exercise and
physical activity play a key role in maintaining bone mass throughout our lives, the loads and exertion
required to elicit an anabolic response becomes exceedingly difficult to achieve with age. Based on
previous work, the P2Y(2) receptor offers a unique therapeutic target to increasing bone mass by
modifying the mechanotransduction. Others have also shown P2Y(2) to have a negative effect on
osteoblast function. However, the extent to which inhibiting P2Y(2) pharmaceutically improves bone mass
or the mechanotransduction of bone remains unknown. Our central hypothesis for this study states that
inhibiting P2Y(2) activity can enhance the anabolic response to loading in an aging population. To test
this hypothesis, the anabolic response to exercise was examined by treating adult mice, which typically
display a minimal response, with the P2Y(2) inhibitor AR-C118925XX (ARC). Our findings from this study
demonstrate that ARC treatment of adult mice increases periosteal bone formation in response to
exercise. The enhanced response to exercise was characterized by a reduction in osteocytes' induction of
osteoclast activity. Endocortical bone formation also increased with treatment independently of exercise,
providing gains in mechanical strength and tissue level properties. Overall, inhibiting P2Y(2) activation
has a beneficial effect on bone formation and the anabolic response to loading, namely by limiting
osteoclast activation.

Orthopedics/Bone and Joint Center

Jamshidi A, Espin-Garcia O, Wilson TG, Loveless |, Pelletier JP, Martel-Pelletier J, and Ali SA.
MicroRNA signature for early prediction of knee osteoarthritis structural progression using integrated
machine and deep learning approaches. Osteoarthritis Cartilage 2024; Epub ahead of print. PMID:
39617204. Full Text
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OBJECTIVE: Conventional methodologies are ineffective in predicting the rapid progression of knee
osteoarthritis (OA). MiRNAs show promise as biomarkers for patient stratification. We aimed to develop a
miRNA prognosis model for identifying knee OA structural progressors/non-progressors using integrated
machine/deep learning tools. METHODS: Baseline serum miRNAs from OAI participants were isolated
and sequenced. Participants were categorized based on their likelihood of knee structural
progression/non-progression using MRI and X-ray data. For prediction model development, 152 OAI
participants (91 progressors, 61 non-progressors) were used. MiRNA features were reduced through
VarClusHi clustering. Key miRNAs and OA determinants (age, sex, BMI, race) were identified using
seven machine learning tools. The final prediction model was developed using advanced machine/deep
learning techniques. Model performance was assessed with AUC (95% confidence intervals) and
accuracy. Monte Carlo cross-validation ensured robustness. Model validation used 30 OAI baseline
plasma samples from an independent set of participants (14 progressors, 16 non-progressors).
RESULTS: Feature clustering selected 107 miRNAs. Elastic Net was chosen for feature selection. An
optimized prediction model based on an Artificial Neural Network (ANN) comprising age and four miRNAs
(hsa-miR-556-3p, hsa-miR-3157-5p, hsa-miR-200a-5p, hsa-miR-141-3p) exhibited excellent performance
(AUC, 0.94 [0.89, 0.97]; accuracy, 0.84 [0.77, 0.89]). Model validation performance (AUC, 0.81 [0.63,
0.92]; accuracy, 0.83 [0.66, 0.93]) demonstrated the potential for generalization. CONCLUSION: This
study introduces a novel miRNA prognosis model for knee OA patients at risk of structural progression. It
requires five baseline features, demonstrates excellent performance, is validated with an independent set,
and holds promise for future personalized therapeutic monitoring.

Orthopedics/Bone and Joint Center

Jenkins SM, Elwell J, Muh SJ, Roche CP, Rogalski BL, Eichinger JK, and Friedman RJ. Comparing the
Exactech Equinoxe reverse total shoulder arthroplasty for fracture versus degenerative conditions: 5-year
minimum follow-up. J Shoulder Elbow Surg 2024; Epub ahead of print. PMID: 39510340. Full Text
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BACKGROUND/HYPOTHESIS: Reverse total shoulder arthroplasty (rTSA) has become the operative
treatment of choice for acute proximal humerus fractures in the elderly population, but little data exist on
the long-term outcomes or how they compare to rTSA done for degenerative conditions. The purpose of
this study is to compare the clinical and radiographic outcomes of patients undergoing rTSA for acute
fracture versus degenerative conditions with a minimum 5-year follow-up. METHODS: Data was extracted
from an international registry of patients with the Exactech Equinoxe rTSA implant from 2007 to 2018.
Patients with a minimum follow-up of 5 years were then split into fracture and degenerative cohorts and
matched 1:3 based on age, sex, and follow-up duration. Clinical and radiographic outcomes were
compared between the cohorts including range of motion, patient-reported outcome measures, visual
analouge scale pain score, complication and revision rates, implant characteristics, and scapular
notching. This data was analyzed using Welch's t-test, Fisher's exact test, or Wilcoxon rank sum test.
RESULTS: There were 384 total patients included in the study, with 96 fractures and 288 degenerative.
At a mean follow-up of 6.4 years, the degenerative cohort had significant improvements in all patient-
reported outcome measures and range of motion, compared to their preoperative status. At the latest
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follow-up, the mean American Shoulder and Elbow Surgeons score was 83 and the mean visual
analouge scale pain score was 1.1 for both cohorts. Patients with degenerative indications had greater
forward elevation which did not meet the minimally clinically important difference and greater internal
rotation which did not meet the substantial clinical benefit threshold. Patient satisfaction was very high for
both cohorts, with 97% in the degenerative cohort and 91% in the fracture cohort satisfied with the
procedure (P = .276). Complication and revision rates were similar between the 2 cohorts. Patients in the
fracture cohort had a larger glenosphere diameter (P = .045) and greater combined liner/tray offset

(P = .05). Patients in the elective cohort more frequently required an augmented baseplate (P < .001).
Scapular notching was 11% in the degenerative cohort and 9% in the fracture cohort (P = .82).
CONCLUSION: This study demonstrates no significant differences in the clinical or radiographic
outcomes at a minimum of 5 years follow-up for patients undergoing rTSA for acute fracture versus
degenerative conditions. Patients undergoing rTSA for either indication have similar rates of
complications, revisions, and scapular notching, with high patient satisfaction. Patients undergoing rTSA
for an acute fracture can expect similar results to those undergoing rTSA for degenerative conditions at
minimum 5-year follow-up.

Orthopedics/Bone and Joint Center
Jiang EX, and Day CS. Complications of Volar Versus Low-Profile Dorsal Plating of Distal Radius
Fractures. J Am Acad Orthop Surg 2024; Epub ahead of print. PMID: 39602628. Full Text

From the Department of Orthopedic Surgery, Henry Ford Health System, Detroit, MI.

Distal radius fractures are one of the most common injuries of the upper extremity. Although nonsurgical
management is common, surgical intervention, particularly using volar and dorsal plate fixation, is
essential in a subset of injuries. Historically, dorsal plates were avoided due to a high rate of extensor
tendon irritation and rupture. Volar locking plates were developed in the early 1990s and first published in
2000 to avoid the complications associated with dorsal plating and have since become widely considered
the workhorse for most distal radius fractures. Despite advancements, both fixation methods are still
associated with complications, warranting careful selection based on fracture patterns. The purpose of
this review is to summarize the most recent literature on the complications associated with the use of
volar and low-profile dorsal distal radius plates.

Orthopedics/Bone and Joint Center

Kazi O, Alvero AB, Castle JP, Vogel MJ, Boden SA, Wright-Chisem J, and Nho SJ. Demographic
Disparities and Outcomes Following Hip Arthroscopy: Exploring the Impact of Social Determinants of
Health in Femoroacetabular Impingement Syndrome. J Bone Joint Surg Am 2024; 106(23):2232-2240.
PMID: 39630138. Full Text

Section of Young Adult Hip Surgery, Division of Sports Medicine, Department of Orthopaedic Surgery,
Rush University Medical Center, Rush Medical College of Rush University, Chicago, lllinois.
Department of Orthopaedic Surgery, Henry Ford Health, Detroit, Michigan.

BACKGROUND: The purpose of this study was to explore the impact of social deprivation on
preoperative characteristics and postoperative outcomes following hip arthroscopy (HA) for
femoroacetabular impingement syndrome (FAIS). METHODS: Patients undergoing primary HA for FAIS
were identified, and their social deprivation index (SDI) score was assigned on the basis of the provided
ZIP code. Quatrtiles (Q1 to Q4) were established using national percentiles, with Q4 representing patients
from the areas of greatest deprivation. Patient-reported outcomes (PROs) were collected preoperatively
and at a minimum follow-up of 2 years. Achievement rates for clinically meaningful outcomes, including
the minimal clinically important difference (MCID), patient acceptable symptom state (PASS), and
substantial clinical benefit (SCB), were determined. The incidences of revision HA and conversion to total
hip arthroplasty (THA) were recorded. SDI groups were compared with respect to preoperative
characteristics and postoperative outcome measures. Predictors of MCID, PASS, and SCB achievement;
revision HA; and conversion to THA were identified with use of multivariable logistic regression.
RESULTS: In total, 2,060 hips were included, which had the following SDI distribution: Q1 = 955, Q2 =
580, Q3 = 281, and Q4 = 244. The composition of the included patients with respect to race and/or
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ethnicity was 85.3% Caucasian, 3.8% African American, 3.7% Hispanic, 1.7% Asian, and 5.4% "other."
Patients with more social deprivation presented at a later age and with a higher body mass index (BMI), a
longer duration of preoperative hip pain, and greater joint degeneration (p < 0.035 for all). The most
socially deprived groups had higher proportions of African American and Hispanic individuals, less
participation in physical activity, and greater prevalences of smoking, lower back pain, and Workers'
Compensation (p < 0.018 for all). PRO scores and achievement of the PASS and SCB were worse
among patients from areas of greater social deprivation (p < 0.017 for all). Age, BMI, activity status, race
and/or ethnicity classified as "other," SDI quartile, Workers' Compensation, preoperative back pain,
duration of preoperative hip pain, and Ténnis grade were independent predictors of clinically meaningful
outcome achievement, revision arthroscopy, and/or THA conversion (p < 0.049 for all). CONCLUSIONS:
Individuals with more social deprivation demonstrated inferior postoperative outcome measures. This was
driven primarily by preoperative characteristics such as SDI, hip pain duration, joint degeneration, and
overall health at presentation. Despite differential outcomes, patients still showed clinical improvement
regardless of SDI quartile. LEVEL OF EVIDENCE: Prognostic Level lll. See Instructions for Authors for a
complete description of levels of evidence.

Orthopedics/Bone and Joint Center

Livingston N, Jiang E, Hansen L, Williams A, Wu M, Carrier J, and Day CS. Self-Reported
Improvement After Carpal Tunnel Release in Patients with Motor Axonal Loss. J Hand Surg Am 2024;
Epub ahead of print. PMID: 39641678. Full Text

School of Medicine, Wayne State University, Detroit, MI.

Department of Orthopedic Surgery.

Department of Physical Medicine & Rehabilitation, Electrodiagnostic Medicine, Henry Ford Health
System, Detroit, MI.

School of Medicine, Wayne State University, Detroit, MI; Department of Orthopedic Surgery. Electronic
address: cday9@hfhs.org.

PURPOSE: Electrodiagnostic studies can identify evidence of sensory and motor axonal loss (AL) in
carpal tunnel syndrome (CTS) patients. However, the impact of sensory and motor AL on outcomes
following carpal tunnel release (CTR) remains unclear. We hypothesize that patients with no evidence of
sensory and motor AL will experience greater improvement following CTR compared to those with
evidence of AL. METHODS: Patients undergoing open and endoscopic CTR by four fellowship-trained
orthopedic hand surgeons were identified. Sensory and motor AL were identified using preoperative
electromyography and nerve conduction studies. Patients completed the following before surgery and 3-
month postoperative patient-reported outcomes: Patient-Reported Outcomes Measurement Information
System Upper Extremity (UE) and Pain Interference (PI) as well as Disabilities of the Arm, Shoulder, and
Hand (QuickDASH [QD]). Preoperative and postoperative scores, changes in scores, and rates of
achieving the minimally clinically important difference (MCID) were compared between patients with and
without sensory and motor AL. RESULTS: One hundred and seventy-five patients were included. Of
these, 91 exhibited sensory AL and 98 exhibited motor AL. Demographic matched analysis of patients
with and without sensory AL showed no differences in before surgery, after surgery, difference, or
proportion meeting MCID for UE, PI, or QD. Matched analysis revealed no difference in preoperative
PROMs between patients with and without motor AL. Patients with motor AL had increased postoperative
UE (better function), decreased postoperative Pl (less PI) and QD (less disability), increased changes in
Pl and QD, as well as a greater proportion meeting MCID for QD compared to those without motor AL.
CONCLUSIONS: There was no difference in post-CTR improvement between patients with and without
sensory AL. However, contrary to our hypothesis, motor AL patients experienced greater postoperative
improvement according to QD. These findings suggest surgery should be recommended for severe CTS
patients with evidence of AL. These results can better inform physicians and patients as they discuss
expectations of CTR outcomes. TYPE OF STUDY/LEVEL OF EVIDENCE: Prognosis .

Orthopedics/Bone and Joint Center

Timoteo T, Nerys-Figueroa J, Keinath C, Movassaghi A, Daher N, Jurayj A, Mahylis JM, and Muh
SJ. Lower socioeconomic status is correlated with worse outcomes after arthroscopic rotator cuff repair. J
Orthop Surg Res 2024; 19(1):865. PMID: 39710714. Full Text
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Department of Orthopaedic Surgery, Henry Ford Hospital, Henry Ford Health, 2799 W. Grand Blvd CFP-
6, Detroit, MI, 48202, USA.

Department of Orthopaedic Surgery, Henry Ford Hospital, Henry Ford Health, 2799 W. Grand Blvd CFP-
6, Detroit, MI, 48202, USA. smuhl@hfhs.org.

BACKGROUND: Socioeconomic status has been recognized as a crucial social determinant of health
influencing patient outcomes. Area Deprivation Index (ADI) is a validated measure of an area's
socioeconomic status. Limited data exists on the impact of ADI and clinical outcomes and complications
following rotator cuff repair (RCR). The purpose of this study was to investigate the impact socioeconomic
factors have on outcomes following primary arthroscopic RCR. METHODS: This is a retrospective cohort
study with 1-year follow-up. Patients who underwent primary rotator cuff repair at a single institution from
March 2014 to September 2022 were identified. Patient demographics, pre-and post-operative visual
analog scale (VAS) scores, Patient-Reported Outcomes Measurement Information System (PROMIS)
scores, range of motion, complications, and subsequent ipsilateral shoulder surgeries were collected. ADI
was collected from an online mapping database using each patient's home address. Patients were split
into ADI terciles, with ADI1 representing the least disadvantaged group and ADI3 representing the most
disadvantaged group. Analysis of variance and T-test were used for continuous variables, and chi-square
analyses were conducted for categorical variables. RESULTS: In total, 467 patients underwent RCR and
had complete demographic data and postoperative follow-ups over a year. There was a significant
difference in race, with 78.2% of patients identifying as black in ADI3 and 18.1% in ADI1 (P <.001). Pre-
operative PROMIS-Pain Interference, VAS, forward flexion, and abduction were significantly worse in
ADI3 compared to ADI1 (P =.001, P<.001, P=.012, and P =.023). At one-year postoperative, patients in
ADI3 scored significantly worse than patients in ADI1 in PROMIS- Upper Extremity score (P =.016),
PROMIS- Pain Interference (P <.001), VAS (P <.001), forward flexion (P <.001) and abduction (P =.034).
Higher ADI scores were associated with a positive correlation for pain (r=.258, P =<0.001) a negative
correlation with upper extremity function (r=-.233, P =.026), a positive correlation with pain interference
(r=.355, P <.001), and negative correlation with forward flexion (r = -.227, P <.001). There were no
significant differences in postoperative complications (P = .54), retears (P = .47), or reoperations rates

(P =.22). CONCLUSION: Lower socioeconomic status measured by ADI is associated with worse
preoperative and 1-year postoperative pain, shoulder function, and range of motion following RCR.
However, no differences were appreciated between cohorts regarding reoperation or complications.
LEVEL OF EVIDENCE lll: Retrospective Cohort Study.

Orthopedics/Bone and Joint Center

Yadav RN, Oravec DJ, Cushman T, Rao SD, and Yeni YN. Strength and strain distributions obtained
from digital wrist tomosynthesis discriminate patients with and without a history of fragility fracture. Bone
2024; 192:117368. PMID: 39672218. Full Text

Bone and Joint Center, Henry Ford Health, Detroit, MI, USA.

Division of Endocrinology, Diabetes and Bone & Mineral Disorders, and Bone & Mineral Research
Laboratory, Henry Ford Health, Detroit, MI, USA.

Division of Endocrinology, Diabetes and Bone & Mineral Disorders, and Bone & Mineral Research
Laboratory, Henry Ford Health, Detroit, Ml, USA; Henry Ford Health + Michigan State University Health
Sciences, Detroit, MI, USA.

Bone and Joint Center, Henry Ford Health, Detroit, MI, USA; Henry Ford Health + Michigan State
University Health Sciences, Detroit, Ml, USA. Electronic address: yeni@bjc.hfh.edu.

Bone fractures due to osteoporosis are a significant problem. Limited accuracy of standard bone mineral
density (BMD) for fracture risk assessment, combined with low adherence to bone health screening
precludes identification of those at risk of fracture. Because of the wide availability of digital breast
tomosynthesis (DBT) imaging, bone screening using a DBT scanner at the time of breast screening has
been proposed. Earlier studies have shown that BMD, microstructure, and stiffness of the distal radius
can be calculated using digital tomosynthesis imaging of the wrist (DWT). However, strength and
stress/strain parameters, which are more relevant to structural failure, and have the potential to enhance
the utility of DWT, were not examined previously. Therefore, this study aimed to examine the ability of
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DWT to discriminate patients with and without fragility fracture using DWT based finite element (DWT-FE)
derived strength and stress/strain distribution properties, and to determine in vivo repeatability of these
biomechanical properties. Twenty-two postmenopausal women with any fragility fracture (included spine,
hip, distal radius, humerus and tibia fractures) and 68 without were recruited. Each participant's
nondominant arm (dominant arm if history of fracture in the nondominant arm) was scanned with DWT
and compressive loading was simulated using FE modeling. Six additional patients were DWT-scanned
thrice, with repositioning, to determine the repeatability of the study variables. Age and T-score were not
different between fracture and nonfracture groups (p > 0.1), but strength and stress/strain parameters
were significant predictors of fracture status (AUC = 0.64-0.74). Standard deviation of tensile strain was
the most discriminatory variable for fracture status (AUC = 0.74) and was independent from stiffness.
Repeatability error of DWT biomechanical properties was 0.7 % to 5.8 %. This study demonstrated that
DWT-FE based strength and standard deviation of tensile strain were reproducible and predict fracture
status independent from BMD and stiffness. The results suggest that the accuracy of fracture risk
screening can be improved in the highly accessible environment of mammographic imaging.

Orthopedics/Bone and Joint Center

Zang K, Brossard M, Wilson T, Ali SA, and Espin-Garcia O. A scoping review of statistical methods to
investigate colocalization between genetic associations and microRNA expression in osteoarthritis.
Osteoarthr Cartil Open 2024; 6(4):100540. PMID: 39640910. Full Text

Department of Epidemiology and Biostatistics, Schulich School of Medicine and Dentistry, The University
of Western Ontario, London, ON, Canada.

Lunenfeld-Tanenbaum Research Institute, Sinai Health, Toronto, ON, Canada.

Henry Ford Health + Michigan State University Health Sciences, Detroit, MI, USA.

Center for Molecular Medicine and Genetics, Wayne State University, Detroit, Ml, USA.

Department of Biostatistics, Krembil Research Institute and Schroeder Arthritis Institute, University Health
Network, Toronto, ON, Canada.

BACKGROUND: Genetic colocalization analysis is a statistical method that evaluates whether two traits
(e.g., osteoarthritis [OA] risk and microRNA [miRNA] expression levels) share the same or distinct genetic
association signals in a locus typically identified in genome-wide association studies (GWAS). This
method is useful for providing insights into the biological relevance of genetic association signals,
particularly in intergenic regions, which can help to elucidate disease mechanisms in OA and other
complex traits. OBJECTIVES: To review the existing literature on genetic colocalization methods, assess
their suitability for studying OA, and investigate their capacity to integrate miRNA data, while bearing in
view their statistical assumptions. DESIGN: We followed scoping review methodology and used
Covidence software for data management. Search terms for colocalization, GWAS, and genetic or
statistical models were used in the databases MEDLINE and EMBASE, searched till March 4, 2024.
RESULTS: Our search returned 546 peer-reviewed papers, of which 96 were included following
title/abstract and full-text screening. Based on both cumulative and annual publication counts, the most
cited method for colocalization analysis was coloc. Four papers examined OA-related phenotypes, and
none examined miRNA. An approach to colocalization analysis using miRNA was postulated based on
further hand-searching. CONCLUSIONS: Colocalization analysis is a largely unexplored method in OA.
Many of the approaches to colocalization analysis identified in this review, including the integration of
GWAS and miRNA data, may help to elucidate genetic and epigenetic factors implicated in OA and other
complex traits.

Otolaryngology — Head and Neck Surgery
Almansour YM, Alani A, Wilson CP, Eide JG, and Craig JR. Medial Flap Turbinoplasty is Unlikely to
Cause Empty Nose Syndrome. Laryngoscope 2024; Epub ahead of print. PMID: 39673254. Full Text

Michigan State University Health Sciences, Lansing, Michigan, U.S.A.

Central Michigan College of Medicine, Mount Pleasant, Michigan, U.S.A.

Department of Public Health Sciences, Henry Ford Health, Detroit, Michigan, U.S.A.

Department of Otolaryngology-Head and Neck Surgery, Henry Ford Health, Detroit, Michigan, U.S.A.
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BACKGROUND: Empty nose syndrome (ENS) is a poorly understood condition that affects a minority of
patients who undergo inferior turbinate (IT) surgery. The Empty Nose Syndrome 6-item Questionnaire
(ENS6Q) was validated to diagnose ENS following IT reduction, with an ENS6Q = 11 being suggestive of
ENS. Medial flap turbinoplasty (MFT) involves IT bone removal + submucosal reduction (SMR) and is
highly effective at surgically treating IT hypertrophy. This study's purpose was to determine the incidence
of ENS following MFT by comparing ENS6Q scores preoperatively and postoperatively. METHODS: A
retrospective cohort study was conducted on consecutive patients who underwent bilateral MFT with or
without septoplasty to address nasal obstruction. Preoperative and postoperative nasal obstruction and
septoplasty effectiveness (NOSE, 0-20) and ENS6Q (0-30) scores were compared at a minimum

12 months postoperatively. RESULTS: Of 100 patients, mean age was 48.9 years and 53% were male.
Mean follow-up was 25.0 months (range: 12-66 months). Patients underwent MFT with SMR in 70% of
cases, whereas 30% had bone removal only, and 79% had septoplasty. NOSE scores decreased
significantly postoperatively (mean 9-point reduction, p <0.0001). Mean preoperative and postoperative
ENS6Qs were 8.5 and 3.0, respectively, with a mean 5.6-point decrease postoperatively (p <0.0001).
While some patients developed elevated ENS6Q scores mainly in the first 3 months postoperatively, no
patients had ENS6Q scores 211 at final follow-up. CONCLUSIONS: MFT * septoplasty led to significant
long-term reduction in nasal obstruction, with no patients ultimately developing ENS6Q = 11
postoperatively. Therefore, MFT was unlikely to cause ENS. LEVEL OF EVIDENCE: Level 4
Laryngoscope, 2024.

Otolaryngology — Head and Neck Surgery

Imbrogno G, Lorenzi A, Borloni R, Scaini R, Testori T, Felisati G, Saibene AM, and Craig JR. Maxillary
Sinusitis Following Orthognathic Surgery: Should It Be Considered Odontogenic Sinusitis? Clin Case Rep
2024; 12(12):€9654. PMID: 39619300. Full Text

Otolaryngology Unit, Santi Paolo e Carlo Hospital, Department of Health Sciences Universita Degli Studi
di Milano Milan Italy.

Division of Otolaryngology, Department of Surgical Sciences Universita Degli Studi di Torino Turin Italy.
Dental Clinic, Section of Implant Dentistry and Oral Rehabilitation IRCCS Galeazzi Sant'/Ambrogio
Hospital Milan Italy.

Department of Otolaryngology-Head and Neck Surgery Henry Ford Health Detroit Michigan USA.

Maxillary sinusitis is a recognized complication following dental procedures, but its occurrence after
orthognathic surgery, such as Le Fort osteotomies, remains less documented. This case report presents
a 58-year-old female who developed unilateral maxillary sinusitis 23 years post-orthognathic surgery. The
patient was asymptomatic, aside from occasional cacosmia, and was incidentally found to have sinus
opacification on a computed tomography (CT) scan performed for implant-prosthetic rehabilitation. Nasal
endoscopy revealed purulence and mucosal edema, prompting endoscopic sinus surgery (ESS).
Intraoperatively, purulent material and fungal debris were removed from the maxillary sinus, confirming
bacterial sinusitis with a concurrent fungal ball. S. salivarius and Klebsiella species were identified from
the cultures. The patient's condition improved following the removal of both the sinus contents and the
retained titanium plates and screws. This case underscores the potential for maxillary sinusitis to develop
long after orthognathic surgery, particularly in the presence of retained dental hardware. It highlights the
importance of thorough imaging and endoscopic evaluation in patients with a history of dental or facial
surgeries presenting with sinonasal symptoms. Additionally, it raises questions about the role of retained
hardware in the persistence or recurrence of infection and the possible association with fungal ball
formation. The need for further research to establish guidelines for the management of sinusitis in such
contexts, particularly regarding the removal of facial hardware, is emphasized.

Otolaryngology — Head and Neck Surgery

Levin AM, Okifo O, Buhl K, Ouchi T, Parker B, Tan J, Datta |, Dai X, Chen Y, Palanisamy N,
Veenstra J, Carskadon S, Li J, Ozog D, Keller CE, Chitale D, Bobbitt KR, Crawford HC, Steele N, Mi
QS, and Jones LR. Higher expression of mir-31-5p is associated with reduced risk of head and neck
keloid recurrence following surgical resection. Laryngoscope Investig Otolaryngol 2024; 9(6):e70040.
PMID: 39664781. Full Text
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Department of Public Health Science Henry Ford Health Detroit Michigan USA.
Center for Bioinformatics Henry Ford Health Detroit Michigan USA.
Department of Otolaryngology Henry Ford Hospital Detroit Michigan USA.
Department of Pathology Henry Ford Hospital Detroit Michigan USA.
Department of Urology Henry Ford Hospital Detroit Michigan USA.
Department of Dermatology Henry Ford Hospital Detroit Michigan USA.

Henry Ford Cancer Institute Detroit Michigan USA.

OBJECTIVE: In this study, we aimed to evaluate mir-31-5p as a prognostic biomarker of keloid disease
(KD) recurrence using a retrospective, treatment naive, surgical cohort of head and neck KD cases from
Henry Ford Health. METHODS: Using a tissue microarray, mir-31-5p expression was measured with
miRNAscope, and mir-31-5p cell positivity was determined with QuPath. Logistic regression was used to
test the association between mir-31-5p positive cells and KD recurrence at 1 year. In an independent
dataset, associations between mir-31-5p and messenger RNA (mRNA) expression were assessed.
Ingenuity Pathway Analysis identified target genes and pathways impacted by mir-31-5p. RESULTS: Of
the 58 KD patients, 42 (72%) received adjuvant triamcinolone injections, and 8 recurred (14%). mir-31-5p
was expressed in 48 (83%) specimens. Increasing mir-31-5p expression was associated with decreased
risk of recurrence (p =.031), with an odds ratio of 0.86 (95% CI 0.75-0.98) for each 20% increase in mir-
31-5p cellular positivity. This effect persisted with triamcinolone treatment (odds ratio 0.82; 95% CI 0.71-
0.95; p=.015). mir-31-5p correlated with gene expression enriched in KD pathways, including mRNA
splicing and autophagy. CONCLUSION: Taken together, our data supports the association between mir-
31-5p expression and KD recurrence. Its potential as a prognostic biomarker should be further
investigated. LEVEL OF EVIDENCE: Level 2.

Otolaryngology — Head and Neck Surgery

Mansour Y, Haddad L, Breeden Z, and Kulesza RJ, Jr. Impact of repeated intranasal gentamicin
irrigation on auditory brainstem evoked potentials in rats. Exp Brain Res 2024; 243(1):20. PMID:
39656249. Full Text

Department of Otolaryngology - Head and Neck Surgery, Henry Ford Macomb Hospital, Clinton
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Department of Anatomy, Lake Erie College of Osteopathic Medicine, 1858 West Grandview Blvd Erie,
Erie, PA, 16504, USA.

Department of Anatomy, Lake Erie College of Osteopathic Medicine, 1858 West Grandview Blvd Erie,
Erie, PA, 16504, USA. rkulesza@lecom.edu.

Gentamicin is a bactericidal aminoglycoside antibiotic that broadly targets Gram-negative microbes. Both
human and animal studies have shown that administration of gentamicin is ototoxic by several routes of
administration and results in sensorineural hearing loss due to damaged hair cell at the base of the
cochlea. However, gentamicin is also administered intranasally to treat sinusitis in humans, but no animal
studies have examined ototoxicity of gentamicin administered via this route. We hypothesized that
intranasal irrigation of gentamicin will result in ototoxicity and impaired auditory function similar to
systemic delivery. We investigated this hypothesis in Sprague-Dawley rats that received intranasal
irrigations of gentamicin or saline from postnatal day (P) 21-31. We examined auditory function by
assessing brainstem auditory evoked potentials in response to both broadband clicks and pure tone-pips
(4, 8, 16, 24 and 32 kHz) on P41. We found significant changes in auditory function in gentamicin-
exposed animals. Specifically, gentamicin-exposed animals had significantly higher thresholds in
response to both clicks and tone-pips. In response to broadband clicks, there were no changes in latency
for waves | through IV. However, we found significantly longer wave and interwave latencies for all waves
in response to the 24 kHz tone-pip. Together, these findings suggest that intranasal administration of
gentamicin results in impaired auditory function consistent with other routes of delivery.
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Nguyen TV, Abiri A, Idowu V, Patel S, Truong T, Lerner DK, Workman AD, Batra PS, Campbell RG,
Craig JR, Croshy DL, Douglas JE, Eide JG, Kohanski MA, Kshirsagar RS, Locke TB, Papagiannopoulos
P, Tajudeen BA, Tong CCL, Adappa ND, Palmer JN, and Kuan EC. Outcomes of Autologous versus
Synthetic Inlay Grafts After Skull Base Reconstruction for High-Flow Defects: A Multicenter Case-Control
Analysis. Int Forum Allergy Rhinol 2024; Epub ahead of print. PMID: 39740087. Full Text
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Pearl ES, Murray MF, Haley EN, Snodgrass M, Braciszewski JM, Carlin AM, and Miller-Matero LR.
Weight and shape overvaluation and its relation to anxiety, depression, and maladaptive eating
symptoms for patients up to 4 years after bariatric surgery. Surg Obes Relat Dis 2024; Epub ahead of
print. PMID: 39710526. Full Text

Behavioral Health, Henry Ford Health, Detroit, Michigan. Electronic address: epearl2@hfhs.org.
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BACKGROUND: Weight and shape overvaluation (WSO; undue influence of weight and shape on self-
evaluation) is common among individuals undergoing bariatric surgery. Little is known about how WSO
relates to poorer outcomes for patients remote from surgery. OBJECTIVES: To examine associations
between WSO with anxiety and depression symptoms and various maladaptive eating behaviors in
patients up to 4 years post-bariatric surgery. SETTING: Henry Ford Health, United States. METHODS:
Patients who underwent surgery between 2018 and 2021 were invited to complete the study between
2021 and 2022. Participants (N = 765) completed anxiety and depression symptom and eating behavior
measures. RESULTS: Participants endorsed moderate WSO (M = 3.62, standard deviation = 1.87), which
was positively related to anxiety (r = .37) and depression (r = .20) symptoms; eating in response to
anger/frustration (r = .26), anxiety (r = .28), and depression (r = .31); and addictive eating behaviors (r =
.26); and was significantly associated with the presence of loss-of-control (odds ratio [OR] = 1.39), binge
(OR =1.39), and graze (OR = 1.24) eating. WSO also was related to more frequent grazing (r = .23) but
not loss-of-control or binge eating frequency for participants who endorsed behavior presence.
CONCLUSIONS: Findings underscore that links between WSO, psychiatric distress, and maladaptive
eating behaviors persist up to 4 years after bariatric surgery. These domains should be assessed at
bariatric follow-ups, and assessment of WSO may help providers identify patients at risk for poorer
outcomes. Findings should be used to inform temporal modeling of how WSO may predispose patients to
poorer bariatric outcomes.
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Prince ADP, Oslin K, Smith JD, Hershey E, Chionis L, Allevato M, Chinn SB, and Prince MEP.
Parotidectomy Trends Toward Outpatient for Benign Disease. Otolaryngol Head Neck Surg 2024; Epub
ahead of print. PMID: 39550622. Full Text
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OBJECTIVE: We evaluate the safety of outpatient parotidectomy. We evaluate factors that lead to
planned admission and compare costs. We evaluate trends toward outpatient, and the outcomes of
switching admission status, total versus superficial approach, and ambulatory versus hospital site.
STUDY DESIGN: Retrospective cohort study. SETTING: Single tertiary academic center. METHODS:
Retrospective review of patients who underwent parotidectomy for benign tumors from 2018 to 2023.
RESULTS: Of 370 parotidectomies performed, there were a planned 162 admissions and 208 outpatient
procedures. A travel time > 60 minutes (odds ratio [OR] = 0.487, confidence interval [CI]: 0.296-0.803,

P =.005) and total parotidectomy (OR = 0.448, Cl: 0.226-0.89, P =.022) decreased the odds of a planned
outpatient procedure. In a multivariable model, longer operative time increased the odds of switching to
inpatient (n =29, OR = 1.02, Cl: 1.007-1.033, P =.002) and drain placement decreased the odds of
switching to outpatient (n =15, OR = 0.035, Cl: 0.004-0.298, P =.002). There was no significant
difference in surgical complications, phone calls, clinic visits, readmission rates, or recurrence between
outpatient and inpatient. This remained true when comparing surgical facility and superficial versus total
parotidectomy. After COVID was declared an emergency, there was a trend toward outpatient
parotidectomy (72.7% vs 48.9%, P <.001), but no change in complication rates. At our institution,
outpatient parotidectomy saved $3838 compared to overnight admission. CONCLUSION: This study
supports that outpatient parotidectomy is safe. This remained true for patients switching admission status,
undergoing superficial or total parotidectomy, and having their operation at an ambulatory site. We
demonstrate that institutions can safely increase outpatient parotidectomy rates and outpatient
parotidectomy is cost effective.

Pathology and Laboratory Medicine

Abusuliman M, Aboeldahb M, Olimy A, Abbas O, Abusuliman A, Jamali T, Gavidia Rosario A, Yuan L,
and Pompa R. Rare Thymoma With Solitary Liver Metastasis. ACG Case Rep J 2024; 11(12):e01562.
PMID: 39624200. Full Text
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Thymomas are rare, malignant, epithelial tumors of the thymus gland. Extrathoracic metastasis of
thymoma is exceedingly rare, particularly when isolated to the liver. We report an 89-year-old man who
presented with urinary retention. Exploratory computed tomography imaging revealed a heterogeneous
mass in the aortopulmonary window and a 1.9 cm lesion in the left hepatic lobe. Results from magnetic
resonance imaging, positron emission tomography-computed tomography, and histopathological analysis
of biopsy samples collectively supported a diagnosis of metastatic type B2 thymoma. To the best of our
knowledge, this is the oldest patient to be diagnosed with metastatic type B2 thymoma. Metastatic
thymoma is difficult to identify, and patients with mediastinal mass identified after any presentation should
be evaluated for malignant spread.

Pathology and Laboratory Medicine

Ahsan BU, Paridon AA, Gaba AR, Zhang Z, and Azordegan N. Prolapsed Epiploica of Colon
Presenting as a Vaginal Polyp After Robotic Hysterectomy: A Case Report and Review of the Literature.
Am J Case Rep 2024; 25:€944892. PMID: 39604203. Full Text
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Department of Pathology and Laboratory Medicine, Henry Ford Health, Detroit, Ml, USA.
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BACKGROUND Hysterectomy is a gynecological procedure that can lead to complications arising from
structural changes incurred during the surgical process. Vaginal nodules may appear at the vaginal cuff
after hysterectomy, which could be indicative of recurring cancer, endometriosis, or formation of fistulae
or granulation tissue. In rare instances, abdominal organ prolapse occurs after vaginal cuff dehiscence.
Prolapse of the terminal ileum is the most common type of prolapse from vaginal cuff dehiscence, but
prolapsed epiploica of colon after hysterectomy occurs in rare instances. Epiploic appendages are a type
of fatty tissue attached to the colonic surface that can become inflamed or necrotic and detach from the
colon. The purpose of this report is to describe a rare case of prolapsed epiploica of colon at the vaginal
cuff. CASE REPORT A 55-year-old woman who had robot-assisted laparoscopic hysterectomy for
endometrioid carcinoma presented with a vaginal polyp 2 months after surgery. Histological analysis of
the excised polyp revealed adipose tissue with fat necrosis and calcification, indicative of prolapsed
epiploica of colon. This is the first report of post-hysterectomy epiploica of colon at the vaginal cuff not
associated with obvious dehiscence. CONCLUSIONS This case highlights the importance of thorough
histological analysis of excised vaginal nodules and consideration of prolapsed epiploica of colon in the
differential diagnoses in addition to benign and malignant vaginal neoplasms.
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Boettcher SR, Kenney RM, Arena CJ, Beaulac AE, Tibbetts RJ, Shallal AB, Suleyman G, and Veve
MP. Say it ain't Steno: a microbiology nudge comment leads to less treatment of Stenotrophomonas
maltophilia respiratory colonization. Infect Control Hosp Epidemiol 2024; 1-5. Epub ahead of print. PMID:
39623552. Full Text

Department of Pharmacy, Henry Ford Hospital, Detroit, MI, USA.
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Wayne State University, Detroit, MI, USA.
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OBJECTIVE: To describe the effect of a Stenotrophomonas maltophilia (SM) respiratory culture nudge on
antibiotic use in colonized patients. DESIGN: IRB-approved quasi-experiment. SETTING: Five acute-care
hospitals in Michigan. PATIENTS: Adult patients with SM respiratory culture between 01/01/2022 and
01/27/2023 (pre-nudge) and 03/27/2023-12/31/2023 (post-nudge). Patients with active
community/hospital/ventilator-acquired pneumonia or who received SM-targeted antibiotics at the time of
culture were excluded. METHODS: A nudge comment was implemented 02/2023 stating: "S. maltophilia
is a frequent colonizer of the respiratory tract. Clinical correlation for infection is required. Colonizers do
not require antibiotic treatment.” The primary outcome was no treatment with SM-therapy; secondary
outcomes were treatment with SM-therapy 272 hrs, length of stay, and in-hospital, all-cause mortality.
Safety outcomes included antibiotic-associated adverse drug events (ADEs). RESULTS: 94 patients were
included: 53 (56.4%) pre- and 41 (43.6%) post-nudge. Most patients were men (53, 56.4%), had
underlying lung disease (61, 64.8%), and required invasive ventilatory support (70, 74.5%). Eleven
(11.7%) patients resided in a long-term care facility. No treatment with SM therapy was observed in 13
(23.1%) pre- versus 32 (78.0%) post-nudge patients (P <0.001). There were no differences in secondary
outcomes. Antibiotic-associated ADEs were common (33/41, 76%) in patients who received 272hrs of
SM-therapy: fluid overload (18, 44%), hyponatremia (17, 42%), elevated SCr (12, 29%), hyperkalemia (5,
12%). After adjustment for confounders, post-nudge was associated with 11-fold increased odds of no
treatment with SM-therapy (adjOR, 11.72; 95%ClI, 4.18-32.83). CONCLUSIONS: A targeted SM nudge
was associated with a significant reduction in treatment of colonization, with similar patient outcomes.
SM-treated patients frequently developed antibiotic-associated ADEs.
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Kady N, Abdelrahman S, Rauf A, Burgess A, Weiss J, Gunasekara H, Ramseier NT, Maine IP, Zevallos-
Morales A, Perez-Silos V, Wolfe A, Hristov A, Brown NA, Inamdar KV, Sverdlov M, Hu YS, Murga-
Zamalloa C, Wang C, and Wilcox RA. The GATA-3-dependent transcriptome and tumor
microenvironment are regulated by elF4E and XPO1 in T-cell ymphomas. Blood 2024; Epub ahead of
print. PMID: 39652777. Full Text

Mansoura University, Egypt.
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The transcription factor GATA-3 and the transcriptional program it regulates have emerged as oncogenic
drivers across diverse T-cell ymphomas (TCL), many of which are resistant to conventional
chemotherapeutic agents and characterized by recurrent losses of key tumor suppressor genes, including
TP53 and PTEN, both of which are clients of the nuclear export protein XPO1. Here we demonstrated
that XPOL1 is highly expressed by malignant T cells expressing GATA-3 and by lymphoma-associated
macrophages (LAM) within their tumor microenvironment (TME). Using complementary genetically
engineered mouse (GEM) models, we demonstrated that TP53 and/or PTEN deficient TCL, and LAM
within their TME, are sensitive to the selective XPO1 antagonist selinexor. In an effort to identify TP53
and PTEN independent mechanisms, we used complementary and orthogonal approaches to investigate
the role of elF4E and XPO1-dependent mMRNA nuclear export in these TCL. We identified a novel role for
elF4E/XPOL1 in exporting GATA-3 and GATA-3-dependent transcripts from the nucleus in TCL, and in the
export of therapeutically relevant transcripts, including CSF-1R, from LAM. Therefore, XPO1 antagonism,
by impairing oncogenic transcriptional programs in TCL and depleting LAM from their TME, is a novel
approach to target two independent dependencies in a group of therapeutically challenging TCL.
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Levin AM, Okifo O, Buhl K, Ouchi T, Parker B, Tan J, Datta |, Dai X, Chen Y, Palanisamy N,
Veenstra J, Carskadon S, Li J, Ozog D, Keller CE, Chitale D, Bobbitt KR, Crawford HC, Steele N, Mi
QS, and Jones LR. Higher expression of mir-31-5p is associated with reduced risk of head and neck
keloid recurrence following surgical resection. Laryngoscope Investig Otolaryngol 2024; 9(6):e70040.
PMID: 39664781. Full Text

Department of Public Health Science Henry Ford Health Detroit Michigan USA.
Center for Bioinformatics Henry Ford Health Detroit Michigan USA.
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OBJECTIVE: In this study, we aimed to evaluate mir-31-5p as a prognostic biomarker of keloid disease
(KD) recurrence using a retrospective, treatment naive, surgical cohort of head and neck KD cases from
Henry Ford Health. METHODS: Using a tissue microarray, mir-31-5p expression was measured with
miRNAscope, and mir-31-5p cell positivity was determined with QuPath. Logistic regression was used to
test the association between mir-31-5p positive cells and KD recurrence at 1 year. In an independent
dataset, associations between mir-31-5p and messenger RNA (mMRNA) expression were assessed.
Ingenuity Pathway Analysis identified target genes and pathways impacted by mir-31-5p. RESULTS: Of
the 58 KD patients, 42 (72%) received adjuvant triamcinolone injections, and 8 recurred (14%). mir-31-5p
was expressed in 48 (83%) specimens. Increasing mir-31-5p expression was associated with decreased
risk of recurrence (p =.031), with an odds ratio of 0.86 (95% CI 0.75-0.98) for each 20% increase in mir-
31-5p cellular positivity. This effect persisted with triamcinolone treatment (odds ratio 0.82; 95% CI 0.71-
0.95; p=.015). mir-31-5p correlated with gene expression enriched in KD pathways, including mRNA
splicing and autophagy. CONCLUSION: Taken together, our data supports the association between mir-
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31-5p expression and KD recurrence. Its potential as a prognostic biomarker should be further
investigated. LEVEL OF EVIDENCE: Level 2.

Pathology and Laboratory Medicine

Loveless IM, Kemp SB, Hartway KM, Mitchell JT, Wu Y, Zwernik SD, Salas-Escabillas DJ, Brender S,
George M, Makinwa Y, Stockdale T, Gartrelle K, Reddy RG, Long DW, Wombwell A, Clark JM, Levin
AM, Kwon D, Huang L, Francescone R, Vendramini-Costa DB, Stanger B, Alessio A, Waters AM, Cui
Y, Fertig EJ, Kagohara LT, Theisen B, Crawford HC, and Steele NG. Human pancreatic cancer single
cell atlas reveals association of CXCL10+ fibroblasts and basal subtype tumor cells. Clin Cancer Res
2024; Epub ahead of print. PMID: 39636224. Full Text
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PURPOSE: Pancreatic ductal adenocarcinoma (PDAC) patients with tumors enriched for the basal-like
molecular subtype exhibit enhanced resistance to standard of care treatments and have significantly
worse overall survival (OS) compared to patients with classical subtype enriched tumors. It is important to
develop genomic resources, enabling identification of novel putative targets in a statistically rigorous
manner. EXPERIMENTAL DESIGN: We compiled a single cell RNA sequencing (scRNAseq) atlas of the
human pancreas with 229 patient samples, aggregated from publicly available raw data. We mapped cell-
type specific ScRNAseq gene signatures in bulk RNAseq (n=744) and spatial transcriptomics (ST) (n=22)
and performed validation using multiplex immunostaining. RESULTS: Analysis of tumor cells from our
scRNAseq atlas revealed nine distinct populations, two of which aligned with the basal subtype,
correlating with worse OS in bulk RNAseq. Deconvolution identified one of the basal populations to be the
predominant tumor subtype in non-dissociated ST tissues and in vitro tumor cell and patient-derived
organoid lines. We discovered a novel enrichment and spatial association of CXCL10+ cancer associated
fibroblasts (CAFs) with basal tumor cells. We identified that besides immune cells, ductal cells also
express CXCR3, the receptor for CXCL10, suggesting a relationship between these cell types in PDAC
tumor microenvironment. CONCLUSIONS: We show that our scRNAseq atlas (700,000 cells), integrated
with ST data, has increased statistical power and is a powerful resource, allowing for expansion of current
subtyping paradigms in PDAC. We uncovered a novel signaling niche marked by CXCL10+ CAFs and
basal tumor cells that could be explored for future targeted therapies.

Pathology and Laboratory Medicine

Wen T, Shayota BJ, Wallace L, Mani C, Davis N, and Zhao J. A Case Report on 13g12.3 Microdeletion
Syndrome Caused by HMGB1 Haploinsufficiency. Case Rep Genet 2024; 2024:1912620. PMID:
39635340. Full Text
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Heterozygous microdeletions at 13q12.3 are associated with a rare genetic disorder, 13912.3
microdeletion syndrome, characterized by intellectual disability, microcephaly, development delay, facial
dysmorphisms, atopy, and obesity. Reported 13g12.3 microdeletions vary in size and typically
encompass multiple genes. Previous studies have defined a minimal overlap region of 13912.3
microdeletions and suggested that most of the phenotype associated with the 13g12.3 microdeletion
syndrome could be attributed to the loss of the high mobility group box 1 (HMGB1) gene within the
overlap region. Here, we report a pediatric patient who had typical phenotypic features of 13q12.3
microdeletion syndrome, including motor and moderate speech developmental delays, microcephaly, and
severe atopy, along with anxiety and aggressive behaviors. Trio-based microarray analysis identified a
62-kb apparently de novo heterozygous deletion at 13g12.3 in the proband, fully encompassing all coding
exons of the HMGB1 gene yet not affecting any other neighboring genes. This case report presents a
rare HMGBL1 single-gene deletion in a patient with classic features of 13g12.3 microdeletion syndrome,
allowing a better delineation of clinical phenotypes associated with the loss of HMGBL1. Our findings,
together with previous reports, strongly support the pathogenic role of HMGB1 haploinsufficiency in the
13g12.3 microdeletion syndrome.
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Xu Z, Theisen BK, Chang Q, Schultz D, and Ahsan BU. Survival outcomes of poorly differentiated
colorectal carcinoma variants: Insights from a single teaching institute. Hum Pathol 2024; 154:105710.
PMID: 39716575. Full Text
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Henry Ford Health, Detroit, MI, USA; Michigan State University College of Human Medicine, East
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The morphologic diagnosis of colorectal carcinoma (CRC) is typically straight forward. However, there are
certain subtypes of CRC that pose diagnostic challenges for daily practice due to sometimes overlapping
morphologic and immunohistochemical features. These subtypes include poorly differentiated
adenocarcinoma NOS, in the absence of conventional morphology (PDA-NOS), large cell neuroendocrine
carcinoma (LCNEC), medullary carcinoma (MC), undifferentiated carcinoma (UC) and
lymphoepithelioma-like carcinoma (LELC). This study aims to see if there is a survival difference between
poorly differentiated variants of CRC, as well as other clinicopathological features that may affect
prognosis. Additionally, we analyzed interobserver agreement among gastrointestinal pathologists (GP) at
our institution in subclassifying poorly differentiated CRC. All consecutive patients with the diagnoses of
PDA-NOS, MC, LCNEC, UC and LELC between July 2018 and July 2023 were included. Cox
proportional regression test was used for multivariate analysis, while log-rank and Kaplan-Meier tests
were used for univariate and survival analyses. Out of the same cohort of patients, 58 samples identified
and reviewed by 3 Gl-subspecialty-trained pathologists who were asked to assign the cases as PDA-
NOS, LCNEC, MC, UC and LELC. Interobserver agreement was analyzed using Fleiss Kappa. Of the
total 77 patients, 63 were PDA-NOS, 3 were LCNEC, 6 were MC, 4 were UC and 1 was LELC patients.
Multivariate analysis using Cox proportional regression showed that tumor size (p = 0.001, HR =1.22,
95% CI 1.08-1.38), patient age (p = 0.001, HR 1.73, 95% CI 1.24-2.40), and M stage (p = 0.02, HR 2.22,
95% CI 1.14-4.32) were significantly associated with worse OS. For the 58 cases analyzed, 3 GP agreed
on 42 (72%) cases. The most common diagnosis was PDA-NOS and for 33 (57%) agreement was
unanimous. There was moderate agreement (k 0.41-0.60) between all 3 GP. Our study evaluated the
challenges associated with histological evaluation of colon cancers with poorly differentiated
morphologies. Among the diagnoses considered in the study, MC and LCNEC had different prognostic
implications compared to PDA-NOS and UC. Additionally, our GP showed moderate interobserver
agreement, indicating that some level of variability in diagnosing poorly differentiated CRC subtypes may
be inevitable.
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BACKGROUND: National mandates require screening for and addressing health-related social needs
(HRSNSs) in healthcare settings. However, differences in HRSN screening process (i.e., completed
screenings, screening results, documented offer of assistance, documented assistance request) have
been reported by population subgroup. Knowledge of the most effective HRSN screening and intervention
methods is limited. We sought to describe differences in completed HRSN screenings, screening results,
and assistance request rates across patient and healthcare visit characteristics. METHODS: We
examined data from all patients aged =18 years and residing in the US receiving services at a large,
Midwestern healthcare system with a goal to screen all patients for HRSN at least once annually between
July 2021-June 2023 (n = 1,190,488). We examined the proportion of patients with any HRSN screening,
with any reported HRSN, asked whether they wanted assistance, or who requested assistance for a
reported HRSN stratified by patient demographics and healthcare visit characteristics (i.e., payer,
screening location, who completed the screening). RESULTS: Less than half of eligible patients (47.0 %)
were screened for HRSNs. About one-sixth (16.9 %) reported any HRSN. Although most patients
reporting HRSNs were asked whether they wanted assistance, only about one-quarter (26.8 %)
responded affirmatively. Proportions included in each step of the HRSN screening process significantly
differed by patient and healthcare visit characteristics. DISCUSSION: This study is one of the first to
investigate various steps of a population-wide HRSN screening program. Our findings suggest that
examining differences in HRSN screening process by population subgroup is key to addressing HRSNs
through a health equity lens.
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Afrah A, Finkel MA, Fonseca C, Asato MT, Jay MS, Pappas A, Gowda SB, and Jay A. Demineralization
of Osseous Structures as Presentation of a Rare Genetic Disorder That Is Associated With a High Rate of
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Department of Pediatrics, Division of Pediatric Pulmonology, University of Michigan, Medicine, Ann Arbor,
Michigan, USA.

Division of Genetic, Genomic and Metabolic Disorders, Department of Pediatrics, University of Michigan,
Ann Arbor, Michigan, USA.

Department of Pediatrics, Division of Pediatric Hospital Medicine, University of San Francisco, San
Francisco, California, USA.

98


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39586330
http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39703927

Department of Genetics, Advent Health, Orlando, Florida, USA.
Department of Pediatrics, Medical College of Wisconsin, Milwaukee, Wisconsin, USA.
Henry Ford St. John Hospital, Detroit, Michigan, USA.

Objectives: Describe the details of the clinical presentation, diagnostic challenges, and management of a
female neonate with neonatal severe hyperparathyroidism (NSHPT). Methods: This case report was
developed from a retrospective chart review. The female infant was born to consanguineous parents-first
cousins, with multiple prenatal concerns, including gestational diabetes, intrauterine growth restriction,
polyhydramnios, and suspicion of a hypoplastic left atrium on prenatal echocardiogram (ECHO).
Following a planned C-section at 37 weeks gestation, the neonate exhibited moderate respiratory distress
with subcostal retractions. On physical examination, craniotabes, a bell-shaped chest, and a continuous
machinery-type murmur were noted. Results: Evaluation at birth revealed a large Patent Ductus
Arteriosus and significant demineralization of skeletal structures with atypical rib morphology. Lab work at
24 h of life (HOL) showed elevated serum calcium level (14.3 mg/dL), ionized calcium-iCal (2.32 mmol/L),
and normal 25-OH Vitamin D (54.2 ng/mL). A comprehensive skeletal survey uncovered generalized
osteopenia, metaphyseal lucencies, and evidence of healing fractures. Repeat lab work at 43 HOL,
showed serum calcium of 18.0 mg/dL, iCal 2.67 mmol/L, and elevated parathyroid hormone (PTH) of
2116 pg/mL. Diagnosis of NSHPT was established based on laboratory findings. Molecular testing
confirmed a homozygous variant (c.1744T >A; p.Cys582Ser) in the calcium-sensing receptor (CaSR)
gene which confirmed the diagnosis of NSHPT. NSHPT, a rare genetic disorder associated with high
mortality rates, is often caused by inactivating CaSR gene variants. The patient's family history revealed a
strong correlation with familial hypocalciuric hypercalcemia (FHH), a benign condition associated with
asymptomatic hypercalcemia, normal to minimally elevated parathyroid level, and hypocalciuria, it is
caused by heterozygous inactivating mutations in the CaSR gene. Treatment of NSHPT typically involves
total or subtotal parathyroidectomy; however, initial medical intervention is often necessary. In this case,
the neonate underwent medical treatment with calcitonin, furosemide to help facilitate renal clearance of
calcium, and intravenous fluids before a successful parathyroidectomy. Conclusions: This case
accentuates the importance of considering rare genetic disorders in neonates with complex clinical
presentations and affirms the need for comprehensive counseling and education, particularly in
consanguineous parents, to address familial implications and guide appropriate interventions.
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Benn P, Wang Y, Gray J, Dugan EK, Hajjar M, Prigmore B, Souter V, and Wolf B. Evaluating
Reproductive Carrier Screening using Biotinidase Deficiency as a Model: Variants Identified, Variant
Rates and Management. Genet Med 2024; 101345. Epub ahead of print. PMID: 39688110. Full Text
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PURPOSE: To review biotinidase gene (BTD) variants identified in a large, diverse, reproductive carrier
screening (RCS) cohort and outline management of heterozygotes with pathogenic or likely pathogenic
(P/LP) variants. METHODS: This retrospective observational study included samples tested from January
2020 to September 2022 in a 274-gene panel. The study involved females aged 18 to 55 years.
Screening was performed using next generation sequencing covering exons and 10 base-pair flanking
introns. The heterozygote frequency was calculated for P/LP variants for the entire population and
individual racial/ethnic groups. RESULTS: Of the 91,637 women tested, 5,625 (6.1%) had a P/LP variant
in BTD. NM_000060.4:¢.1330G>C p.(Asp444His) (referred to as D444H or D424H) alone, or in
combination with another variant, accounted for 5,193 (92.3%) of the positive tests. P/LP heterozygote
rates differed between racial and ethnic groups. We ascertained seven novel P/LP variants not previously
recorded in databases. CONCLUSIONS: The BTD P/LP variants identified through RCS were
substantially compatible with those found through positive newborn screening. Therefore, RCS provides a
potential for earlier diagnosis. We observed significant differences in P/LP heterozygote rates for
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biotinidase deficiency among different racial and ethnic groups. Most reported variants can be interpreted
without requiring determination of serum biotinidase activity.
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Lestishock L, Cuomo C, Hickam T, Johnson-Hooper T, Maddux M, Muzzall E, McManus M, and White
P. Self-perceived importance and confidence of adolescents transitioning to adult care. Health Care
Transit 2025; 3:100086. PMID: 39712478. Full Text
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PURPOSE: Motivational interviewing (MI) techniques are used by health care teams to engage
adolescents and young adults (AYAS) in health care self-management and pediatric to adult health care
transition (HCT) planning efforts. The aim of this study was to assess the initial level of motivation of
AYAs prior to receipt of HCT anticipatory guidance and to determine associations with demographic and
health coverage factors. METHODS: This retrospective study included 5112 AYAs, aged 12-26 years,
from four health systems. All AYAs completed the Got Transition readiness assessment that includes Ml
guestions on importance and confidence related to the move to an adult provider.Independent variables
included demographic and health coverage factors: age, sex, race, ethnicity, language, and insurance
type. The statistical approach included summary statistics, chi-square tests of independence and log-
likelihood ratio tests, and generalized linear models and contrasts. RESULTS: The study results
demonstrate initial trends in importance and confidence scores for AYAs before they became part of a
HCT planning process. Importance scores increased from 12-14 through 18-20 years of age, then
decreased in the 21-26-year group. Confidence scores increased from the 12-14 through the 21-26-year
group.Confidence scores were generally higher than importance scores and were accompanied by
smaller standard deviations. Ethnicity and insurance type also demonstrated an association with Ml
scoring. DISCUSSION: This study provides baseline scores on two key Ml importance and confidence
guestions that can facilitate clinician understanding of AYA engagement in discussing the changes
needed to move to adult care and guides the clinician to start earlier than just before transfer that often
occurs around age 21.
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Objectives: Describe the details of the clinical presentation, diagnostic challenges, and management of a

female neonate with neonatal severe hyperparathyroidism (NSHPT). Methods: This case report was
developed from a retrospective chart review. The female infant was born to consanguineous parents-first
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cousins, with multiple prenatal concerns, including gestational diabetes, intrauterine growth restriction,
polyhydramnios, and suspicion of a hypoplastic left atrium on prenatal echocardiogram (ECHO).
Following a planned C-section at 37 weeks gestation, the neonate exhibited moderate respiratory distress
with subcostal retractions. On physical examination, craniotabes, a bell-shaped chest, and a continuous
machinery-type murmur were noted. Results: Evaluation at birth revealed a large Patent Ductus
Arteriosus and significant demineralization of skeletal structures with atypical rib morphology. Lab work at
24 h of life (HOL) showed elevated serum calcium level (14.3 mg/dL), ionized calcium-iCal (2.32 mmol/L),
and normal 25-OH Vitamin D (54.2 ng/mL). A comprehensive skeletal survey uncovered generalized
osteopenia, metaphyseal lucencies, and evidence of healing fractures. Repeat lab work at 43 HOL,
showed serum calcium of 18.0 mg/dL, iCal 2.67 mmol/L, and elevated parathyroid hormone (PTH) of
2116 pg/mL. Diagnosis of NSHPT was established based on laboratory findings. Molecular testing
confirmed a homozygous variant (¢c.1744T >A; p.Cys582Ser) in the calcium-sensing receptor (CaSR)
gene which confirmed the diagnosis of NSHPT. NSHPT, a rare genetic disorder associated with high
mortality rates, is often caused by inactivating CaSR gene variants. The patient's family history revealed a
strong correlation with familial hypocalciuric hypercalcemia (FHH), a benign condition associated with
asymptomatic hypercalcemia, normal to minimally elevated parathyroid level, and hypocalciuria, it is
caused by heterozygous inactivating mutations in the CaSR gene. Treatment of NSHPT typically involves
total or subtotal parathyroidectomy; however, initial medical intervention is often necessary. In this case,
the neonate underwent medical treatment with calcitonin, furosemide to help facilitate renal clearance of
calcium, and intravenous fluids before a successful parathyroidectomy. Conclusions: This case
accentuates the importance of considering rare genetic disorders in neonates with complex clinical
presentations and affirms the need for comprehensive counseling and education, particularly in
consanguineous parents, to address familial implications and guide appropriate interventions.
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severe and fulminant Clostridioides difficile infection. Int J Infect Dis 2024; 151:107314. PMID: 39603409.
Full Text
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OBJECTIVE: To characterize eravacycline (ERV) treatment for severe or fulminant Clostridioides difficile
infection (CDI) and to describe patient outcomes. METHODS: This was an IRB-approved, cross-section
of adult hospitalized patients with CDI who received adjunctive ERV with standard of care antibiotics
(SOC) for CDI from 01/2019-12/2023 at a 5-hospital health-system. Patients were included if they
received ERV with SOC for 224 hours for severe or fulminant CDI. Patients with a prior history colectomy
or with non-CDI ERYV indications were excluded. The primary outcome was the proportion of patients that
required colectomy due to C. difficile. Secondary outcomes included time to adjunctive ERV, ERV
treatment durations, and in-hospital mortality. RESULTS: Seventy-five patients were included; 25 (33%)
had severe and 50 (67%) fulminant CDI; 23 (31%) had refractory severe/fulminant CDI. Eleven (14.7%)
required colectomy within 30-days of adjunctive ERV. Patients receiving ERV were mostly
immunocompromised with fulminant disease and critical illness. CONCLUSION: ERV may be useful as a
potential adjunctive therapy for severe or fulminant CDI. Patients receiving ERV often were
immunocompromised and had fulminant disease with critical illness. Future comparative studies are
needed to evaluate the impact of adjunctive ERV for CDI.
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Fitzmaurice MG. Evaluating the use of glucagon-like peptide-1 receptor agonists in a matched cohort of
kidney and liver transplant recipients. J Pharm Pract Res 2024. PMID: Not assigned. Full Text
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Background: Diabetes mellitus (DM) and obesity are common among solid organ transplant recipients,
but are associated with an increased risk of graft failure. Aim: Although glucagon-like peptide-1 receptor
agonists (GLP-1 RAs) are effective for managing both conditions in the general population, there is
limited evidence regarding their use among transplant recipients. Method: The effect of GLP-1 RAs on
post-transplant glucose control (defined as haemoglobin Alc [HbA1c]) among 37 liver and kidney
transplant patients was compared to a control cohort. Secondary outcomes included change in total daily
insulin requirements and oral DM agents, estimated glomerular filtration rate (eGFR), weight, and body
mass index (BMI). Adverse events attributed to GLP-1 RAs, hypoglycaemia, incidence of pancreatitis,
biopsy-proven acute rejection, graft loss, and death were assessed. Ethical approval was granted by the
Henry Ford Health Institutional Review Board (Reference no: 15959) and the study conforms with the US
Federal Policy for the Protection of Human Subjects. Results: We observed that patients receiving GLP-1
RAs had a median reduction in HbAlc of 0.5% and reduction in insulin and oral anti-DM agents
compared to the control group without GLP-1 RAs. There were statistically significant reductions in both
weight and BMI in the GLP-1 RA group. Our observed incidence of adverse events was similar to
previous literature. Unlike other smaller studies, a decline in eGFR was observed in the GLP-1 RA group.
There were no differences in incidence of biopsy-proven acute rejection, graft loss, or death. Conclusion:
When compared to patients without GLP-1 RA therapy, GLP-1 RAs modestly reduced HbA1c and insulin
requirements and statistically reduced weight/BMI review at 6 months. GLP-1 RAs, even if initiated early
post-transplant, were seemingly safe and effective. Larger, prospective studies are warranted to evaluate
the safety and efficacy of GLP-1 RAs in this population.
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MP. Say it ain't Steno: a microbiology nudge comment leads to less treatment of Stenotrophomonas
maltophilia respiratory colonization. Infect Control Hosp Epidemiol 2024; 1-5. Epub ahead of print. PMID:
39623552. Full Text
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OBJECTIVE: To describe the effect of a Stenotrophomonas maltophilia (SM) respiratory culture nudge on
antibiotic use in colonized patients. DESIGN: IRB-approved quasi-experiment. SETTING: Five acute-care
hospitals in Michigan. PATIENTS: Adult patients with SM respiratory culture between 01/01/2022 and
01/27/2023 (pre-nudge) and 03/27/2023-12/31/2023 (post-nudge). Patients with active
community/hospital/ventilator-acquired pneumonia or who received SM-targeted antibiotics at the time of
culture were excluded. METHODS: A nudge comment was implemented 02/2023 stating: "S. maltophilia
is a frequent colonizer of the respiratory tract. Clinical correlation for infection is required. Colonizers do
not require antibiotic treatment." The primary outcome was no treatment with SM-therapy; secondary
outcomes were treatment with SM-therapy =72 hrs, length of stay, and in-hospital, all-cause mortality.
Safety outcomes included antibiotic-associated adverse drug events (ADEs). RESULTS: 94 patients were
included: 53 (56.4%) pre- and 41 (43.6%) post-nudge. Most patients were men (53, 56.4%), had
underlying lung disease (61, 64.8%), and required invasive ventilatory support (70, 74.5%). Eleven
(11.7%) patients resided in a long-term care facility. No treatment with SM therapy was observed in 13
(23.1%) pre- versus 32 (78.0%) post-nudge patients (P <0.001). There were no differences in secondary
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outcomes. Antibiotic-associated ADEs were common (33/41, 76%) in patients who received 272hrs of
SM-therapy: fluid overload (18, 44%), hyponatremia (17, 42%), elevated SCr (12, 29%), hyperkalemia (5,
12%). After adjustment for confounders, post-nudge was associated with 11-fold increased odds of no
treatment with SM-therapy (adjOR, 11.72; 95%ClI, 4.18-32.83). CONCLUSIONS: A targeted SM nudge
was associated with a significant reduction in treatment of colonization, with similar patient outcomes.
SM-treated patients frequently developed antibiotic-associated ADEs.
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Pseudomonas aeruginosa in Clinical Settings: A Review of Resistance Mechanisms and Treatment
Strategies. Pathogens 2024; 13(11). PMID: 39599528. Full Text
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Pseudomonas aeruginosa is causing increasing concern among clinicians due to its high mortality and
resistance rates. This bacterium is responsible for various infections, especially in hospital settings,
affecting some of the most vulnerable patients. Pseudomonas aeruginosa has developed resistance
through multiple mechanisms, making treatment challenging. Diagnostic techniques are evolving, with
rapid testing systems providing results within 4-6 h. New antimicrobial agents are continuously being
developed, offering potential solutions to these complex clinical decisions. This article provides a review
of the epidemiology, at-risk populations, resistance mechanisms, and diagnostic and treatment options for
Pseudomonas aeruginosa.
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outcomes of New Delhi metallo-B-lactamase-producing Escherichia coli: A case series. J Glob Antimicrob
Resist 2024; 40:42-46. PMID: 39631625. Full Text

Division of Infectious Diseases, Henry Ford Hospital, Detroit, Ml, USA. Electronic address:
ashalla2@hfhs.org.
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OBJECTIVE: New Delhi metallo-B-lactamase (NDM)-producing carbapenem-resistant Enterobacterales
(CRE) is a globally growing threat. We sought to describe the microbiology, management and outcomes
of patients with this infection at our facility. METHODS: This is a descriptive case series of patients with
NDM-producing Escherichia coli isolated from culture in Detroit between July 2021 and February 2023.
Demographics, risk factors, clinical characteristics, management and outcomes were described.
RESULTS: Nine patients were included in the study. Most patients were female with a median age of 67
years. Hepatobiliary disease accounted for 90% of underlying conditions. Nearly all patients had prior
antibiotic exposure and the most common specimen source was intra-abdominal fluid. Three patients
were not treated due to colonisation; among those treated, the majority received trimethoprim-
sulfamethoxazole. The median treatment duration and length of stay were 7 and 15.5 days, respectively.
Six (67%) patients survived. CONCLUSIONS: This report describes a large case series of NDM-
producing E. coli infection. Patients with significant comorbidities remain at high risk for CRE infection.
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Antibiotic options for the treatment of NDM organisms are very limited; new and effective therapies are
urgently needed.
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Pseudomonas aeruginosa infections in the USA (CACTUS): a multicentre, retrospective, observational
study. Lancet Infect Dis 2024; Epub ahead of print. PMID: 39701120. Full Text

Division of Infectious Diseases, University of Pittsburgh, Pittsburgh, PA, USA.

Division of Infectious Diseases, University of Miami Miller School of Medicine, Miami, FL, USA;
Department of Infection Control and Antimicrobial Stewardship, Jackson Memaorial Hospital, Miami, FL,
USA.

Atrium Health, Charlotte, NC, USA.

University of Michigan College of Pharmacy, Ann Arbor, MI, USA.

Division of Infectious Diseases, Emory University School of Medicine, Atlanta, GA, USA.

Department of Pharmacy, Medical University of South Carolina (MUSC) Health, Charleston, SC, USA.
University of Miami, Miller School of Medicine, Miami, FL, USA.

University of Maryland School of Pharmacy, Baltimore, MD, USA.

University of lllinois Chicago College of Pharmacy, Chicago, IL, USA.

University of Florida Health Shands Hospital, Gainesville, FL, USA.

Temple University School of Pharmacy, Philadelphia, PA, USA.

University of Texas Southwestern Medical Center, Dallas, TX, USA.

Ochsner Health, New Orleans, LA, USA.

Division of Allergy, Immunology, and Infectious Diseases, Rutgers-Robert Wood Johnson Medical School,
New Brunswick, NJ, USA.

Division of Infectious Diseases, University of North Carolina, Chapel Hill, NC, USA.

The University of Kansas Health System, Kansas City, KS, USA.

Division of Infectious Diseases, University of Pittsburgh, Pittsburgh, PA, USA. Electronic address:
ellenkline@pitt.edu.

Binghamton University School of Pharmacy and Pharmaceutical Sciences, Binghamton, NY, USA.
Johns Hopkins University School of Medicine, Baltimore, MD, USA.

University of Wisconsin School of Medicine and Public Health, Madison, WI, USA.

Department of Clinical Pharmacy, University of California, San Francisco, CA, USA.

University of Pittsburgh Medical Center, Pittsburgh, PA, USA.

University of Virginia, Charlottesville, VA, USA.

Division of Infectious Diseases, Houston Methodist Hospital, Houston, TX, USA.

Department of Antimicrobial Stewardship, Northwestern Medicine, Chicago, IL, USA.

Sinai-Grace Hospital Detroit Medical Center, Detroit, Ml, USA.

Division of Infectious Diseases, Weill Cornell Medicine, New York, NY, USA.

Department of Pharmacy, Brigham and Women's Hospital, Boston, MA, USA.

Division of Infectious Diseases, Department of Medicine, and Department of Pharmaceutical Services,
University of California, Los Angeles, CA, USA.

Ochsner Louisiana State University Health, Shreveport, LA, USA.

Department of Pharmacy and Antimicrobial Stewardship, Jackson Memorial Hospital, Miami, FL, USA.
University of Florida College of Pharmacy, Gainesville, FL, USA.

Department of Pharmacy, Henry Ford Hospital, Detroit, MI, USA; Department of Pharmacy Practice,
Eugene Applebaum College of Pharmacy and Health Sciences, Wayne State University, Detroit, MI,
USA.

Department of Pharmacy, Cleveland Clinic, Cleveland, OH, USA.

104


http://sfxhosted.exlibrisgroup.com/hfhs?sid=Entrez:PubMed&id=pmid:39701120

BACKGROUND: Ceftolozane-tazobactam and ceftazidime-avibactam are preferred treatment options for
multidrug-resistant Pseudomonas aeruginosa infections; however, real-world comparative effectiveness
studies are scarce. Pharmacokinetic and pharmacodynamic differences between the agents might affect
clinical response rates. We aimed to compare the effectiveness of ceftolozane-tazobactam and
ceftazidime-avibactam for treatment of invasive multidrug-resistant P aeruginosa infections. METHODS:
This multicentre, retrospective, observational study was conducted at 28 hospitals in the USA between
Jan 1, 2016, and Dec 31, 2023. Eligible patients were adults (age =18 years old) with microbiologically
confirmed multidrug-resistant P aeruginosa pneumonia or bacteraemia treated with ceftolozane-
tazobactam or ceftazidime-avibactam for more than 48 h. Patients were matched (1:1) by study site,
severity of iliness, time to treatment initiation (€72 h or >72 h), and infection type. The primary outcome
was clinical success at day 30, which was defined as survival, resolution of signs and symptoms of
infection with the intended treatment course, and the absence of recurrent infection due to P aeruginosa.
Secondary outcomes included all-cause mortality and development of resistance to study drug.
FINDINGS: 420 eligible patients were included (210 in each treatment group), of whom 350 (83%) had
pneumonia and 70 (17%) had bacteraemia. Baseline demographics, comorbidities, and severity of illness
indicators were similar between groups. On treatment initiation, 336 (80%) patients were in the intensive
care unit, 296 (70%) were receiving mechanical ventilation, and 168 (40%) required vasopressor support.
Clinical success was observed in 128 (61%) of 210 patients treated with ceftolozane-tazobactam and 109
(52%) of 210 patients treated with ceftazidime-avibactam. By conditional logistic regression analysis, the
adjusted odds ratio (aOR) of success after treatment with ceftolozane-tazobactam compared with
ceftazidime-avibactam was 2-07 (95% CI 1-16-3-70). For patients with pneumonia, clinical success was
observed in 110 (63%) of 175 patients in the ceftolozane-tazobactam group and 89 (51%) of 175 patients
in the ceftazidime-avibactam group (aOR 2-34 [95% CI 1-22-4-47]). Among patients with bacteraemia,
rates of clinical success were 51% (18 of 35 patients) for patients treated with ceftolozane-tazobactam
and 57% (20 of 35 patients) for those treated with ceftazidime-avibactam (0-76 [0-23-2-57]). There were
no significant differences between groups in 30-day or 90-day mortality. Among patients whose baseline
isolates were tested for susceptibility, resistance developed in 22% (38 of 173) of patients treated with
ceftolozane-tazobactam and 23% (40 of 177) of patients treated with ceftazidime-avibactam.
INTERPRETATION: Treatment with ceftolozane-tazobactam resulted in higher rates of clinical success
compared with ceftazidime-avibactam for invasive infections due to multidrug-resistant P aeruginosa.
Differences were driven by improved response rates for patients with pneumonia who were treated with
ceftolozane-tazobactam. There were no significant differences between study groups with respect to all-
cause mortality; treatment-emergent resistance was common with both agents. FUNDING: Merck Sharp
& Dohme.
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OBJECTIVE: The objective was to review the pharmacology, efficacy, and safety of intravenous
ceftobiprole in the treatment of bloodstream infections, acute bacterial skin and skin structure infections
(ABSSSIs), community-acquired pneumonia (CAP), and hospital-acquired pneumonia (HAP), or
ventilator-associated pneumonia (VAP). DATA SOURCES: PubMed and ClinicalTrials.gov were searched
using the following terms: ceftobiprole, ceftobiprole medocaril, ceftobiprole medocaril sodium, Zevtera,
and BAL5788. STUDY SELECTION AND DATA EXTRACTION: Articles published in English between
January 1985 and August 15, 2024, related to pharmacology, safety, efficacy, and clinical trials were
reviewed. DATA SYNTHESIS: Ceftobiprole has shown similar efficacy to comparator antibiotics in CAP,
ABSSSIs, and bloodstream infections. Overall treatment success in patients with bacteremia was 69.8%
and 68.7%; 91.3% and 88.1% with ABSSSIs and 86.6% and 87.4% with CAP in ceftobiprole and
comparator groups, respectively. Finally, in the management of HAP and VAP, ceftobiprole was inferior in
the VAP population. Ceftobiprole had a favorable safety profile with gastrointestinal adverse effects
occurring more frequently than comparators. RELEVANCE TO PATIENT CARE AND CLINICAL
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PRACTICE IN COMPARISON TO EXISTING DRUGS: Clinicians have limited options to treat multidrug-
resistant infections. Ceftobiprole has demonstrated efficacy against causative pathogens in specific
infections including methicillin-resistant Staphylococcus aureus bacteremia (SAB), ABSSSI, and CAP and
may be considered a viable alternative. However, ceftobiprole's impact on HAP, VAP, and febrile
neutropenia needs to be further delineated. CONCLUSION: Ceftobiprole's broad-spectrum activity makes
it a viable option for treating patients hospitalized with CAP, ABSSSI, and SAB. Further studies are
needed in severely ill HAP or VAP, febrile neutropenia, and pediatric patients.
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BACKGROUND: Glioblastoma is the most aggressive adult primary brain cancer, characterized by
significant heterogeneity, posing challenges for patient management, treatment planning, and clinical trial
stratification. METHODS: We developed a highly reproducible, personalized prognostication and clinical
subgrouping system using machine learning (ML) on routine clinical data, MRI, and molecular measures
from 2,838 demographically diverse patients across 22 institutions and 3 continents. Patients were
stratified into favorable, intermediate, and poor prognostic subgroups (I, II, 1ll) using Kaplan-Meier
analysis (Cox proportional model and hazard ratios [HR]). RESULTS: The ML model stratified patients
into distinct prognostic subgroups with HRs between subgroups I-1l and I-11l of 1.62 (95%CI: 1.43-1.84,
p<0.001) and 3.48 (95%CI: 2.94-4.11, p<0.001), respectively. Analysis of imaging features revealed
several tumor properties contributing unique prognostic value, supporting the feasibility of a generalizable
prognostic classification system in a diverse cohort. CONCLUSIONS: Our ML model demonstrates
extensive reproducibility and online accessibility, utilizing routine imaging data rather than complex
imaging protocols. This platform offers a unique approach for personalized patient management and
clinical trial stratification in glioblastoma.

Public Health Sciences
Almansour YM, Alani A, Wilson CP, Eide JG, and Craig JR. Medial Flap Turbinoplasty is Unlikely to
Cause Empty Nose Syndrome. Laryngoscope 2024; Epub ahead of print. PMID: 39673254. Full Text
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BACKGROUND: Empty nose syndrome (ENS) is a poorly understood condition that affects a minority of
patients who undergo inferior turbinate (IT) surgery. The Empty Nose Syndrome 6-item Questionnaire
(ENS6Q) was validated to diagnose ENS following IT reduction, with an ENS6Q = 11 being suggestive of
ENS. Medial flap turbinoplasty (MFT) involves IT bone removal £ submucosal reduction (SMR) and is
highly effective at surgically treating IT hypertrophy. This study's purpose was to determine the incidence
of ENS following MFT by comparing ENS6Q scores preoperatively and postoperatively. METHODS: A
retrospective cohort study was conducted on consecutive patients who underwent bilateral MFT with or
without septoplasty to address nasal obstruction. Preoperative and postoperative nasal obstruction and
septoplasty effectiveness (NOSE, 0-20) and ENS6Q (0-30) scores were compared at a minimum

12 months postoperatively. RESULTS: Of 100 patients, mean age was 48.9 years and 53% were male.
Mean follow-up was 25.0 months (range: 12-66 months). Patients underwent MFT with SMR in 70% of
cases, whereas 30% had bone removal only, and 79% had septoplasty. NOSE scores decreased
significantly postoperatively (mean 9-point reduction, p < 0.0001). Mean preoperative and postoperative
ENS6Qs were 8.5 and 3.0, respectively, with a mean 5.6-point decrease postoperatively (p < 0.0001).
While some patients developed elevated ENS6Q scores mainly in the first 3 months postoperatively, no
patients had ENS6Q scores 211 at final follow-up. CONCLUSIONS: MFT % septoplasty led to significant
long-term reduction in nasal obstruction, with no patients ultimately developing ENS6Q = 11
postoperatively. Therefore, MFT was unlikely to cause ENS. LEVEL OF EVIDENCE: Level 4
Laryngoscope, 2024.
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Public Health Sciences

Aspiras O, Hutchings H, Dawadi A, Wang A, Poisson L, Okereke IC, and Lucas T. Medical mistrust
and receptivity to lung cancer screening among African American and white American smokers. Psychol
Health Med 2024; 1-12. Epub ahead of print. PMID: 39608370. Full Text

Charles Stewart Mott, Department of Public Health, Michigan State University, Flint, MI, US.
Department of Surgery, Henry Ford Health, Detroit, MI, US.
Department of Public Health Sciences, Henry Ford Health, Detroit, MI, US.

Although medical mistrust is associated with lower cancer screening uptake among racial minorities, such
as African Americans, potential impacts on cancer screening among White Americans are generally
understudied. In this study, we examined links from medical mistrust to lung cancer screening among
African American (N =203) and White American (N =201) smokers. Participants completed the Group-
Based Medical Mistrust Scale and viewed a brief online educational module about lung cancer risks,
etiology, and screening. Thereafter, participants reported their receptivity to lung cancer screening using
a Theory of Planned Behavior (TPB) measurement framework (attitudes, normative beliefs, perceived
control, and intentions). Medical mistrust predicted lower screening receptivity across all TPB measures
for both racial groups. Although medical mistrust was higher among African Americans, there were no
race differences in screening receptivity. However, there was some evidence that race moderates the
relationship between medical mistrust and screening attitudes. While greater mistrust predicted more
negative attitudes among both races, this effect was stronger among White Americans than African
Americans. Findings suggest that group-based medical mistrust is a barrier to lung cancer screening for
both African Americans and White Americans and illustrates the need to address medical mistrust as a
barrier to screening for both racial minority and nonminority populations.
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Gruchalla RS, Gupta RS, Khurana Hershey GK, Jackson DJ, Kattan M, Liu A, O'Connor GT, Rivera-
Spoljaric K, Phipatanakul W, Rothenberg ME, Seibold MA, Seroogy CM, Teach SJ, Zoratti EM, Togias A,
and Hartert TV. Caregiver worry about COVID-19 as a predictor of social mitigation behaviours and
SARS-CoV-2 infection in a 12-city U.S. surveillance study of households with children. Prev Med Rep
2025; 49:102936. PMID: 39697187. Full Text
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OBJECTIVE: Understanding compliance with COVID-19 mitigation recommendations is critical for
informing efforts to contain future infectious disease outbreaks. This study tested the hypothesis that
higher levels of worry about COVID-19 illness among household caregivers would predict lower (a) levels
of overall and discretionary social exposure activities and (b) rates of household SARS-CoV-2 infections.
METHODS: Data were drawn from a surveillance study of households with children (N = 1913) recruited
from 12 U.S. cities during the initial year of the pandemic and followed for 28 weeks (data collection: 1-
May-2020 through 22-Feb-2021). Caregivers rated how much they worried about family members getting
COVID-19 and subsequently reported household levels of outside-the-home social activities that could
increase risk for SARS-CoV-2 transmission at 14 follow-ups. Caregivers collected household nasal swabs
on a fortnightly basis and peripheral blood samples at study conclusion to monitor for SARS-CoV-2
infections by polymerase chain reaction and serology. Primary analyses used generalized linear and
generalized mixed-effects modelling. RESULTS: Caregivers with high enrollment levels of worry about
COVID-19 iliness were more likely to reduce direct social contact outside the household, particularly
during the U.S.'s most deadly pandemic wave. Households of caregivers with lower COVID-19 worry had
higher odds of (a) reporting discretionary outside-the-home social interaction and (b) SARS-CoV-2
infection. CONCLUSIONS: This was, to our knowledge, the first study showing that caregiver COVID-19
illness worry was predictive of both COVID-19 mitigation compliance and laboratory-determined
household infection. Findings should inform studies weighing the adaptive value of worrying about
infectious disease outbreaks against established detrimental health effects.

Public Health Sciences

Chaker AN, Melhem M, Kagithala D, Telemi E, Mansour TR, Simo L, Springer K, Schultz L, Jarabek
K, Rademacher AF, Brennan M, Kim E, Nerenz DR, Khalil JG, Easton R, Perez-Cruet M, Aleem |, Park
P, Soo T, Tong D, Abdulhak M, Schwalb JM, and Chang V. A propensity score-matched comparison
between single-stage and multistage anterior/posterior lumbar fusion surgery: a Michigan Spine Surgery
Improvement Collaborative study. J Neurosurg Spine 2024; 1-8. Epub ahead of print. PMID: 39705706.
Full Text
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OBJECTIVE: Patients undergoing anterior/posterior lumbar fusion surgery can undergo either a single-
stage or multistage operation, depending on surgeon preference. The goal of this study was to assess
different patient outcomes between single-stage and multistage lumbar fusion procedures in a multicenter
setting. METHODS: The Michigan Spine Surgery Improvement Collaborative database was queried for
anterior/posterior lumbar fusion surgeries between July 2018 and January 2022. Patients who underwent
either single-stage or multistage procedures were included. For multistage procedures, the first surgery
included both anterior lumbar interbody fusions and lateral lumbar interbody fusions. Primary outcomes
included postoperative complications and improvement in patient-reported outcomes: Patient-Reported
Outcomes Measurement Information System Physical Function, EQ-5D, and satisfaction. The two cohorts
were propensity score matched, while Poisson generalized estimating equation models were used for
multivariate analyses. RESULTS: After one-to-one propensity score matching, 355 patients were
identified in the single-stage and multistage cohorts. Single-stage procedures were associated with a
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lower risk of complications (p = 0.024), fewer emergency department visits (p = 0.029), and higher patient
satisfaction after 1 year (p = 0.026) and 2 years (p = 0.007), compared with multistage procedures. After
adjusting for baseline patient and operative characteristics, patients undergoing multistage procedures
had a higher risk of complications (relative risk [RR] 1.17, 95% CI 1.02-1.34; p = 0.026), were less likely
to be satisfied after 1 year (RR 0.83, 95% CI 0.74-0.93; p < 0.001), and were less likely to experience
improvement in back pain after 90 days (RR 0.86, 95% CI 0.75-0.99; p = 0.039) and 2 years (RR 0.76,
95% CI1 0.60-0.96; p = 0.023). CONCLUSIONS: The authors observed that patients who undergo lumbar
fusion surgery using a multistage approach have higher postoperative complication rates and are less
likely to report satisfaction compared with a matched, single-stage procedure cohort.
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Chiarelli G, Davis M, Stephens A, Finati M, Cirulli GO, Morrison C, Sood A, Carrieri G, Briganti A,
Montorsi F, Lughezzani G, Buffi N, Rogers C, and Abdollah F. Racial Disparities in Future Development
of Lethal Prostate Cancer Based on Midlife Baseline Prostate-Specific Antigen. Prostate 2024; e24834.
Epub ahead of print. PMID: 39651707. Full Text
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University, Milan, Italy.
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BACKGROUND: Previous studies found that Midlife Baseline PSA (MB PSA) predicts the risk of
developing lethal prostate cancer (PCa), although the cohorts were homogenous in terms of racial
compositions. We aimed to investigate racial disparities in the predictive value of MB PSA for lethal PCa
in a diverse, contemporary, North American population. METHODS: Our cohort included White and Black
men aged 40-59 years, who underwent MB PSA through our health system. Cumulative incidence curves
depicted lethal PCa stratified by race and MB PSA above/below the median. We utilized time-dependent
Receiver Operating Characteristic (ROC) curves and Area Under the ROC Curve (AUC) to compare the
performance of MB PSA in predicting lethal PCa based on race. Multivariable regression (MVA) was used
to examine the impact of the MB PSA in predicting lethal PCa by race. RESULTS: We included 112,967
men, of whom 27% were Black. The cumulative incidence estimate with MB PSA values equal to the
median at 15 years of follow-up was 0.13 (0.04, 0.32) for White men and 0.55 (0.24, 1.11) for Black men.
AUCs comparison showed no statistically significant differences in the predictive role of MB PSA for lethal
PCa between White and Black men. At MVA, using White patients with PSA < median as the reference
group, the HR of lethal PCa for White men with PSA > median aged 40-44, 45-49, 50-54, and 55-59 was
respectively 2.98 (1.59-5.57), 3.01 (1.89-4.81), 5.10 (3.38-7.70), and 3.38 (2.32-4.92). While for Black
men was respectively 5.50 (2.94-10.27), 4.19 (2.59-6.78), 9.79 (6.37-15.04), and 7.53 (5.03-11.26) (all

p <0.001). CONCLUSION: Our findings indicate that for the same MB PSA and within the same age
category, Black men have a greater risk of developing lethal PCa than White men. A separate cut-off
should be created for MB PSA, if this is to be used to guide PSA screening in clinical practice.
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Briganti A, Montorsi F, Lughezzani G, Buffi N, Rogers C, and Abdollah F. Active surveillance follow-up
for prostate cancer: from guidelines to real-world clinical practice. World J Urol 2024; 42(1):646. PMID:
39589591. Full Text
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PURPOSE: To assess active surveillance (AS) adherence for prostate cancer (PCa) in a "real-world"
clinical practice. MATERIALS AND METHODS: We utilized our institutional database which was built by
interrogating electronic medical records for all men who got diagnosed with PCa from 1995 to 2022. Our
cohort included all patients aged < 76 years, with PCa Gleason Grade (GG) 1 or 2, < cT2¢c, PSA<20
ng/ml at diagnosis, enrolled on AS, and with at least one biopsy after diagnosis. Patients were separated
into two groups based on the monitoring intensity. Patients with at least 1 PSA/year and at least 1 biopsy
every 4 years were categorized as adherent to guidelines. Univariable and Multivariable logistic
regression analyses were used to examine the impact of covariates on non-adherence to guidelines.
Competing risks cumulative incidence was used to depict prostate cancer-specific mortality (PCSM).
RESULTS: A total of 546 men met the inclusion criteria. Overall, 63 (11%) patients were adherent to
guidelines (Group 1), while 483 (89%) were not (Group 2). Median PSAs/year and median biopsies/year
were 2.3 (2.0-2.7) and 0.4 (0.3-0.6) for Group 1, and 1.2 (0.7-1.8) and 0.2 (0.1-0.2) for Group 2,
respectively (both p <0.0001). At multivariable analysis, Black men had a 2.20-fold higher risk of being in
Group 2 than White men (p < 0.05). Patients with ¢cT2 (OR:0.24, CI:0.11-0.52) and those with CCl 22
(OR:0.40, CCI:0.19-0.82) were less likely to be in Group 2, when compared to cT1 stage and CCl =0,
respectively (both p < 0.05). At 10 years, the cumulative incidence estimate of PCSM for the entire cohort
was 2.1%. CONCLUSION: We found substantial deviations from AS monitoring guidelines, particularly in
biopsy frequency, which did not seem to compromise PCSM in patients with stable PSA. Notably, our
findings suggest that strict adherence to guidelines, especially in patients with cT2 at diagnosis, remains
crucial.
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of Bronchology and Interventional Pulmonology Essential Knowledge in Interventional Pulmonology
Series: Selected Topics in Malignant Pleural Disease. J Bronchology Interv Pulmonol 2025; 32(1). PMID:
39704161. Full Text
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The goal of the American Association of Bronchology and Interventional Pulmonology Essential
Knowledge in Interventional Pulmonology Series is to provide clinicians with concise, up-to-date reviews
of important topics in the field of interventional pulmonology. This 3-year alternating rotation of primary
topics will start with a focus on selected topics in malignant pleural disease. In this article, we update the
reader on malignant pleural effusion in 3 parts: part 1-diagnosis, focusing on imaging and fluid
biomarkers; part 2-management, with review of multimodal approaches, cost considerations, and evolving
targeted therapies; and part 3-pleural mesothelioma. These reviews complement the Essential
Knowledge in Interventional Pulmonology Lecture Series presented at the 2023 AABIP Annual
Conference, available for viewing on the AABIP website (https://aabip.memberclicks.net/essential-
knowledge-in-interventional-pulmonology-series).
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Elrefaey A, Mohamedelkhair A, Fahmy L, Affan M, Schultz LR, Cerghet M, and Memon AB. The
clinical, diagnostic and treatment spectrum of seropositive and seronegative autoimmune encephalitis:
Single-center cohort study of 51 cases and review of the literature. Clin Exp Neuroimmunol 2024;
15(4):186-200. PMID: Not assigned. Full Text

A.B. Memon, Department of Neurology, Henry Ford Health, Detroit, MI, United States

Objective: Autoimmune encephalitis (AE) comprises a spectrum of inflammatory neurological syndromes
characterized by immune responses to neuronal autoantigens, leading to diverse clinical manifestations,
particularly behavioral and cognitive decline. Methods: This single-center retrospective study included 51
patients diagnosed with AE from 2013 to 2019 in a southeast Michigan tertiary care hospital. Patients
were then divided into two groups, seropositive AE (AE+) and seronegative AE (AE-), based on antibody
detection in the serum, cerebrospinal fluid or both when available. The study compares AE+ and AE-
subtypes across clinical, diagnostic, and therapeutic parameters. Results: A total of 34 patients were
classified as AE+, and 17 as AE-. Demographic analysis showed no significant differences in age, sex or
race between the two groups. Clinical presentations varied widely, encompassing psychiatric symptoms,
movement disorders, seizures and confusion; 24% patients had a prior malignancy. Laboratory
assessments found diverse autoantibodies in AE+ patients’ serum. Radiological and electrophysiological
assessments showed no significant differences between the groups. AE- patients had higher rates of
confusion compared with AE+ patients (59% vs. 18%, P = 0.004). Conclusions: This study focuses on the
complexities associated with diagnosing AE, emphasizing the challenges posed by the heterogeneity of
symptoms and often negative antibody test results. Rapid identification of AE, regardless of seropositivity
or seronegativity, emerges as a critical factor for clinicians, facilitating the prompt initiation of
immunotherapy and/or tumor removal if needed. These insights contribute to a better understanding of
the landscape of this condition, offering clinicians the tools to refine their diagnostic and treatment
strategies. Ultimately, the study aimed to enhance the management of AE, empowering healthcare
professionals to make accurate and timely interventions for patients.
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BACKGROUND: Socioeconomic and demographic factors contribute to disparity in prostate cancer (PCa)
outcomes. We examined the impact of Area of Deprivation Index (ADI) and race on PCa incidence and
lethality in a North American cohort. METHODS: Our cohort included men who received at least

1 prostate-Specifig Antigen (pSA) test within our Health System (1995-2022). An ADI score was assigned
to each patient based on their residential census block, ranked as a percentile of deprivation relative to
the national level. Individuals were further categorized into quartiles, where the fourth one (ADI 75-100)
represented those living in the most deprived areas. We investigated PCa incidence and lethality, using
cumulative incidence estimates and competing-risk regression. An ADI x Race interaction term examined
whether the relationship between ADI and outcomes varied based on race. RESULTS: We included

134 366 patients, 25% of whom were non-Hispanic Black (NHB). Median (IQR) follow-up was 8.8 (5-17)
years. At multivariate analysis, individuals from the third quartile (ADI 50-74, 95% CI = 0.83 to 0.95) and
the fourth quartile (ADI =75, 95% CI = 0.75 to 0.86) showed significant reduced hazard ratios for PCa
incidence, when compared with the first quartile (ADI <25, all P <.001). In contrast to the overall cohort,
PCa incidence increased with ADI in NHB men, who were persistently at higher hazard for both PCa
incidence and lethality than non-Hispanic White (NHW), across all ADI strata (all P <.001).
CONCLUSIONS: Living in more deprived areas was associated with lower PCa incidence and higher
lethal disease rate. Conversely, PCa incidence increased with ADI for NHB, who consistently showed
worse outcomes than NHW individuals, regardless of ADI.

Public Health Sciences

Greimann E, Freigeh GE, Wettenstein RP, Nelson B, Carpenter LM, Mohan A, and Baptist A. Mild
Asthma- What Matters to Patients and Parents. Ann Allergy Asthma Immunol 2024; Epub ahead of print.
PMID: 39608675. Full Text

Department of Internal Medicine, University of Michigan. Electronic address:
emma.greimann@gmail.com.

Division of Allergy and Clinical Immunology, Department of Internal Medicine, University of Michigan.
Clinical Subjects Coordinator, University of Michigan.

Henry Ford Health System.

Michigan Medicine Research-Clinical Trial Units.

Division of Pulmonary & Critical Care Medicine, University of Michigan.

Division of Allergy and Clinical Immunology, Henry Ford Health System.

BACKGROUND: Mild asthma has received less attention despite accounting for the majority of asthma
patients. However, asthma complications including hospitalizations and progressive loss of lung function
frequently occur in such patients. The priorities of mild asthma patients are unknown, hindering the ability
to advance care. OBJECTIVE: To identify patient and parent perspectives on the definition of mild
asthma, treatment preferences, concerns and goals of care. METHODS: Participants with self-defined
mild/intermittent asthma were recruited using emails distributed through the Allergy & Asthma Network
(AAN) and Allergy Foundation of America (AAFA). A demographic survey and measures of asthma
control/quality of life were completed. Focus groups consisting of approximately 5 participants and a
focus group leader were conducted. RESULTS: A total of 20 patients and 20 parents of children with mild
asthma participated. Focus groups revealed significant variability in the definition and treatment
preferences. Frequency of symptoms appears to be a key driver in treatment decisions for mild asthma,
and those with infrequent symptoms were opposed to the addition of an inhaled corticosteroid to
albuterol. Use of recommended asthma monitoring strategies such as asthma action plans or peak flow
meters was low among adults. Participants desired more education from their providers regarding asthma
remission and long-term complications associated with mild asthma. CONCLUSION: There is significant
heterogeneity in the definition and treatment preferences among patients and parents of those with mild
asthma. Shared decision making between patients and providers is necessary to personalize medical
decisions in those with mild asthma.
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Public Health Sciences

Jamshidi A, Espin-Garcia O, Wilson TG, Loveless |, Pelletier JP, Martel-Pelletier J, and Ali SA.
MicroRNA signature for early prediction of knee osteoarthritis structural progression using integrated
machine and deep learning approaches. Osteoarthritis Cartilage 2024; Epub ahead of print. PMID:
39617204. Full Text

Osteoarthritis Research Unit, University of Montreal Hospital Research Centre (CRCHUM), Montreal,
Canada. Electronic address: afshin.jamshidi2@mcgill.ca.

Department of Epidemiology and Biostatistics, University of Western Ontario, London, Canada; Dalla
Lana School of Public Health and Department of Statistical Sciences, University of Toronto, Toronto,
Canada; Department of Biostatistics, Schroeder Arthritis Institute, and Krembil Research Institute,
University Health Network, Toronto, Canada. Electronic address: oespinga@uwo.ca.

Henry Ford Health + Michigan State University Health Sciences, Detroit, USA. Electronic address:
twilso20@hfhs.org.

Henry Ford Health + Michigan State University Health Sciences, Detroit, USA. Electronic address:
ilovelel@hfhs.org.

Osteoarthritis Research Unit, University of Montreal Hospital Research Centre (CRCHUM), Montreal,
Canada. Electronic address: dr@jppelletier.ca.

Osteoarthritis Research Unit, University of Montreal Hospital Research Centre (CRCHUM), Montreal,
Canada. Electronic address: jm@martelppelletier.ca.

Henry Ford Health + Michigan State University Health Sciences, Detroit, USA; Center for Molecular
Medicine and Genetics, Wayne State University, Detroit, USA. Electronic address: salil4@hfhs.org.

OBJECTIVE: Conventional methodologies are ineffective in predicting the rapid progression of knee
osteoarthritis (OA). MiRNAs show promise as biomarkers for patient stratification. We aimed to develop a
mMiRNA prognosis model for identifying knee OA structural progressors/non-progressors using integrated
machine/deep learning tools. METHODS: Baseline serum miRNAs from OAI participants were isolated
and sequenced. Participants were categorized based on their likelihood of knee structural
progression/non-progression using MRI and X-ray data. For prediction model development, 152 OAI
participants (91 progressors, 61 non-progressors) were used. MiRNA features were reduced through
VarClusHi clustering. Key miRNAs and OA determinants (age, sex, BMI, race) were identified using
seven machine learning tools. The final prediction model was developed using advanced machine/deep
learning techniques. Model performance was assessed with AUC (95% confidence intervals) and
accuracy. Monte Carlo cross-validation ensured robustness. Model validation used 30 OAI baseline
plasma samples from an independent set of participants (14 progressors, 16 non-progressors).
RESULTS: Feature clustering selected 107 miRNAs. Elastic Net was chosen for feature selection. An
optimized prediction model based on an Artificial Neural Network (ANN) comprising age and four miRNAs
(hsa-miR-556-3p, hsa-miR-3157-5p, hsa-miR-200a-5p, hsa-miR-141-3p) exhibited excellent performance
(AUC, 0.94 [0.89, 0.97]; accuracy, 0.84 [0.77, 0.89]). Model validation performance (AUC, 0.81 [0.63,
0.92]; accuracy, 0.83 [0.66, 0.93]) demonstrated the potential for generalization. CONCLUSION: This
study introduces a novel miRNA prognosis model for knee OA patients at risk of structural progression. It
requires five baseline features, demonstrates excellent performance, is validated with an independent set,
and holds promise for future personalized therapeutic monitoring.

Public Health Sciences

Joseph J, Luo Z, Epstein RA, Gracey K, Kuhn TM, Cull MJ, and Raman R. Analysis of longitudinal
patterns of child maltreatment reports in the United States. Child Abuse Negl 2024; 160:107223. PMID:
39721223. Full Text

Henry Ford Health, Detroit, MI, USA.

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

Vanderbilt University Medical Center, Nashville, TN, USA.

University of Kentucky, Lexington, KY, USA.

Vanderbilt University Medical Center, Nashville, TN, USA. Electronic address: r.raman@vanderbilt.edu.
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BACKGROUND: Child maltreatment is a continuous and prevalent issue, and victims of maltreatment
often suffer adverse effects well into adulthood. Since child maltreatment rates tend to be clustered
geographically and temporally, intervention programs are best implemented at a local level, targeting
local risk factors for sustained and effective reduction over time. OBJECTIVE: Quantifying geographic
variation in child maltreatment rate trajectories can help states identify local risk factors to guide program
development and resource allocation. PARTICIPANTS AND SETTING: National child maltreatment data
from 2011 to 2020 from the National Child Abuse and Neglect Data System (NCANDS) was used to
guantify child maltreatment rates (overall and substantiated) over time. METHODS: Latent trajectory
analysis was conducted to identify groups of states in the United States that share distinct temporal
patterns of child maltreatment rates. Child maltreatment data was linked to the American Community
Survey data to obtain community-level characteristics. RESULTS: Three groups of states with distinct
child maltreatment trajectories were identified: 43 states with stable trajectory, 4 states with increasing
number of reports over time, and 5 states with decreasing reports over time. Although states with a stable
trajectory had some characteristics associated with higher socioeconomic status, such as lower
percentage of families below poverty level, and lower percentage of unemployed laborers, there was not
a consistent trend in socioeconomic characteristics between the three groups. CONCLUSIONS: Our
results indicate there to be three groups of states with distinct child maltreatment trajectories, with
majority of the states following a stable trajectory over time. There was not a consistent trend in
socioeconomic characteristics between the three groups. While the results do not allow us to draw firm
conclusions about socioeconomic characteristics associated with maltreatment trajectories, it does
provide data-driven evidence for the existing assumption of a national average maltreatment trajectory.

Public Health Sciences

Kashyap B, Crouse B, Fields B, Aguirre A, Ali T, Hays R, Li X, Shapiro LN, Tao MH, Vaughn IA, and
Hanson LR. How do researchers identify and recruit dementia caregivers? A scoping review.
Gerontologist 2024; Epub ahead of print. PMID: 39693374. Full Text

HealthPartners Institute, Bloomington, MN, USA.

Department of Kinesiology, University of Wisconsin-Madison, Madison, WI, USA.

Department of Neurology, The University of Texas at Austin, Austin, TX, USA.

Steve Hicks School of Social Work, The University of Texas at Austin, Austin, TX, USA.

Department of Community Health, Tufts University, Medford, MA, USA.

Kaiser Permanente Washington Health Research Institute, Seattle, Washington, USA.

Department of Population Medicine, Harvard Medical School & Harvard Pilgrim Health Care Institute,
Boston, MA, USA.

Henry Ford Health + Michigan State University Health Sciences, Detroit, Michigan, USA.
Department of Public Health Sciences, Henry Ford Health, Detroit, Michigan, USA.

BACKGROUND AND OBJECTIVES: Studies involving dementia caregivers are essential to transform
care and inform new policies. However, identifying and recruiting this population for research is an
ongoing challenge. This scoping review aimed to capture the current methodology for identifying and
recruiting dementia caregivers in clinical studies. A focus was placed on methods for underrepresented
populations and pragmatic trials to guide pragmatic and equitable clinical studies. RESEARCH DESIGN
AND METHODS: Researchers conducted a literature search using PubMed, PsycINFO, EMBASE and
Web of Science databases. Studies conducted in the United States that enrolled at least 10 caregivers
and were published within the last 10 years (2013-2023) were included. RESULTS: Overall, 148 articles
were included in the review. The most common method for identification was community outreach, and
paper advertisements for recruitment. Caregivers were most often approached in community settings,
formal organizations, and/or dementia research centers. Most enrolled caregivers were female, White,
and spouses of persons living with dementia. Race and ethnicity were underreported, as were the target
recruitment goals. Limited studies were self-reported as pragmatic. Additionally, limited studies reported
adaptations for methods of identification and recruitment in underrepresented populations. DISCUSSION
AND IMPLICATIONS: We identified gaps in current practices for the identification and recruitment of
dementia caregivers. Future identification and recruitment methodologies should be tailored to the
intervention's intent, health care setting, and the research questions that need to be answered, while
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balancing available resources. Additionally, transparent reporting of identification and recruitment
procedures, target recruitment goals, and comprehensive demographic data is warranted.

Public Health Sciences

Levin AM, Okifo O, Buhl K, Ouchi T, Parker B, Tan J, Datta |, Dai X, Chen Y, Palanisamy N,
Veenstra J, Carskadon S, Li J, Ozog D, Keller CE, Chitale D, Bobbitt KR, Crawford HC, Steele N, Mi
QS, and Jones LR. Higher expression of mir-31-5p is associated with reduced risk of head and neck
keloid recurrence following surgical resection. Laryngoscope Investig Otolaryngol 2024; 9(6):e70040.
PMID: 39664781. Full Text

Department of Public Health Science Henry Ford Health Detroit Michigan USA.
Center for Bioinformatics Henry Ford Health Detroit Michigan USA.
Department of Otolaryngology Henry Ford Hospital Detroit Michigan USA.
Department of Pathology Henry Ford Hospital Detroit Michigan USA.
Department of Urology Henry Ford Hospital Detroit Michigan USA.
Department of Dermatology Henry Ford Hospital Detroit Michigan USA.

Henry Ford Cancer Institute Detroit Michigan USA.

OBJECTIVE: In this study, we aimed to evaluate mir-31-5p as a prognostic biomarker of keloid disease
(KD) recurrence using a retrospective, treatment naive, surgical cohort of head and neck KD cases from
Henry Ford Health. METHODS: Using a tissue microarray, mir-31-5p expression was measured with
miRNAscope, and mir-31-5p cell positivity was determined with QuPath. Logistic regression was used to
test the association between mir-31-5p positive cells and KD recurrence at 1 year. In an independent
dataset, associations between mir-31-5p and messenger RNA (MRNA) expression were assessed.
Ingenuity Pathway Analysis identified target genes and pathways impacted by mir-31-5p. RESULTS: Of
the 58 KD patients, 42 (72%) received adjuvant triamcinolone injections, and 8 recurred (14%). mir-31-5p
was expressed in 48 (83%) specimens. Increasing mir-31-5p expression was associated with decreased
risk of recurrence (p =.031), with an odds ratio of 0.86 (95% CI 0.75-0.98) for each 20% increase in mir-
31-5p cellular positivity. This effect persisted with triamcinolone treatment (odds ratio 0.82; 95% CI 0.71-
0.95; p=.015). mir-31-5p correlated with gene expression enriched in KD pathways, including mRNA
splicing and autophagy. CONCLUSION: Taken together, our data supports the association between mir-
31-5p expression and KD recurrence. Its potential as a prognostic biomarker should be further
investigated. LEVEL OF EVIDENCE: Level 2.

Public Health Sciences

Lewis NM, Harker EJ, Grant LB, Zhu Y, Grijalva CG, Chappell JD, Rhoads JP, Baughman A, Casey JD,
Blair PW, Jones ID, Johnson CA, Lauring AS, Gaglani M, Ghamande S, Columbus C, Steingrub JS,
Shapiro NI, Duggal A, Busse LW, Felzer J, Prekker ME, Peltan ID, Brown SM, Hager DN, Gong MN,
Mohamed A, Exline MC, Khan A, Hough CL, Wilson JG, Mosier J, Qadir N, Chang SY, Ginde AA,
Martinez A, Mohr NM, Mallow C, Harris ES, Johnson NJ, Srinivasan V, Gibbs KW, Kwon JH, Vaughn IA,
Ramesh M, Safdar B, Goyal A, DeLamielleure LE, DeCuir J, Surie D, Dawood FS, Tenforde MW, Uyeki
TM, Garg S, Ellington S, and Self WH. Benefit of early oseltamivir therapy for adults hospitalized with
influenza A: an observational study. Clin Infect Dis 2024; Epub ahead of print. PMID: 39607747. Full Text

Influenza Division, National Center for Immunization and Respiratory Diseases, CDC.
Vanderbilt University Medical Center, Nashville, Tennessee.
University of Michigan, Ann Arbor, Michigan.

Baylor Scott & White Health, Texas.

Baylor College of Medicine, Temple, Texas.

Texas A&M University College of Medicine, Dallas, Texas.
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Emory University, Atlanta, Georgia.

Hennepin County Medical Center, Minneapolis, Minnesota.
University of Utah, Salt Lake City, Utah.
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Intermountain Medical Center, Murray, Utah; University of Utah, Salt Lake City, Utah.
Johns Hopkins University School of Medicine, Baltimore, Maryland.

Montefiore Medical Center, Albert Einstein College of Medicine, New York, New York.
The Ohio State University, Columbus, Ohio.

Oregon Health & Science University, Portland, Oregon.

Stanford University School of Medicine, Stanford, California.

University of Arizona, Tucson, Arizona.

Ronald Reagan UCLA Medical Center, Los Angeles, California.

University of Colorado School of Medicine, Aurora, Colorado.
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University of Miami School of Medicine, Miami, Florida.

University of Washington, Seattle, Washington.

Wake Forest School of Medicine, Winston-Salem, North Carolina.

Washington University in St. Louis, St. Louis, Missouri.
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Division of COVID-19 and Other Respiratory Viral Diseases, CDC.

BACKGROUND: clinical guidelines recommend initiation of antiviral therapy as soon as possible for
patients hospitalized with confirmed or suspected influenza. METHODS: A multicenter US observational
sentinel surveillance network prospectively enrolled adults (aged 218 years) hospitalized with laboratory-
confirmed influenza at 24 hospitals during October 1, 2022-July 21, 2023. A multivariable proportional
odds model was used to compare peak pulmonary disease severity (no oxygen support, standard
supplemental oxygen, high-flow oxygen/non-invasive ventilation, invasive mechanical ventilation, or
death) after the day of hospital admission among patients starting oseltamivir treatment on the day of
admission (early) versus those who did not (late or not treated), adjusting for baseline (admission day)
severity, age, sex, site, and vaccination status. Multivariable logistic regression models were used to
evaluate the odds of intensive care unit (ICU) admission, acute kidney replacement therapy or
vasopressor use, and in-hospital death. RESULTS: A total of 840 influenza-positive patients were
analyzed, including 415 (49%) who started oseltamivir treatment on the day of admission, and 425 (51%)
who did not. Compared with late or not treated patients, those treated early had lower peak pulmonary
disease severity (proportional aOR: 0.60, 95% CI: 0.49-0.72), and lower odds of intensive care unit
admission (aOR: 0.24, 95% CI: 0.13-0.47), acute kidney replacement therapy or vasopressor use (aOR:
0.40, 95% ClI: 0.22-0.67), and in-hospital death (aOR: 0.36, 95% CI: 0.18-0.72). CONCLUSION: Among
adults hospitalized with influenza, treatment with oseltamivir on day of hospital admission was associated
reduced risk of disease progression, including pulmonary and extrapulmonary organ failure and death.

Public Health Sciences

Llamocca EN, Bossick AS, Perkins DW, Ahmedani BK, Behrendt R, Bloemen A, Murphy A,
Kulkarni A, and Lockhart E. Health-related social needs screening, reporting, and assistance in a large
health system. Prev Med 2024; 190:108182. PMID: 39586330. Full Text
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Patient Engagement, Henry Ford Health, One Ford Place, Detroit, Ml 48202, USA. Electronic address:
amurphy4@hfhs.org.

Public Health Sciences, Henry Ford Health, One Ford Place, Detroit, Ml 48202, USA. Electronic address:
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Center for Health Policy and Health Services Research, Henry Ford Health, One Ford Place, Suite 5E,
Detroit, Ml 48202, USA. Electronic address: elockhal@hfhs.org.

BACKGROUND: National mandates require screening for and addressing health-related social needs
(HRSNSs) in healthcare settings. However, differences in HRSN screening process (i.e., completed
screenings, screening results, documented offer of assistance, documented assistance request) have
been reported by population subgroup. Knowledge of the most effective HRSN screening and intervention
methods is limited. We sought to describe differences in completed HRSN screenings, screening results,
and assistance request rates across patient and healthcare visit characteristics. METHODS: We
examined data from all patients aged =18 years and residing in the US receiving services at a large,
Midwestern healthcare system with a goal to screen all patients for HRSN at least once annually between
July 2021-June 2023 (n = 1,190,488). We examined the proportion of patients with any HRSN screening,
with any reported HRSN, asked whether they wanted assistance, or who requested assistance for a
reported HRSN stratified by patient demographics and healthcare visit characteristics (i.e., payer,
screening location, who completed the screening). RESULTS: Less than half of eligible patients (47.0 %)
were screened for HRSNs. About one-sixth (16.9 %) reported any HRSN. Although most patients
reporting HRSNs were asked whether they wanted assistance, only about one-quarter (26.8 %)
responded affirmatively. Proportions included in each step of the HRSN screening process significantly
differed by patient and healthcare visit characteristics. DISCUSSION: This study is one of the first to
investigate various steps of a population-wide HRSN screening program. Our findings suggest that
examining differences in HRSN screening process by population subgroup is key to addressing HRSNs
through a health equity lens.

Public Health Sciences

Lockhart E, Gootee J, Copeland L, and Turner D. Willingness to Be Contacted via a Patient Portal for
Health Screening, Research Recruitment, and at-Home Self-Test Kits for Health Monitoring: Pilot
Quantitative Survey. JMIR Form Res 2024; 8:59837. PMID: 39584575. Full Text

Public Health Sciences, Michigan State University + Henry Ford Health, 1 Ford Place, Suite 5E, Detroit,
Ml, 48202, United States, 1 3137997237.
College of Nursing, University of South Florida, Tampa, FL, United States.

BACKGROUND: Patient portals are being increasingly used by health systems in the United States.
Although some patients use portals for clinical use, patient perspectives on using portals for research-
related activities, to complete health screenings, and to request at-home self-test kits are unclear.
OBJECTIVE: We aimed to understand patient perspectives on using electronic health portals for
research; health-related screenings; and patient-initiated, home-based self-testing. METHODS: Patients
(N=105) from the Patient Engaged Research Center at a large, urban, midwestern health system
completed a 23-item web-based survey on patient portal (MyChart) use and willingness to use the patient
portal for research, risk assessments, and self-test kits. Frequencies and percentages were generated.
RESULTS: Almost all participants (102/105, 97.1%) had accessed MyChart at least once, with most
(44/102, 43.1%) indicating they logged in at least once per month. Participants indicated logging into
MyChart to check laboratory results or other health data (89/105, 84.8%), because they received a
message to log in (85/105, 81%), and to message their health care professional (83/105, 79%). Fewer
participants logged in to see what medications they had been prescribed (16/105, 15.2%) and to learn
more about their health conditions (29/105, 27.6%). Most participants indicated logging into MyChart on a
computer via a website (70/105, 66.7%) or on a smartphone via an app (54/105, 51.4%). When asked
about how likely they would be to participate in different types of research if contacted via MyChart, most
(90/105, 85.7%) said they would be likely to answer a survey, fill out a health assessment (87/105,
82.9%), or watch a video (86/105, 81.9%). Finally, participants would be willing to answer risk
assessment questions on MyChart regarding sleep (74/101, 73.3%), stress (65/105, 61.9%), diabetes
(60/105, 57.1%), anxiety (59/105, 56.2%), and depression (54/105, 51.4%) and would be interested in
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receiving an at-home self-test kit for COVID-19 (66/105, 62.9%), cholesterol (63/105, 60%), colon cancer
(62/105, 59%), and allergies (56/105, 53.3%). There were no significant demographic differences for any
results (all P values were >.05). CONCLUSIONS: Patient portals may be used for research recruitment;
sending research-related information; and engaging patients to answer risk assessments, read about
health information, and complete other clinical tasks. The lack of significant findings based on race and
gender suggests that patient portals may be acceptable tools for recruiting research participants and
conducting research. Allowing patients to request self-test kits and complete risk assessments in portals
may help patients to take agency over their health care. Future research should examine if patient portal
recruitment may help address persistent biases in clinical trial recruitment to increase enrollment of
women and racial minority groups.

Public Health Sciences

Loveless IM, Kemp SB, Hartway KM, Mitchell 3T, Wu Y, Zwernik SD, Salas-Escabillas DJ, Brender S,
George M, Makinwa Y, Stockdale T, Gartrelle K, Reddy RG, Long DW, Wombwell A, Clark JM, Levin
AM, Kwon D, Huang L, Francescone R, Vendramini-Costa DB, Stanger B, Alessio A, Waters AM, Cui
Y, Fertig EJ, Kagohara LT, Theisen B, Crawford HC, and Steele NG. Human pancreatic cancer single
cell atlas reveals association of CXCL10+ fibroblasts and basal subtype tumor cells. Clin Cancer Res
2024; Epub ahead of print. PMID: 39636224. Full Text
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michigan state university, East Lansing, MI, United States.
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Henry Ford Hospital, Detroit, United States.

Henry Ford Health System, Detroit, MI, United States.
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University of Pennsylvania, Philadelphia, Pennsylvania, United States.
Michigan State University, United States.

University of Cincinnati, Cincinnati, OH, United States.
Johns Hopkins Medicine, Baltimore, MD, United States.
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PURPOSE: Pancreatic ductal adenocarcinoma (PDAC) patients with tumors enriched for the basal-like
molecular subtype exhibit enhanced resistance to standard of care treatments and have significantly
worse overall survival (OS) compared to patients with classical subtype enriched tumors. It is important to
develop genomic resources, enabling identification of novel putative targets in a statistically rigorous
manner. EXPERIMENTAL DESIGN: We compiled a single cell RNA sequencing (scRNAseq) atlas of the
human pancreas with 229 patient samples, aggregated from publicly available raw data. We mapped cell-
type specific sScRNAseq gene signatures in bulk RNAseq (n=744) and spatial transcriptomics (ST) (n=22)
and performed validation using multiplex immunostaining. RESULTS: Analysis of tumor cells from our
scRNAseq atlas revealed nine distinct populations, two of which aligned with the basal subtype,
correlating with worse OS in bulk RNAseq. Deconvolution identified one of the basal populations to be the
predominant tumor subtype in non-dissociated ST tissues and in vitro tumor cell and patient-derived
organoid lines. We discovered a novel enrichment and spatial association of CXCL10+ cancer associated
fibroblasts (CAFs) with basal tumor cells. We identified that besides immune cells, ductal cells also
express CXCR3, the receptor for CXCL10, suggesting a relationship between these cell types in PDAC
tumor microenvironment. CONCLUSIONS: We show that our scRNAseq atlas (700,000 cells), integrated
with ST data, has increased statistical power and is a powerful resource, allowing for expansion of current
subtyping paradigms in PDAC. We uncovered a novel signaling niche marked by CXCL10+ CAFs and
basal tumor cells that could be explored for future targeted therapies.

Public Health Sciences

Mandal S, Teslow EA, Huang M, Yu Y, Sridhar S, Crawford HC, Hockenberry AJ, Stoppler MC, Levin
AM, and Huang L. Molecular Differences in Pancreatic Ductal Adenocarcinomas from Black Versus
White Patients. Cancer Res Commun 2024; Epub ahead of print. PMID: 39699266. Full Text
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Henry Ford Health System, Detroit, United States.
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Tempus Al, Inc., Chicago, IL, United States.

Tempus Labs, United States.

Pancreatic cancer is the third leading cause of cancer-related death in the US. Black or African American
patients have a higher incidence of pancreatic cancer compared to other racial groups. It is unclear
whether distinct molecular mechanisms are involved in the development of pancreatic cancer in different
racial groups. To identify tumor molecular features that are distinctly associated with race in Black or
African American and White patients with pancreatic ductal adenocarcinoma (the main subtype of
pancreatic cancer), we analyzed de-identified patient records, including tumor sequencing data and
expression of PD-L1, from the Tempus multimodal database. Patients with a primary diagnosis of
pancreatic ductal adenocarcinoma and who received molecular testing between 2017-11 and 2023-03
were included in analyses. Among 4,249 patients analyzed in this study, 452 (10.6%) were Black or
African American and 3797 (89.4%) were White. Black patients had a higher prevalence of TP53
mutations compared to White patients (p<0.001). KRASG12R mutations occurred more frequently in
female patients in the Black vs White group (p=0.007). Compared to White patients, Black patients had a
higher tumor mutational burden (p<0.001) and PD-L1 overexpression (p=0.047). In a separate analysis of
recent clinical trials testing immunotherapies for pancreatic cancer, we found that Black patients and
other minorities were underrepresented in most trials. These findings suggest race-associated molecular
differences in tumors that may impact patient responses to immunotherapies. Our study also supports the
importance of improving patient diversity in clinical trials on pancreatic cancer treatments.

Public Health Sciences

Manivannan A, Pillai A, Liapakis A, Parikh ND, Kumar V, Verna EC, Salgia R, Wu T, Lu M, and Jesse
MT. Influence of Acuity Circles on Hepatocellular Carcinoma and the Interaction of Gender and Race in
Liver Transplantation. Clin Transplant 2024; 38(12):e70045. PMID: 39620868. Full Text
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The impact of liver transplant allocation policy using acuity circles (ACs) on interactions between race and
gender on waitlist mortality or receipt of deceased donor liver transplant (DDLT) is unknown. Using data
from the United Network for Organ Sharing (UNOS), we examined adults listed for DDLT from April 3,
2017, to October 4, 2022 (30 months pre- and post-AC). Fine-Gray sub-distribution hazard model
explored AC indicators by race and gender interactions and their effect on receipt of DDLT or waitlist
mortality. Also explored was AC's impact on hepatocellular carcinoma (HCC) diagnosis and receipt of
DDLT or waitlist mortality. 59 592 patients (30 202 pre-AC, 29 390 post-AC) included. For both receipt of
DDLT and waitlist mortality, there were no 3-way (AC by race by gender) interactions, indicating that

the effects of race and gender on DDLT or waitlist mortality were consistent pre- and post-AC.
Irrespective of AC implementation, Black and Hispanic women were less likely to receive DDLT and had
an increased risk of waitlist mortality compared to White women. White, Black, and Hispanic men had
lower waitlist mortality risk and greater likelihood of receiving DDLT compared to their female race/ethnic
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counterparts. Patients with HCC had a significantly greater chance for DDLT than non-HCC, although
post-AC this effect was attenuated. Patients with HCC were also at greater risk of waitlist mortality pre-
and post-AC compared to those without HCC however, the waitlist mortality post-AC was attenuated only
for those patients without HCC. To our knowledge, this is the first study to show the interaction of gender
and race on waitlist mortality and access to transplantation since the implementation of AC, showing
continued disparate outcomes for women both within and across racial groups.
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Camargo CA, Jr., Aschner JL, Stroustrup A, Farzan SF, Karagas MR, Jackson DJ, and Gern JE.
Comparison of Race-neutral Versus Race-specific Spirometry Equations for Evaluation of Child Asthma.
Am J Respir Crit Care Med 2024; Epub ahead of print. PMID: 39642347. Full Text
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RATIONALE: Race-based estimates of pulmonary function in children could influence the evaluation of
asthma in children from racial and ethnic minoritized backgrounds. OBJECTIVES: To determine if race-
neutral (GLI-Global) versus race-specific (GLI-Race-Specific) reference equations differentially impact
spirometry evaluation of childhood asthma. METHODS: The analysis included 8,719 children aged 5 to
<12 years from 27 cohorts across the United States grouped by parent-reported race and ethnicity. We
analyzed how the equations affected forced expiratory volume in 1 second (FEV(1)), forced vital capacity
(FVC), and FEV(1)/FVC z-scores. We used multivariable logistic models to evaluate associations
between z-scores calculated with different equations and asthma diagnosis, emergency department (ED)
visits, and hospitalization. MEASUREMENTS AND MAIN RESULTS: For Black children, the GLI-Global
vs. Race-Specific equations estimated significantly lower z-scores for FEV(1) and FVC but similar values
for FEV(1)/FVC, thus increasing the proportion of children classified with low FEV(1) by 14%. While both
equations yielded strong inverse relationships between FEV(1) and FEV(1)/FVC z-scores and asthma
outcomes, these relationships varied across racial and ethnic groups (p<0.05). For any given FEV(1) or
FEV(1)/FVC z-score, asthma diagnosis and ED visits were higher among Black and Hispanic versus
White children (p<0.05). For FEV(1), GLI-Global equations estimated asthma outcomes that were more
uniform across racial and ethnic groups. CONCLUSIONS: Parent-reported race and ethnicity influenced
relationships between lung function and asthma outcomes. Our data show no advantage to race-specific
equations for evaluating childhood asthma, and the potential for race-specific equations to obscure lung
impairment in disadvantaged children strongly supports using race-neutral equations.

Public Health Sciences

Schildroth S, Bond JC, Wesselink AK, Abrams J, Calafat AM, Cook Botelho J, White KO, Wegienka G,
Hatch EE, and Wise LA. Associations between per- and polyfluoroalkyl substances (PFAS) and female
sexual function in a preconception cohort. Environ Res 2024; 266:120556. PMID: 39644984. Request
Article
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BACKGROUND: Female sexual function is important for sexual well-being, general health, fertility, and
relationship satisfaction. Distressing impairments in sexual function, clinically recognized as female
sexual dysfunction (FSD), can manifest as issues with interest/desire, arousal, orgasm, and pain during
vaginal penetration. Some evidence suggests that exposure to endocrine-disrupting chemicals may
adversely affect female sexual function, but associations for per- and polyfluoroalkyl substances (PFAS)
have not been previously evaluated. OBJECTIVE: We investigated associations between serum PFAS
concentrations and female sexual function among U.S. pregnancy planners. METHODS: We used cross-
sectional data from participants from Pregnancy Study Online (PRESTO), a prospective preconception
cohort study. Participants reported sexual function and distress at baseline on two validated measures: a
modified version of the Female Sexual Function Index-6 (FSFI-6) and the Female Sexual Distress Scale
(FSDS). We guantified PFAS serum concentrations in samples collected in the preconception period (i.e.,
at baseline) using solid phase extraction-high performance liquid chromatography-isotope-dilution-mass
spectrometry. Participants reported sociodemographic information on structured baseline questionnaires.
We included 78 participants with complete PFAS and sexual function data and fit multivariable linear
regression models to estimate mean differences in FSFI-6 scores (B) or percent differences (%) in FSDS
scores per interquartile range (IQR) increase in PFAS concentrations, adjusting for age, annual
household income, years of education, parity, and body mass index. We further investigated effect
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measure modification by parity (parous vs. nulliparous) in stratified models. RESULTS: An IQR increase
in perfluorohexanesulfonic acid was associated with a 1.0-point decrease (95% CI = -1.8, -0.1) in reported
FSFI-6 scores, reflecting poorer sexual function. PFAS were consistently associated with lower FSFI-6
scores among parous participants. PFAS were also associated, though imprecisely, with greater sexual
distress. CONCLUSION: Some PFAS were associated with poorer sexual function among U.S.
pregnancy planners, but future studies are needed to clarify the extent to which PFAS influences female
sexual health.

Public Health Sciences

Tenebe IT, Babatunde EO, Ogarekpe NM, Emakhu J, Etu EE, Edo OC, Omeje M, and Benson NU.
Detection and Measurement of Bacterial Contaminants in Stored River Water Consumed in Ekpoma.
Water 2024; 16(18):16. PMID: Not assigned. Full Text
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This study was conducted in Ekpoma, a town dependent on rainwater and river water from nearby areas
because of a lack of groundwater sources, and the physicochemical and bacteriological (heterotrophic
plate count [HPC], total coliform count [TCC], and fecal coliform count [FCC]) properties of 123 stored
river water samples grouped into five collection districts (EK1 to EK5). The results were compared with
regulatory standards and previous regional studies to identify water quality trends. While most
physicochemical properties met drinking water standards, 74% of samples had pH values > 8.5. Twenty-
seven samples were fit for drinking, with EK4 having the highest number of bacterio-logically unsuitable
samples. Ten bacterial species were identified, with Gram-negative short-rod species such as Escherichia
coli, Klebsiella pneumoniae, and Salmonella typhimurium being predominant. HPC values varied from
367 x 10(4) to 1320 x 10(4) CFU/mL, with EK2 (2505 x 10(4) CFU/mL) and EK5 (1320 x 10(4) CFU/mL)
showing particularly high counts. The TCC values ranged from 1049 x 10(4) to 4400 x 10(4) CFU/mL, and
the FCC values from 130 x 10(4) to 800 x 10(4) CFU/mL, all exceeding WHO limits (1.0 x 10(2) CFU/mL).
Historical data show no improvement in water quality, emphasizing the need for individuals to treat water
properly before consumption. The findings provide baseline data for local water authorities and serve as a
wake-up call for adequate water treatment, storage interventions, and community education on water
security. Additionally, this study offers a practical process for improving the quality of water stored in
similar regions.

Public Health Sciences

Veenstra J, Loveless I, Dimitrion P, Adrianto I, Ozog D, and Mi QS. Unveiling intratumoral
heterogeneity in high-risk cutaneous squamous cell carcinoma using single-cell spatial enhanced
resolution omics-sequencing (Stereo-seq). J Dermatol Sci 2024; Epub ahead of print. PMID: 39643570.
Full Text
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PURPOSE: To establish HMGA2 as a marker of basal-like disease in pancreatic ductal adenocarcinoma
(PDAC) and explore its use as a biomarker for prognosis and treatment resistance. EXPERIMENTAL
DESIGN: We identified high expression of HMGAZ in basal PDAC cells in a scRNAseq Atlas of 172
patient samples. We then analyzed HMGAZ2 expression, along with expression of the classical marker
GATAG, in a cohort of 580 PDAC samples with multiplex immunohistochemistry. We further
supplemented these data with an additional 30 diverse patient samples and multiple independent single-
cell RNAseq databases. RESULTS: We found that expression of HMGAZ2, but not previously described
basal markers CK5 or CK17, predicted overall survival in our cohort. Combining HMGA2 and GATA6
status allowed for identification of two key study groups: an HMGA2+/GATAG6- cohort with worse survival,
low tumor-infiltrating CD8+ T cells, increased FAP+ fibroblasts, and poorer response to gemcitabine-
based chemotherapies (n=94, median survival=11.2 months post-surgery); and an HMGA2-/GATA6+
cohort with improved survival, increased CD8+ T-cell infiltrate, decreased FAP+ fibroblasts, and improved
survival with gemcitabine-based chemotherapy (n=198, median survival=21.7 months post-surgery).
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HMGA?2 was also prognostic for overall survival in RNA sequencing from an independent cohort.
CONCLUSIONS: IHC stratification of primary tumors by HMGA2 and GATAG status in pancreatic cancer
is associated with differential outcomes, survival following chemotherapy, and tumor microenvironments.
As a nuclear marker for basal disease, HMGA2 complements GATAG to identify disease subtypes in
PDAC.
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BACKGROUND: Most epidemiological studies of hidradenitis suppurativa (HS) have described
homogeneous patient populations. OBJECTIVE: To characterize demographics, modifiable health
behaviors, and comorbidities of HS patients within a diverse cohort. METHODS: A retrospective cross-
sectional study of 13,130 HS patients within a health care system was conducted. RESULTS: A female
sex bias of ~3:1 in all racial/ethnic subgroups was observed. Black/African American (AA) patients had a
lower age at HS diagnosis than White patients (37.1 years vs 39.4 years, P <.001). A higher proportion of
Black/AA females than White females with HS had body mass index in the obese range (69.9% vs
56.5%; P = .03). In contrast, fewer Black/AA males with HS had a body mass index in the obese range
compared to White males (51.4% vs 61.0%; P < .001). More Black/AA patients than White patients with
HS had congestive heart failure (odds ratio (OR) = 2.10, confidence interval (Cl) = 1.19-3.78; P < .05),
chronic pulmonary disease (OR = 1.34; Cl = 1.02-1.78; P < .05), diabetes with chronic complication

(OR =1.73; Cl = 1.16-2.60; P < .05), renal disease (OR = 2.66; Cl = 1.67-4.34; P < .05), and Charlson
comorbidity index score 24 (OR = 1.67; Cl = 1.09-2.58; P < .05). Furthermore, male patients were more
likely than female patients to have renal disease (OR = 2.62; Cl = 1.66-4.14; P < .05). LIMITATIONS: A
single-center study. CONCLUSION: Subgroups of HS patients had significant differences in
demographics, risk factors, and comorbid conditions.
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The goal of the American Association of Bronchology and Interventional Pulmonology Essential
Knowledge in Interventional Pulmonology Series is to provide clinicians with concise, up-to-date reviews
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of important topics in the field of interventional pulmonology. This 3-year alternating rotation of primary
topics will start with a focus on selected topics in malignant pleural disease. In this article, we update the
reader on malignant pleural effusion in 3 parts: part 1-diagnosis, focusing on imaging and fluid
biomarkers; part 2-management, with review of multimodal approaches, cost considerations, and evolving
targeted therapies; and part 3-pleural mesothelioma. These reviews complement the Essential
Knowledge in Interventional Pulmonology Lecture Series presented at the 2023 AABIP Annual
Conference, available for viewing on the AABIP website (https://aabip.memberclicks.net/essential-
knowledge-in-interventional-pulmonology-series).
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Nead K, Taunk N, Tadros AB, Dang CT, Daroui P, and Novick K. Executive Summary of the American
Radium Society Appropriate Use Criteria: Regional Nodal Irradiation for Breast Cancer. Cancer Clin Trials
2024. PMID: Not assigned. Full Text
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Objectives: Recent literature has provided additional data to further individualize treatment
recommendations on regional nodal irradiation (RNI) patient selection and delivery techniques, but
controversies surrounding optimal RNI utilization remain, including radiation technique, modality
selection, and internal mammary lymph node (IMN) inclusion. The American Radium Society (ARS)
Breast Appropriate Use Criteria (AUC) Committee performed a systematic review and developed a
consensus guideline to summarize recent data and provide evidence-based recommendations. Methods:
A multidisciplinary panel comprised of 15 members representing radiation oncologists, medical
oncologists, and surgical oncologists specializing in the treatment of breast cancer conducted an analysis
of the medical literature from January 1, 2011 to April 1, 2024. Modified Delphi methodology was used to
rate the appropriateness of treatments for variants across 3 key questions. Results: Patients with
intermediate-risk breast cancer, such as limited nodal involvement or large primary tumor size, are
reasonable candidates for RNI, although a subset of patients with overall favorable clinicopathologic
features may be considered for treatment de-escalation. Data on the use of advanced radiation
techniques for RNI were limited in scope and strength, and the panel agreed that careful patient selection
is needed when using these tools. Evidence suggests that the IMN should be included when delivering
RNI given the absolute benefit demonstrated in multiple randomized trials. Conclusion: A systematic
review and evidence-based summary of recommendations are provided in these consensus guidelines
from the ARS Breast AUC Committee to provide current comprehensive guidance on the optimal
management of hon-metastatic breast cancer patients being considered for RNI.

Radiation Oncology

Kaljee L, Antwi S, Dankerlui D, Harris D, Israel B, White-Perkins D, Aboah VO, Aduse-Poku L,
Larrious-Lartey H, Brush B, Coombe C, Patman L, Cawthorne N, Chue S, Rowe Z, Mills C, Fernando
K, Daniels G, Walker EM, and Jiagge E. Cancer Clinical Trial Participation: A Qualitative Study of
Black/African American Communities' and Patient/Survivors' Recommendations. JNCI Cancer Spectr
2024; Epub ahead of print. PMID: 39585656. Full Text

Henry Ford Health, Global Health Initiative, Detroit, MI, USA.
Henry Ford Cancer Institute, Detroit, MI, USA.

Grace Learning Center, Detroit, Ml, USA.

University of Michigan Detroit Urban Research Center, Ann Arbor, MI, USA.
Henry Ford Department of Family Medicine and MSU, USA.
University of Florida, Gainesville, FL, USA.
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BACKGROUND: Black/African Americans experience a disproportionate cancer burden and mortality
rates. Racial/ethnic variation in cancer burden reflects systemic and healthcare inequities, cancer risk
factors, and heredity and genomic diversity. Multiple systemic, socio-cultural, economic, and individual
factors also contribute to disproportionately low Black/African American participation in cancer clinical
trials. METHODS: The Participatory Action for Access to Clinical Trials project utilized a community-based
participatory research (CBPR) approach inclusive of Black/African American community-based
organizations (CBOs), Henry Ford Health (HFH), and the University of Michigan Urban Research Center.
The project aims were to understand Black/African Americans' behavioral intentions to participate in
cancer clinical trials and to obtain recommendations for improving participation. Audio-recorded focus
group data were transcribed, coded, and searches were conducted to identify themes and subthemes.
Representative text was extracted from the transcripts. RESULTS: Six community focus group
discussions (70 participants) and six HFH patient/survivor focus group discussions (29 participants) were
completed. General themes related to trial participation were identified including: 1) systemic issues
related to racism, health disparities, and trust in government, health systems, and clinical research; 2)
firsthand experiences with healthcare and health systems; 3) perceived and experienced advantages and
disadvantages of clinical trial participation; and 4) recruitment procedures and personal decision-making
processes. Specific recommendations on how to address barriers were obtained. CONCLUSIONS: CBPR
is effective in bringing communities equitably to the table. To build trust, health systems must provide
opportunities for patients and communities to jointly identify factors affecting cancer clinical trial
participation, implement recommendations, and address health disparities.

Sleep Medicine
House SC, Byars-Winston A, Zarate S, Azurdia DE, Birren B, Cheng P, Diggs-Andrews K, Lee SP,

Martinez-Hernandez K, McGee R, Prunuske A, Ramirez K, and Sorkness CA. Guiding principles for
culturally responsive facilitation: Lessons learned from delivering culturally aware mentor training to
STEMM faculty. J Divers High Educ 2024; 17(6):998-1004. PMID: Not assigned. Full Text

House, Stephanie C.: Institute for Clinical and Translational Research, University of Wisconsin-Madison,
2112 Health Science Learning Center, 750 Highland Avenue, Madison, WI, US, 53705,
house2@wisc.edu

House, Stephanie C.: house2@wisc.edu

Diversifying the academic workforce requires equitable and inclusive training environments. Essential to
achieving this goal is understanding the relevance of racial and cultural identities in our interactions and a
willingness and ability to engage in frank discussions about race and racism. Grounded in reflective
practice, somatic abolitionism, and social justice education theory, this practice brief articulates six
guiding principles for culturally responsive facilitation within diversity, equity, and inclusion workshops for
adult learners. We use our collective experience implementing a mentorship education intervention,
Culturally Aware Mentoring, with faculty in science, technology, engineering, mathematics, and medicine
to illustrate these principles. (Psyclnfo Database Record (c) 2024 APA, all rights reserved)

Surgery
Aspiras O, Hutchings H, Dawadi A, Wang A, Poisson L, Okereke IC, and Lucas T. Medical mistrust

and receptivity to lung cancer screening among African American and white American smokers. Psychol
Health Med 2024; 1-12. Epub ahead of print. PMID: 39608370. Full Text

Charles Stewart Mott, Department of Public Health, Michigan State University, Flint, MI, US.
Department of Surgery, Henry Ford Health, Detroit, MI, US.
Department of Public Health Sciences, Henry Ford Health, Detroit, MI, US.

Although medical mistrust is associated with lower cancer screening uptake among racial minorities, such
as African Americans, potential impacts on cancer screening among White Americans are generally
understudied. In this study, we examined links from medical mistrust to lung cancer screening among
African American (N = 203) and White American (N =201) smokers. Participants completed the Group-
Based Medical Mistrust Scale and viewed a brief online educational module about lung cancer risks,
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etiology, and screening. Thereafter, participants reported their receptivity to lung cancer screening using
a Theory of Planned Behavior (TPB) measurement framework (attitudes, normative beliefs, perceived
control, and intentions). Medical mistrust predicted lower screening receptivity across all TPB measures
for both racial groups. Although medical mistrust was higher among African Americans, there were no
race differences in screening receptivity. However, there was some evidence that race moderates the
relationship between medical mistrust and screening attitudes. While greater mistrust predicted more
negative attitudes among both races, this effect was stronger among White Americans than African
Americans. Findings suggest that group-based medical mistrust is a barrier to lung cancer screening for
both African Americans and White Americans and illustrates the need to address medical mistrust as a
barrier to screening for both racial minority and nonminority populations.

Surgery
Chahrour M, Chamseddine H, Shepard A, Nypaver T, Weaver M, Boules T, Hoballah JJ, Hosn MA,

and Kabbani L. Endoscopic Vein Harvest Is Associated with Worse but Improving Outcomes in
Infrainguinal Bypass. J Vasc Surg 2024; Epub ahead of print. PMID: 39743157. Full Text

Division of Vascular Surgery, Department of Surgery, lowa Hospitals and Clinics, lowa, USA; Division of
Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA.

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA. Electronic
address: hchamsel@hfhs.org.

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA.

Division of Vascular Surgery, Department of Surgery, American University of Beirut Medical Center,
Beirut, Lebanon.

Division of Vascular Surgery, Department of Surgery, lowa Hospitals and Clinics, lowa, USA.

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA. Electronic
address: kabbanl@hfhs.org.

OBJECTIVE: The impact of great saphenous vein harvest technique on infrainguinal bypass outcomes
remains a matter of debate, with no robust evidence favoring a specific technique over the other. This
study aims to compare the outcomes of open vein harvest with endoscopic vein harvest in patients
undergoing infrainguinal bypass surgery. METHODS: Patients who underwent an infrainguinal bypass
from a femoral origin using a single-segment great saphenous vein between 2011 and 2023 were
identified in the Vascular Quality Initiative infrainguinal bypass module. Only patients undergoing a
bypass for peripheral artery disease were included, and those undergoing in-situ bypass were excluded.
Patients were then classified according to their vein harvest technigue into open vein harvest and
endoscopic vein harvest groups. Three-to-one nearest-neighbor propensity score matching without
replacement was performed to ensure balance of covariates between the two comparison groups.
Kaplan-Meier and Cox-regression analysis were used to estimate long-term event rates and evaluate the
association of vein harvest technigue with the primary outcomes of primary patency, primary-assisted
patency, secondary patency, re-intervention, amputation, and major adverse limb events, defined as the
composite outcome of amputation and/or re-intervention. RESULTS: 7,929 patients who underwent open
vein harvest were matched to 2,643 patients who underwent endoscopic vein harvest. All baseline
characteristics, demographics, and operative details were balanced after propensity score matching.
Endoscopic vein harvest had a significantly lower rate of surgical site infections (1.8% vs 2.9%, p=0.003),
whereas other peri-operative outcomes including graft infection (p=0.12), myocardial infarction (p=0.16),
stroke (p=0.13), and return to operating room (0.14) were similar between the two groups. At 1-year
follow up, open vein harvest patients had a significantly higher primary patency (71% vs 65%, p<0.001),
primary-assisted patency (86% vs 81%, p<0.001), and secondary patency (90% vs 85%, p<0.001), and
significantly lower rates of amputation (6% vs 9%, p<0.001), re-intervention (20% vs 25%, p<0.001), and
major adverse limb events (25% vs 30%, p<0.001) compared to endoscopic vein harvest patients. The
primary patency of endoscopic vein harvest bypasses significantly increased from 59% to 70% between
2011 and 2020 (p=0.042). While open vein harvest had a significantly higher primary patency compared
to endoscopic vein harvest in 2011-2012 (72% vs 59%, p=0.006), this difference diminished over time
with no significant difference observed in the most recent interval (2019-2020) studied (73% vs 70%,
p=0.214). CONCLUSION: While endoscopic vein harvest is associated with a lower post-operative wound
complication rate, open vein harvest conferred superior long-term outcomes of patency, re-intervention,
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and limb salvage over the study period. Nonetheless, endoscopic vein harvest has demonstrated
improvements in primary patency over the years, significantly narrowing the gap in this outcome between
the two harvest methods.

Surgery
Chamseddine H, Shepard A, Constantinou C, Nypaver T, Weaver M, Boules T, Kavousi Y, Onofrey

K, Peshkepija A, Halabi M, and Kabbani L. Pre-operative Smoking Cessation Improves Carotid
Endarterectomy Outcomes in Asymptomatic Carotid Stenosis Patients. J Vasc Surg 2024; Epub ahead of
print. PMID: 39608415. Full Text

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA. Electronic
address: hchamsel@hfhs.org.

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA.
MyMichigan Vascular Surgery, University of Michigan Health, Midland, USA.

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, USA. Electronic
address: Ikabbanl@hfhs.org.

OBJECTIVE: Smoking cessation has been suggested as having the potential to improve the outcomes of
carotid endarterectomy (CEA) and mitigate the risk of long-term stroke in patients with asymptomatic
carotid stenosis (ACS). This study aims to compare the peri-operative and long-term outcomes of CEA in
ACS patients across different smoking status groups. METHODS: All patients receiving an elective CEA
for ACS between 2013 and 2023 were identified in the Vascular Quality Initiative (VQI). Patients with an
ipsilateral carotid stenosis <70% and those receiving a concomitant coronary artery bypass graft (CABG)
were excluded. Patients were then classified according to their smoking status: never smokers, former
smokers (defined as those who have stopped smoking more than 30 days prior to their operation), and
current smokers. Patient characteristics and outcomes were compared using the x(2) or Fischer's exact
test as appropriate for categorical variables and the ANOVA or Kruskal-Wallis test as appropriate for
continuous variables. Cox-regression analysis was used to study the association between smoking status
and the primary outcomes of long-term stroke and major adverse cardiac events (MACE) defined as the
composite outcome of stroke, MI, and/or mortality. RESULTS: A total of 77,664 patients received a CEA
for ACS, of which 19,416 (25%) patients were never smokers, 39,374 (51%) patients were former
smokers, and 18,874 (24%) patients were current smokers. Patients in the three groups had similar rates
of perioperative stroke (p=0.79), myocardial infarction (p=0.07), mortality (p=0.23), and MACE (p=0.17).
At 18-month follow up, former and never smokers had similar rates of stroke (former 0.9% vs never 0.8%,
p=0.92), with former smokers exhibiting a lower stroke risk than current smokers (former 0.9% vs current
1.5%, p=0.001). At 18 months, former smokers had a significantly lower rate of MACE compared to
current smokers (former 11.8% vs current 13.2%, p=0.03), but a higher rate compared to never smokers
(former 11.8% vs never 8.7%, p<0.001). On multivariate Cox-regression analysis, compared to current
smokers, former smokers were independently associated with a lower risk of stroke (HR 0.68, 95% ClI
0.53-0.87, p=0.002), mortality (HR 0.79, 95% CI 0.74-0.84, p<0.001), and MACE (HR 0.77, 95% CI 0.70-
0.83, p<0.001). No difference in long-term stroke risk was observed between former and never smokers
(HR 1.06, 95% CI1 0.82-1.38, p=0.65). CONCLUSION: This study demonstrates that preoperative smoking
cessation in ACS patients significantly reduces the risk of stroke, mortality, and MACE following CEA
compared to continued smoking, aligning their outcomes more closely with those of never smokers.
Optimizing ACS patients prior to surgery should include smoking cessation counseling. Vascular
surgeons play a critical role in encouraging smoking cessation, as their guidance can significantly
improve patient outcomes following CEA.

Surgery
Chamseddine H, Shepard A, Constantinou C, Nypaver T, Weaver M, Boules T, Kavousi Y, Onofrey

K, Peshkepija A, Halabi M, and Kabbani L. Preoperative smoking cessation improves carotid
endarterectomy outcomes in asymptomatic carotid stenosis patients. J Vasc Surg 2024; Epub ahead of
print. PMID: 39608415. Full Text

Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, MI.
MyMichigan Vascular Surgery, University of Michigan Health, Midland, Ml.
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Division of Vascular Surgery, Department of Surgery, Henry Ford Hospital, Detroit, MI. Electronic
address: Ikabbanl@hfhs.org.

OBJECTIVE: Smoking cessation has been suggested as having the potential to improve the outcomes of
carotid endarterectomy (CEA) and mitigate the risk of long-term stroke in patients with asymptomatic
carotid stenosis (ACS). This study aims to compare the perioperative and long-term outcomes of CEA in
patients with ACS across different smoking status groups. METHODS: All patients receiving an elective
CEA for ACS between 2013 and 2023 were identified in the Vascular Quality Initiative (VQI). Patients with
an ipsilateral carotid stenosis <70% and those receiving a concomitant coronary artery bypass graft were
excluded. Patients were then classified according to their smoking status: never smokers, former smokers
(defined as those who have stopped smoking more than 30 days prior to their operation), and current
smokers. Patient characteristics and outcomes were compared using the x(2) or Fischer exact test as
appropriate for categorical variables and the analysis of variance or Kruskal-Wallis test as appropriate for
continuous variables. Cox regression analysis was used to study the association between smoking status
and the primary outcomes of long-term stroke and major adverse cardiac events (MACE) defined as the
composite outcome of stroke, myocardial infarction, and/or mortality. RESULTS: A total of 77,664 patients
received a CEA for ACS, of which 19,416 patients (25%) were never smokers, 39,374 patients (51%)
were former smokers, and 18,874 patients (24%) were current smokers. Patients in the three groups had
similar rates of perioperative stroke (P =.79), myocardial infarction (P = .07), mortality (P = .23), and
MACE (P =.17). At 18-month follow-up, former and never smokers had similar rates of stroke (former
0.9% vs never 0.8%; P = .92), with former smokers exhibiting a lower stroke risk than current smokers
(former 0.9% vs current 1.5%; P = .001). At 18 months, former smokers had a significantly lower rate of
MACE compared with current smokers (former 11.8% vs current 13.2%; P = .03), but a higher rate
compared with never smokers (former 11.8% vs never 8.7%; P < .001). On multivariate Cox regression
analysis, compared with current smokers, former smokers were independently associated with a lower
risk of stroke (hazard ratio [HR], 0.68; 95% confidence interval [CI], 0.53-0.87; P = .002), mortality (HR,
0.79; 95% Cl, 0.74-0.84; P < .001), and MACE (HR, 0.77; 95% CI, 0.70-0.83; P < .001). No difference in
long-term stroke risk was observed between former and never smokers (HR, 1.06; 95% CI, 0.82-1.38; P =
.65). CONCLUSIONS: This study demonstrates that preoperative smoking cessation in patients with ACS
significantly reduces the risk of stroke, mortality, and MACE following CEA compared with continued
smoking, aligning their outcomes more closely with those of never smokers. Optimizing patients with ACS
prior to surgery should include smoking cessation counseling. Vascular surgeons play a critical role in
encouraging smoking cessation, as their guidance can significantly improve patient outcomes following
CEA.

Surgery
Chang DD. Bioengineered vessels used for vascular repairs in trauma. Artif Organs 2024; Epub ahead of
print. PMID: 39673243. Full Text

Clinical trials demonstrate favorable outcomes of bioengineered vessels as graft conduits for reparation of
traumatic vascular injuries compared with benchmarked synthetic conduits.
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Rabindranath M, Selvanathan C, Muaddi H, Magyar CTJ, Englesakis M, Beecroft R, Vogel A, O'Kane G,
Hansen B, and Sapisochin G. Comparative analysis of treatment modalities for solitary, small (€3 cm)
hepatocellular carcinoma: A systematic review and network meta-analysis of oncologic outcomes.
Surgery 2024; 108917. Epub ahead of print. PMID: 39609218. Full Text

Department of Surgery, University of Toronto, Toronto, ON, Canada; Institute of Health Policy,
Management and Evaluation, Dalla Lana School of Public Health, University of Toronto, Toronto, Ontario,
Canada; University Health Network, HPB Oncology Research, Toronto, ON, Canada. Electronic address:
https://twitter.com/WJChoiMD.
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University Health Network, HPB Oncology Research, Toronto, ON, Canada; Department of Surgery,
Division of HPB & Transplant Surgery, Erasmus MC Transplant Institute, University Medical Center
Rotterdam, Rotterdam, the Netherlands.

Department of Surgery, Westmead Hospital, Sydney, Australia.
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Oncology Research, Toronto, ON, Canada; Department of Surgery, Mayo Clinic Rochester, Rochester,
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Department of Surgery, University of Toronto, Toronto, ON, Canada; University Health Network, HPB
Oncology Research, Toronto, ON, Canada. Electronic address: Gonzalo.sapisochin@uhn.ca.

BACKGROUND: Solitary hepatocellular carcinoma measuring <3 cm represents approximately 30% of
hepatocellular carcinoma cases, yet treatment guidelines lack robust evidence. This study compares
oncologic outcomes after ablation, liver resection, and liver transplantation for solitary, small
hepatocellular carcinoma. METHODS: We systematically searched databases up to 7 February 2022, for
studies including adults with solitary hepatocellular carcinoma <3 cm treated by any ablation, liver
resection, or liver transplantation. We excluded non-hepatocellular carcinoma cancers,
recurrent/metastatic diseases, and alternative therapies. A frequentist network meta-analysis assessed 5-
year overall survival and recurrence-free survival using only adjusted effect estimates while accounting
for bias risk. RESULTS: We identified 80 studies (4 randomized controlled trials, 72 retrospectives, and 4
prospective cohorts) with 28,211 patients. In the network meta-analysis for 5-year overall survival (26
studies), liver transplantation was associated with the lowest mortality hazard (hazard ratio, 0.47; 95%
confidence interval, 0.31-0.73, referenced to liver resection), followed by liver resection (reference),
whereas ablation had the greatest mortality hazard (hazard ratio, 1.32; 95% confidence interval, 1.16-
1.49, referenced to liver resection). For 5-year recurrence-free survival (19 studies), liver transplantation
had the best outcome (hazard ratio, 0.36; 95% confidence interval, 0.20-0.63, referenced to liver
transplantation), followed by liver resection (reference), with ablation showing the least favorable outcome
(hazard ratio, 1.67; 95% confidence interval, 1.45-1.93, referenced to liver resection). CONCLUSIONS:
This network meta-analysis provides the evidence for comparing treatment modality outcomes for solitary,
small (<3 cm) hepatocellular carcinoma. LT emerges as the superior choice for achieving a better 5-year
OS, followed by liver resection, then ablation. When feasible to preserve liver function, liver resection can
be prioritized. Ablation with close surveillance should be reserved for individuals unfit for surgery.
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Pancreaticoduodenectomy in trauma patients with grade IV-V duodenal or pancreatic injuries: a post hoc
analysis of an EAST multicenter trial. Trauma Surg Acute Care Open 2024; 9(1):e001438. PMID:
39717488. Full Text
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INTRODUCTION: The utility of pancreaticoduodenectomy (PD) for high-grade traumatic injuries remains
unclear and data surrounding its use are limited. We hypothesized that PD does not result in improved
outcomes when compared with non-PD surgical management of grade IV-V pancreaticoduodenal injuries.
METHODS: This is a retrospective, multicenter analysis from 35 level 1 trauma centers from January
2010 to December 2020. Included patients were 215 years of age with the American Association for the
Surgery of Trauma grade V-V duodenal and/or pancreatic injuries. The study compared operative repair
strategy: PD versus non-PD. RESULTS: The sample (n=95) was young (26 years), male (82%), with
predominantly penetrating injuries (76%). There was no difference in demographics, hemodynamics, or
blood product requirement on presentation between PD (n=32) vs non-PD (n=63). Anatomically, PD
patients had more grade V duodenal, grade V pancreatic, ampullary, and pancreatic ductal injuries
compared with non-PD patients (all p<0.05). 43% of all grade V duodenal injuries and 40% of all grade V
pancreatic injuries were still managed with non-PD. One-third of non-PD duodenal injuries were managed
with primary repair alone. PD patients had more gastrointestinal (Gl)-related complications, longer
intensive care unit length of stay (LOS), and longer hospital LOS compared with non-PD (all p<0.05).
There was no difference in mortality or readmission. Multivariable logistic regression analysis determined
PD to be associated with a 3.8-fold greater odds of Gl complication (p=0.010) compared with non-PD. In
a subanalysis of patients without ampullary injuries (n=60), PD patients had more anastomotic leaks
compared with the non-PD group (3 (30%) vs 2 (4%), p=0.028). CONCLUSION: While PD patients did
not have worse hemodynamics or blood product requirements on admission, they sustained more
complex anatomic injuries and had more Gl complications and longer LOS than non-PD patients. We
suggest that the role of PD should be limited to cases of massive destruction of the pancreatic head and
ampullary complex, given the likely procedure-related morbidity and adverse outcomes when compared
with non-PD management. LEVEL OF EVIDENCE: IV, Multicenter retrospective comparative study.
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Choron RL, Rallo M, Piplani C, Youssef S, Teichman AL, Bargoud CG, Sciarretta JD, Smith RN, Hanos

DS, Afif IN, Beard JH, Dhillon NK, Zhang A, Ghneim M, Devasahayam RJ, Gunter OL, Smith AA, Sun BL,
Cao C, Reynolds JK, Hilt LA, Holena D, Chang G, Jonikas M, Echeverria K, Fung N, Anderson A, Dumas
RP, Fitzgerald CA, Levin J, Trankiem C, Yoon JJ, Blank J, Hazelton J, McLaughlin CJ, Al-Aref R, Kirsch
JM, Howard DS, Scantling DR, Dellonte K, Vella M, Hopkins B, Shell C, Udekwu PO, Wong EG, Joseph
BA, Lieberman H, Ramsey W, Stewart C, Alvarez C, Berne JD, Nahmias J, Puente |, Patton JP, Rakitin
I, Perea LL, Pulido OR, Ahmed H, Keating J, Kodadek L, Wade J, Henry R, Schreiber M, Benjamin A,
Khan A, Mann LK, Mentzer C, Mousafeiris V, Mulita F, Reid-Gruner S, Sais E, Foote C, Palacio-Lascano
C, Argandykov D, Kaafarani H, Bover Manderski M, Narayan M, and Seamon MJ. The impact of post-
operative enteral nutrition on duodenal injury outcomes: A post hoc analysis of an EAST multicenter trial.
J Trauma Acute Care Surg 2024; Epub ahead of print. PMID: 38745354. Full Text

BACKGROUND: Leak following surgical repair of traumatic duodenal injuries results in prolonged
hospitalization and oftentimes nil per os(NPO) treatment. Parenteral nutrition(PN) has known morbidity;
however, duodenal leak(DL) patients often have complex injuries and hospital courses resulting in
barriers to enteral nutrition(EN). We hypothesized EN alone would be associated with 1)shorter duration
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until leak closure and 2)less infectious complications and shorter hospital length of stay(HLOS) compared
to PN. METHODS: This was a post-hoc analysis of a retrospective, multicenter study from 35 Level-1
trauma centers, including patients >14 years-old who underwent surgery for duodenal injuries(1/2010-
12/2020) and endured post-operative DL. The study compared nutrition strategies: EN vs PN vs EN + PN
using Chi-Square and Kruskal-Wallis tests; if significance was found pairwise comparison or Dunn's test
were performed. RESULTS: There were 113 patients with DL: 43 EN, 22 PN, and 48 EN + PN. Patients
were young(median age 28 years-old) males(83.2%) with penetrating injuries(81.4%). There was no
difference in injury severity or critical illness among the groups, however there were more pancreatic
injuries among PN groups. EN patients had less days NPO compared to both PN groups(12 days[IQR23]
vs 40[54] vs 33[32],p = <0.001). Time until leak closure was less in EN patients when comparing the three
groups(7 days[IQR14.5] vs 15[20.5] vs 25.5[55.8],p = 0.008). EN patients had less intra-abdominal
abscesses, bacteremia, and days with drains than the PN groups(all p < 0.05). HLOS was shorter among
EN patients vs both PN groups(27 days[24] vs 44[62] vs 45[31],p = 0.001). When controlling for predictors
of leak, regression analysis demonstrated EN was associated with shorter HLOS((3 -24.9, 95%CIl -39.0 to
-10.7,p < 0.001). CONCLUSION: EN was associated with a shorter duration until leak closure, less
infectious complications, and shorter length of stay. Contrary to some conventional thought, PN was not
associated with decreased time until leak closure. We therefore suggest EN should be the preferred
choice of nutrition in patients with duodenal leaks whenever feasible. LEVEL OF EVIDENCE: IV.
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Hartgerink C, Toiv A, Sarowar A, Todd E, Nagai S, Muszkat Y, Beltran N, and Jafri SM. Safety and

Efficacy of Everolimus Use to Preserve Renal Function in Intestinal and Multivisceral Transplantation
Patients. Transplant Proc 2024; 56(10):2250-2254. PMID: 39603963. Full Text

Wayne State University School of Medicine, Detroit, Michigan. Electronic address:
hartgeco@med.umich.edu.

Henry Ford Hospital, Detroit, Michigan.

Wayne State University School of Medicine, Detroit, Michigan.

BACKGROUND: As calcineurin inhibitors are associated with renal impairment post intestinal transplant,
use of everolimus (EVR) may provide renal-sparing benefits. METHODS: We performed a retrospective
analysis focused on EVR use and renal function after intestinal or multivisceral transplant. No prisoners
were used in the study. This study is compliant with the Helsinki Congress and the Declaration of
Istanbul. RESULTS: A total of 28 patients, 18 patients who underwent isolated intestinal transplant, and
10 patients who underwent multivisceral transplant, were included in this study. For 13 patients that never
received EVR, the average change in estimated glomerular filtration rate (eGFR) compared to baseline at
the time of transplant were as follows: 1 year post-transplant = -18.1%; 2 years = -43.7%; 3 years = -44.1;
and 5 years = -43.3%. For 15 patients who received EVR after transplant, average duration of EVR
therapy was (579.60 + 784.15) days with 87% of patients ultimately removed from medication due to side
effects. In the EVR group, the average change in eGFR compared to baseline were as follows: 1 year
post-transplant = -37.5%; 2 years = -43.5%; 3 years = -54.2%; and 5 years = -42.9%. After the initiation of
EVR, the average change in eGFR compared to eGFR at time of EVR initiation was as follows: 1 year =
+5.9%; 2 years = -1.57%; 3 years = -5.01%; and 5 years = -1.79%. CONCLUSIONS: This study suggests
that EVR can play an important role in preserving renal function in intestinal and multivisceral transplant
recipients, but tolerance of EVR is highly variable in this patient population.
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Kaljee L, Antwi S, Dankerlui D, Harris D, Israel B, White-Perkins D, Aboah VO, Aduse-Poku L,

Larrious-Lartey H, Brush B, Coombe C, Patman L, Cawthorne N, Chue S, Rowe Z, Mills C, Fernando
K, Daniels G, Walker EM, and Jiagge E. Cancer Clinical Trial Participation: A Qualitative Study of
Black/African American Communities' and Patient/Survivors' Recommendations. JNCI Cancer Spectr
2024; Epub ahead of print. PMID: 39585656. Full Text

Henry Ford Health, Global Health Initiative, Detroit, MI, USA.

Henry Ford Cancer Institute, Detroit, MI, USA.
Grace Learning Center, Detroit, Ml, USA.
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University of Michigan Detroit Urban Research Center, Ann Arbor, MI, USA.
Henry Ford Department of Family Medicine and MSU, USA.

University of Florida, Gainesville, FL, USA.
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Eastside Community Network, Detroit, Ml, USA.

Caribbean Community Service Center, Detroit, Ml, USA.

Friends of Parkside, Detroit, MIl, USA.

Institute for Population Health, Detroit, MI, USA.

BACKGROUND: Black/African Americans experience a disproportionate cancer burden and mortality
rates. Racial/ethnic variation in cancer burden reflects systemic and healthcare inequities, cancer risk
factors, and heredity and genomic diversity. Multiple systemic, socio-cultural, economic, and individual
factors also contribute to disproportionately low Black/African American participation in cancer clinical
trials. METHODS: The Participatory Action for Access to Clinical Trials project utilized a community-based
participatory research (CBPR) approach inclusive of Black/African American community-based
organizations (CBOs), Henry Ford Health (HFH), and the University of Michigan Urban Research Center.
The project aims were to understand Black/African Americans' behavioral intentions to participate in
cancer clinical trials and to obtain recommendations for improving participation. Audio-recorded focus
group data were transcribed, coded, and searches were conducted to identify themes and subthemes.
Representative text was extracted from the transcripts. RESULTS: Six community focus group
discussions (70 participants) and six HFH patient/survivor focus group discussions (29 participants) were
completed. General themes related to trial participation were identified including: 1) systemic issues
related to racism, health disparities, and trust in government, health systems, and clinical research; 2)
firsthand experiences with healthcare and health systems; 3) perceived and experienced advantages and
disadvantages of clinical trial participation; and 4) recruitment procedures and personal decision-making
processes. Specific recommendations on how to address barriers were obtained. CONCLUSIONS: CBPR
is effective in bringing communities equitably to the table. To build trust, health systems must provide
opportunities for patients and communities to jointly identify factors affecting cancer clinical trial
participation, implement recommendations, and address health disparities.

Surgery
Loveless IM, Kemp SB, Hartway KM, Mitchell JT, Wu Y, Zwernik SD, Salas-Escabillas DJ, Brender S,

George M, Makinwa Y, Stockdale T, Gartrelle K, Reddy RG, Long DW, Wombwell A, Clark JM, Levin
AM, Kwon D, Huang L, Francescone R, Vendramini-Costa DB, Stanger B, Alessio A, Waters AM, Cui
Y, Fertig EJ, Kagohara LT, Theisen B, Crawford HC, and Steele NG. Human pancreatic cancer single
cell atlas reveals association of CXCL10+ fibroblasts and basal subtype tumor cells. Clin Cancer Res
2024; Epub ahead of print. PMID: 39636224. Full Text

Henry Ford Health System, United States.

University of Pennsylvania, Philadelphia, PA, United States.
Johns Hopkins University, Baltimore, MD, United States.
michigan state university, East Lansing, MI, United States.
University of Michigan-Ann Arbor, Detroit, MI, United States.
Henry Ford Hospital, Detroit, United States.

Henry Ford Health System, Detroit, MI, United States.
Henry Ford Health System, Detroit, Michigan, United States.
University of Pennsylvania, Philadelphia, Pennsylvania, United States.
Michigan State University, United States.

University of Cincinnati, Cincinnati, OH, United States.
Johns Hopkins Medicine, Baltimore, MD, United States.
Henry Ford Hospital, Detroit, Ml, United States.

PURPOSE: Pancreatic ductal adenocarcinoma (PDAC) patients with tumors enriched for the basal-like
molecular subtype exhibit enhanced resistance to standard of care treatments and have significantly
worse overall survival (OS) compared to patients with classical subtype enriched tumors. It is important to
develop genomic resources, enabling identification of novel putative targets in a statistically rigorous
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manner. EXPERIMENTAL DESIGN: We compiled a single cell RNA sequencing (scRNAseq) atlas of the
human pancreas with 229 patient samples, aggregated from publicly available raw data. We mapped cell-
type specific sScRNAseq gene signatures in bulk RNAseq (n=744) and spatial transcriptomics (ST) (n=22)
and performed validation using multiplex immunostaining. RESULTS: Analysis of tumor cells from our
scRNAseq atlas revealed nine distinct populations, two of which aligned with the basal subtype,
correlating with worse OS in bulk RNAseq. Deconvolution identified one of the basal populations to be the
predominant tumor subtype in non-dissociated ST tissues and in vitro tumor cell and patient-derived
organoid lines. We discovered a novel enrichment and spatial association of CXCL10+ cancer associated
fibroblasts (CAFs) with basal tumor cells. We identified that besides immune cells, ductal cells also
express CXCR3, the receptor for CXCL10, suggesting a relationship between these cell types in PDAC
tumor microenvironment. CONCLUSIONS: We show that our scRNAseq atlas (700,000 cells), integrated
with ST data, has increased statistical power and is a powerful resource, allowing for expansion of current
subtyping paradigms in PDAC. We uncovered a novel signaling niche marked by CXCL10+ CAFs and
basal tumor cells that could be explored for future targeted therapies.

Surgery
Manivannan A, Pillai A, Liapakis A, Parikh ND, Kumar V, Verna EC, Salgia R, Wu T, Lu M, and Jesse

MT. Influence of Acuity Circles on Hepatocellular Carcinoma and the Interaction of Gender and Race in
Liver Transplantation. Clin Transplant 2024; 38(12):e70045. PMID: 39620868. Full Text

Internal Medicine, Henry Ford Health, Detroit, Michigan, USA.

Department of Medicine, University of Chicago Medicine, Chicago, lllinois, USA.

NYU Langone Transplant Institute, New York, New York, USA.

Division of Gastroenterology and Hepatology, University of Michigan, Ann Arbor, Michigan, USA.
Division of Nephrology, Department of Medicine, University of Alabama at Birmingham, Birmingham,
Alabama, USA.

Center for Liver Disease and Transplantation, Columbia University, New York, New York, USA.
Division of Gastroenterology and Hepatology, Henry Ford Health, Detroit, Michigan, USA.

Public Health Sciences, Henry Ford Health, Detroit, Michigan, USA.

Transplant Institute, Henry Ford Health, Detroit, Michigan, USA.

The impact of liver transplant allocation policy using acuity circles (ACs) on interactions between race and
gender on waitlist mortality or receipt of deceased donor liver transplant (DDLT) is unknown. Using data
from the United Network for Organ Sharing (UNOS), we examined adults listed for DDLT from April 3,
2017, to October 4, 2022 (30 months pre- and post-AC). Fine-Gray sub-distribution hazard model
explored AC indicators by race and gender interactions and their effect on receipt of DDLT or waitlist
mortality. Also explored was AC's impact on hepatocellular carcinoma (HCC) diagnosis and receipt of
DDLT or waitlist mortality. 59 592 patients (30 202 pre-AC, 29 390 post-AC) included. For both receipt of
DDLT and waitlist mortality, there were no 3-way (AC by race by gender) interactions, indicating that

the effects of race and gender on DDLT or waitlist mortality were consistent pre- and post-AC.
Irrespective of AC implementation, Black and Hispanic women were less likely to receive DDLT and had
an increased risk of waitlist mortality compared to White women. White, Black, and Hispanic men had
lower waitlist mortality risk and greater likelihood of receiving DDLT compared to their female race/ethnic
counterparts. Patients with HCC had a significantly greater chance for DDLT than non-HCC, although
post-AC this effect was attenuated. Patients with HCC were also at greater risk of waitlist mortality pre-
and post-AC compared to those without HCC however, the waitlist mortality post-AC was attenuated only
for those patients without HCC. To our knowledge, this is the first study to show the interaction of gender
and race on waitlist mortality and access to transplantation since the implementation of AC, showing
continued disparate outcomes for women both within and across racial groups.

Surgery
Pearl ES, Murray MF, Haley EN, Snodgrass M, Braciszewski JM, Carlin AM, and Miller-Matero LR.

Weight and shape overvaluation and its relation to anxiety, depression, and maladaptive eating
symptoms for patients up to 4 years after bariatric surgery. Surg Obes Relat Dis 2024; Epub ahead of
print. PMID: 39710526. Full Text
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Behavioral Health, Henry Ford Health, Detroit, Michigan; Center for Health Policy and Health Services
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Behavioral Health, Henry Ford Health, Detroit, Michigan; Department of Surgery, Henry Ford Health,
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BACKGROUND: Weight and shape overvaluation (WSO; undue influence of weight and shape on self-
evaluation) is common among individuals undergoing bariatric surgery. Little is known about how WSO
relates to poorer outcomes for patients remote from surgery. OBJECTIVES: To examine associations
between WSO with anxiety and depression symptoms and various maladaptive eating behaviors in
patients up to 4 years post-bariatric surgery. SETTING: Henry Ford Health, United States. METHODS:
Patients who underwent surgery between 2018 and 2021 were invited to complete the study between
2021 and 2022. Participants (N = 765) completed anxiety and depression symptom and eating behavior
measures. RESULTS: Participants endorsed moderate WSO (M = 3.62, standard deviation = 1.87), which
was positively related to anxiety (r = .37) and depression (r = .20) symptoms; eating in response to
anger/frustration (r = .26), anxiety (r = .28), and depression (r = .31); and addictive eating behaviors (r =
.26); and was significantly associated with the presence of loss-of-control (odds ratio [OR] = 1.39), binge
(OR =1.39), and graze (OR = 1.24) eating. WSO also was related to more frequent grazing (r = .23) but
not loss-of-control or binge eating frequency for participants who endorsed behavior presence.
CONCLUSIONS: Findings underscore that links between WSO, psychiatric distress, and maladaptive
eating behaviors persist up to 4 years after bariatric surgery. These domains should be assessed at
bariatric follow-ups, and assessment of WSO may help providers identify patients at risk for poorer
outcomes. Findings should be used to inform temporal modeling of how WSO may predispose patients to
poorer bariatric outcomes.
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Salas-Escabillas DJ, Hoffman MT, Brender SM, Moore JS, Wen HJ, Benitz S, Davis ET, Long D,

Wombwell AM, Chianis ERD, Allen-Petersen BL, Steele NG, Sears RC, Matsumoto I, DelGiorno KE, and
Crawford HC. Tuft cells transdifferentiate to neural-like progenitor cells in the progression of pancreatic
cancer. Dev Cell 2024; Epub ahead of print. PMID: 39721583. Full Text

Cancer Biology, University of Michigan, Ann Arbor, Ml, USA; Department of Surgery, Henry Ford Health,
Detroit, MI, USA,; Department of Pharmacology and Toxicology, Michigan State University, Lansing, MI,
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Department of Molecular and Integrative Physiology, University of Michigan, Ann Arbor, Ml, USA.
Department of Surgery, Henry Ford Health, Detroit, MI, USA; Department of Pharmacology and
Toxicology, Michigan State University, Lansing, MI, USA.

Department of Biological Sciences, Purdue University, West Lafayette, IN, USA.

Department of Molecular and Medical Genetics, Oregon Health & Science University, Portland, OR, USA.
Monell Chemical Senses Center, Philadelphia, PA, USA.

Department of Cell and Developmental Biology, Vanderbilt University School of Medicine, Nashville, TN,
USA.

Department of Surgery, Henry Ford Health, Detroit, Ml, USA; Department of Pharmacology and
Toxicology, Michigan State University, Lansing, MI, USA. Electronic address: hcrawfol@hfhs.org.

Pancreatic ductal adenocarcinoma (PDA) is partly initiated through the transdifferentiation of acinar cells
to metaplasia, which progresses to neoplasia and cancer. Tuft cells (TCs) are chemosensory cells not
found in the normal pancreas but arise in cancer precursor lesions and diminish during progression to
carcinoma. These metaplastic TCs (mTCs) suppress tumor progression through communication with the
tumor microenvironment, but their fate during progression is unknown. To determine the fate of mTCs
during PDA progression, we created a dual recombinase lineage trace model, wherein a pancreas-
specific FIpO was used to induce tumorigenesis, while a tuft-cell specific Pou2f3(CreERT/+) driver was
used to induce expression of a tdTomato reporter. We found that mTCs in carcinoma transdifferentiate
into neural-like progenitor cells (NRPs), a cell type associated with poor survival in patients. Using
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conditional knockout and overexpression systems, we found that Myc activity in mTCs is necessary and
sufficient to induce this tuft-to-neuroendocrine transition (TNT).
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Carlin AM. Impact of same-day sleeve gastrectomy surgery on postoperative emergency department
visits: analysis from the Michigan Bariatric Surgery Collaborative. Surg Obes Relat Dis 2024; Epub ahead
of print. PMID: 39730271. Full Text
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Center for Healthcare Outcomes and Policy, University of Michigan, Ann Arbor, Michigan.

Department of Surgery, Medical College of Wisconsin, Milwaukee, Wisconsin.

Department of Surgery, The Ohio State University, Wexner Medical Center, Columbus, Ohio.
Department of Surgery, Mayo Clinic, Jacksonville, Florida.
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BACKGROUND: Same-day discharge after sleeve gastrectomy (SDDSG) is being performed in select
patient populations with increased regularity since 2020. OBJECTIVES: To evaluate the impact of
SDDSG on emergency department (ED) visits. SETTING: Academic and private practice bariatric surgery
programs participating in a statewide quality improvement collaborative. METHODS: Using a statewide
bariatric specific data registry, all patients undergoing SDDSG between 2020 and 2023 were identified (n
= 984). Rates of 30-day ED visits and complications were compared between SDDSG and a 2:1
propensity-matched cohort with a 1-2-day hospital length of stay (n = 1968). RESULTS: The mean age
and body mass index of SDDSG patients were 41.7 years and 45.9, respectively. When compared to the
matched cohort, SDDSG patients had higher rates of ED visits (9.2% versus 6.2%, P = .0029), were more
likely to present to ED earlier (10.3 days versus 12.9 days, P =.0118), and were less likely to require
hospital admission (87.8% versus 71.1%, P <.0037), even though the overall complication rates were
similar (4.7% versus 3.7%, P = .2087). The most common reason for an ED visit after SDDSG was
nausea, vomiting, and dehydration (58.9% versus 66.9%, P = .2294), and the most common day to
present to the ED was Friday (20.0% versus 20.7%, P = .9061), which was similar between groups.
CONCLUSIONS: Despite having similar complication rates, patients undergoing SDDSG were more likely
to present to the ED after surgery when compared to a matched cohort of patients with a 1-2-day hospital
stay.
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Ragab M, Raheem O, Arafa M, Alnajjar H, Kadioglu A, Hegde AV, Harraz A, and Agarwa A. The Role of

Different Modalities of Regenerative Therapies in the Treatment of Erectile Dysfunction: A Global Survey
and Global Andrology Forum Expert Recommendations. World J Mens Health 2024; Epub ahead of print.
PMID: 39743219. Full Text
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PURPOSE: There is increased interest in regenerative therapies (RTs) to treat erectile dysfunction (ED).
However, the need for society's guidelines has led to varied practices. This study aims to investigate
current global practices, address the heterogeneity in treatment protocols and evaluations, and establish
expert recommendations in clinical practice. MATERIALS AND METHODS: Senior experts from the
Global Andrology Forum (GAF) created a 32-question survey to evaluate the clinical aspects of various
RT modalities and compare them with each other and with phosphodiesterase type 5 inhibitors (PDES5is).
The survey was distributed worldwide to ED specialists through online Google Forms, the GAF website,
international professional societies, and direct emails. The responses were analyzed and are presented
as percentage frequencies. Additionally, an expert consensus on recommendations for RT use was
reached at via a modified Delphi method. RESULTS: Out of 163 respondents from 39 countries, the
majority (80.1%) were using low-intensity shockwave therapy (LISWT), followed by platelet-rich plasma
(PRP) 61.3% and stem cell therapy (SCT) 17.8%. Efficacy comparisons revealed no perceived significant
differences among RT modalities (p=0.124). Compared to PDES5is, the efficacy of LISWT and PRP was
considered lower by the respondents, while SCT was rated better by almost half of those who used SCT.
The duration of improvement varied (p=0.279), with most improvements lasting 1 to 6 months. The
treatment protocols used for LISWT were mainly consistent but varied widely for PRP and SCT. Adverse
effects were minimal, particularly for LISWT (p<0.001). The costs varied significantly (p<0.001), with SCT
being the most expensive. The evidence for efficacy was rated as primarily moderate to strong for LISWT
but poor for PRP and SCT (p=0.027). CONCLUSIONS: Most respondents utilized LISWT, followed by
PRP, with SCT being the least commonly utilized. The high break heterogeneity in treatment protocols
and evaluation of RT underscores the need for further studies and guidelines to establish best practices.
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Montorsi F, Lughezzani G, Buffi N, Rogers C, and Abdollah F. Racial Disparities in Future Development
of Lethal Prostate Cancer Based on Midlife Baseline Prostate-Specific Antigen. Prostate 2024; e24834.
Epub ahead of print. PMID: 39651707. Full Text
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Department of Urology and Renal Transplantation, University of Foggia, Foggia, Italy.

Division of Oncology, Unit of Urology, IRCCS Ospedale San Raffaele, Vita-Salute San Raffaele
University, Milan, Italy.
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BACKGROUND: Previous studies found that Midlife Baseline PSA (MB PSA) predicts the risk of
developing lethal prostate cancer (PCa), although the cohorts were homogenous in terms of racial
compositions. We aimed to investigate racial disparities in the predictive value of MB PSA for lethal PCa
in a diverse, contemporary, North American population. METHODS: Our cohort included White and Black
men aged 40-59 years, who underwent MB PSA through our health system. Cumulative incidence curves
depicted lethal PCa stratified by race and MB PSA above/below the median. We utilized time-dependent
Receiver Operating Characteristic (ROC) curves and Area Under the ROC Curve (AUC) to compare the
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performance of MB PSA in predicting lethal PCa based on race. Multivariable regression (MVA) was used
to examine the impact of the MB PSA in predicting lethal PCa by race. RESULTS: We included 112,967
men, of whom 27% were Black. The cumulative incidence estimate with MB PSA values equal to the
median at 15 years of follow-up was 0.13 (0.04, 0.32) for White men and 0.55 (0.24, 1.11) for Black men.
AUCs comparison showed no statistically significant differences in the predictive role of MB PSA for lethal
PCa between White and Black men. At MVA, using White patients with PSA < median as the reference
group, the HR of lethal PCa for White men with PSA > median aged 40-44, 45-49, 50-54, and 55-59 was
respectively 2.98 (1.59-5.57), 3.01 (1.89-4.81), 5.10 (3.38-7.70), and 3.38 (2.32-4.92). While for Black
men was respectively 5.50 (2.94-10.27), 4.19 (2.59-6.78), 9.79 (6.37-15.04), and 7.53 (5.03-11.26) (all

p <0.001). CONCLUSION: Our findings indicate that for the same MB PSA and within the same age
category, Black men have a greater risk of developing lethal PCa than White men. A separate cut-off
should be created for MB PSA, if this is to be used to guide PSA screening in clinical practice.
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PURPOSE: To assess active surveillance (AS) adherence for prostate cancer (PCa) in a "real-world"
clinical practice. MATERIALS AND METHODS: We utilized our institutional database which was built by
interrogating electronic medical records for all men who got diagnosed with PCa from 1995 to 2022. Our
cohort included all patients aged < 76 years, with PCa Gleason Grade (GG) 1 or 2, < cT2¢c, PSA<20
ng/ml at diagnosis, enrolled on AS, and with at least one biopsy after diagnosis. Patients were separated
into two groups based on the monitoring intensity. Patients with at least 1 PSA/year and at least 1 biopsy
every 4 years were categorized as adherent to guidelines. Univariable and Multivariable logistic
regression analyses were used to examine the impact of covariates on non-adherence to guidelines.
Competing risks cumulative incidence was used to depict prostate cancer-specific mortality (PCSM).
RESULTS: A total of 546 men met the inclusion criteria. Overall, 63 (11%) patients were adherent to
guidelines (Group 1), while 483 (89%) were not (Group 2). Median PSAs/year and median biopsies/year
were 2.3 (2.0-2.7) and 0.4 (0.3-0.6) for Group 1, and 1.2 (0.7-1.8) and 0.2 (0.1-0.2) for Group 2,
respectively (both p <0.0001). At multivariable analysis, Black men had a 2.20-fold higher risk of being in
Group 2 than White men (p < 0.05). Patients with ¢cT2 (OR:0.24, CI:0.11-0.52) and those with CCIl 22
(OR:0.40, CCI:0.19-0.82) were less likely to be in Group 2, when compared to cT1 stage and CCI =0,
respectively (both p < 0.05). At 10 years, the cumulative incidence estimate of PCSM for the entire cohort
was 2.1%. CONCLUSION: We found substantial deviations from AS monitoring guidelines, particularly in
biopsy frequency, which did not seem to compromise PCSM in patients with stable PSA. Notably, our
findings suggest that strict adherence to guidelines, especially in patients with cT2 at diagnosis, remains
crucial.
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Except in cases of hypogonadotropic hypogonadism, the use of medical therapy before microsurgical
testicular sperm extraction (micro-TESE) is controversial. In some studies, hormone therapy has been
shown to improve the possibility of sperm retrieval during micro-TESE and even lead to the presence of
sperm in the ejaculate in some cases, thereby obviating the need for micro-TESE. However, their routine
use before micro-TESE in cases of nonobstructive azoospermia (NOA) being associated with
hypergonadotropic hypogonadism and eugonadism (normogonadotropic condition) has not been
supported with robust evidence. In this review, we discuss different types of medical therapy used before
micro-TESE for NOA, their risks and benefits, and the available evidence surrounding their use in this
setting.
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BACKGROUND: Socioeconomic and demographic factors contribute to disparity in prostate cancer (PCa)
outcomes. We examined the impact of Area of Deprivation Index (ADI) and race on PCa incidence and
lethality in a North American cohort. METHODS: Our cohort included men who received at least

1 prostate-Specifig Antigen (pSA) test within our Health System (1995-2022). An ADI score was assigned
to each patient based on their residential census block, ranked as a percentile of deprivation relative to
the national level. Individuals were further categorized into quartiles, where the fourth one (ADI 75-100)
represented those living in the most deprived areas. We investigated PCa incidence and lethality, using
cumulative incidence estimates and competing-risk regression. An ADI x Race interaction term examined
whether the relationship between ADI and outcomes varied based on race. RESULTS: We included

134 366 patients, 25% of whom were non-Hispanic Black (NHB). Median (IQR) follow-up was 8.8 (5-17)
years. At multivariate analysis, individuals from the third quartile (ADI 50-74, 95% CI = 0.83 to 0.95) and
the fourth quartile (ADI =75, 95% CIl = 0.75 to 0.86) showed significant reduced hazard ratios for PCa
incidence, when compared with the first quartile (ADI <25, all P <.001). In contrast to the overall cohort,
PCa incidence increased with ADI in NHB men, who were persistently at higher hazard for both PCa
incidence and lethality than non-Hispanic White (NHW), across all ADI str