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|| RESEARCH SUMMARY

Aspirin or Low-Molecular-Weight Heparin for Thromboprophylaxis
after a Fracture

Major Extremity Trauma Research Consortium (METRC) DO 10,1056/NE)

CLINICAL PRODLEM

PRT

Clinical guidelines rec d low- ar-weight
heparin for thromboprophylaxis after a fracture. Head-to-
head comparisons of low-molecular-weight heparin with
aspirin, which is less expensive and more easily adminis-
tered, are lacking.

CLINICAL TRIAL

Detiui A pragniat b S: o siva g
ty trial examined the effectiveness and safety of thrombo-
prophylaxis with aspirin as compared with low-molecular-
weight heparin in adults with an extremity fracture treated
surgically or any pelvic or acetabular fracture treated sur-
gically or nonsurgically.

Intervention: 12,211 patients were randomly assigned to
receive cither low-molecular-weight heparin (30 mg, ad-
ministered subcutaneously) or aspirin (81 mg, adminis-
tered orally) twice daily while hospitalized. After dis-
charge, patients continued to receive thromboprophylaxis
according to the clinical protocols of each hospital. The
primary outcome was death from any cause at 90 days.

RESULTS

Efficacy: Aspirin was noninferior to low-molecular-
weight heparin with respect to death from any cause at
90 days.

Safety: The aspirin group had a luUler incidence of deep-
vein thrombosis than the | I ight-heparin
group, although the occurrences of blccdmg complica-
tions were similar.

LIMITATIONS

» Because of anti d probl with il patients

were allowed to receive up to two doses of low-molecular-

weight heparin before providing consent to participate.

The duration of thromhoprophylaxis in the hospital and

after discharge was not mandated.

» Owing to the trial's open-label design, secondary out
comes could have been influenced by diagnostic suspi-
cion or surveillance bias,

The primary outcome was changed from death related
to pulmonary embolism to death from any cause after
enrollment began.

Links: Full Article | NEJM Quick Take | Editorial

Death from Any Cause at 90 Days

M0a2205973

0.73%

Risk Difference (95% C1)

Death from any cause |
Intertion-to-treat population . -
Per-protocal population —

135 475 040 000 04 Q75 13
att LMWH Botter
Safety
(90 day probability)

Deep-Vein Thrombosis

1.71

LMWH

CONCLUSIONS
Among patients with orthope

Bleeding Complications

Aspirin LMWH

trauma, thrombopro-

phylaxis with aspirin was noninferior to thromboprophy-
laxis with low-molecular-weight heparin in preventing
death at 90 days.
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CONCLUSIONS Rheumatology Massachusetts

. . . . . . Rh tologist - Wi ter, MA - Reliant Medical G
In patients with extremity fractures that had been treated operatively or with any pelvic or acetabular S AT

fracture, thromboprophylaxis with aspirin was noninferior to low-molecular-weight heparin in

preventing death and was associated with low incidences of deep-vein thrombosis and pulmonary
A NEW NEJM GROUP SERIES

Fossil-Fuel Pollution
and Climate Change

%\_ 'P" ’ \’#\

embolism and low 90-day mortality. (Funded by the Patient-Centered Qutcomes Research Institute;
PREVENT CLOT ClinicalTrials.gov number, NCT02984384.)

QUICK TAKE
Aspirin vs. Low-Molecular-Weight Heparin after a Fracture

ENOUS THROMBOEMBOLISM IS A WELL-
complication after orthopedic trauma.** Nu
thromboprophvylaxis therapy to reduce the rif

venous thromboembolism after traumatic orthopedic

Findings from recent trials and meta-analyses suggest
thromboprophvlaxis alternative to low-molecular-weig
joint arthroplasty, with a more favorable safety profile
comparisons among patients with fractures that have
with fractures have shown a strong preference for aspi
thromboprophvlaxis options, given the lower cost ofa
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Image Challenge

searRcH Q

January 19, 2023

A 37-year-old primigravid woman presented at 30 weeks’
gestation with a 4-month history of pruritic pustules on her
torso, arms, and legs. On examination, there were papules,
nodules, and follicular pustules with surrounding erythema,
with no lesions on the palms and soles. A skin biopsy showed
subepidermal pustules and perifollicular neutrophilic
infiltration. Gram’s stain, periodic acid—-Schiff stain, and
Grocott methenamine silver stain were all negative. What is the

most likely diagnosis?

Atopic eruption of pregnancy
Disseminated herpes zoster
Pemphigoid gestationis
Polymorphic eruption of pregnancy

Secondary syphilis

See how others chose
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A previously healthy 8-year-old boy was
brought to the emergency department
with a 2-week history of painless swelling
of the right lower eyelid. On physical
examination, the swelling was found to
be present during primary gaze (Panel A)
but reduced during downward gaze (see

video). A fixed mass measuring 1.5 cm by

IMAGES IN CLINICAL MEDICINE

Orbital Rhabdomyosarcoma

Video

Erich ). Berg, D.O., and Jeremy D. Clark, M.D.

Reduction of Eyelid Swelling during
Downward Gaze (00:24)

January 19, 2023

N Engl ] Med 2023; 388:e4
DOI: 10.1056/NE|Micm2207328
Metrics

Y
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|
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How to Obtain a Nasopharyngeal Swab Specimen

Francisco M. Marty, M.D., Kaiwen Chen, B.S., and Kelly A Verrill, R.N.

Video  Figures/Media Metrics

» NEJM Videos in Clinical Medicine
- RHEIMETEFIET )
* 10 - 20 D EPRYLSTANFLIE -
- BFHEMERE)

o

1. Overview | 2. Preparation and Equipment 3. Procedure | 4. Handling the Specimen
5. Removing Personal Protective Equipment | 6. Summary

Download Video (MP4)

The following text summarizes information provided in the video.

Overview

Collection of specimens from the surface of the respiratory mucosa with nasopharyngeal swabsis a
procedure used for the diagnosis of Covid-19 in adults and children.** The procedure is also commonly

used to evaluate patients with suspected respiratory infection caused by other viruses and some

. DEPRBY T () LY R SEPRIE VI SRR, OISR ORI PO SC! | SSPICE. - IR~ L ERIRIFO Sy Ik 7 SR

May 28, 2020

N Engl | Med 2020; 382:¢76
DOI: 10.1056/NEJMvcrm20107
Chinese Translation =378

Editors

Julie R. Ingelfinger, M.D., Edi

Related Articles

CORRESPONDENCE |UL 1§, 2

How to Obzain a Nasopha

NS
|

(NEJM
CareerCenter

Pediamics, General
Pediarrician | NH Pediatrics

Psychiary
Physiatrist - New York City
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INTERACTIVE MEDICAL CASE

Bumps in the Road

John W. Ostrominski, M.D., Tiffany Y. Hsu, M.D., Ph.D., Anna C. Garza-Mayers, M.D., Ph.D., Anand Vaidya, M.D., and Derrick J. Todd, M.D., Ph.D.

N Case  Disclosure & Activity Information Metrics June 23, 2022
I N Engl ] Med 2022; 386:268
DOI: 10.1056/NEJMimc2117331
< An 18-vear-old man presented to the

emergency department with painful red
CME bumps on both legs and his left ankle. He Editors

reported that the lesions had appeared 2
Caren G. Solomon, M.D., M.P.H., Editor

Associate Editor, Bruce D. Levy, M.D., A!
Loscalzo, M.D., Ph.D., Associate Editor

© weeks before presentation and had begun
to interfere with walking. . . .

NEM
CareerCenter
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Chiefs / Directors / Dept. Heads
Director of Pediatric Hospital Medicine,
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NEIMNE: Audio

PERSPECTIVE | VOL. 388 NO. 1, JAN 05, 2023

The Fresh Assault on Insurance Coverage Mandates

> N E J M I n te rvie ws Interview with Prof. Michelle Mello on Braidwood Management Inc. v. Becerra and its potential

- TR

A~ 7|<?\:|: >\ M.M. Mello and A.J. O'Connell | N Engl ] Med 2023; 388:1-3
m) 16,

EDITORIAL | VOL. 388 NO. 1, JAN 05, 2023

Audio Interview: The Expanding Arsenal of Oral Agents to

» NEJM Audio Summaries Treat Covid-19
=zIk 2=t = kv g = The Expanding Arsenal of Oral Agents to Treat Covid-19
* E wﬁﬁ/ﬂﬂgﬁia‘ﬁﬁ; nm%o E.J. Rubin, L.R. Baden, and S. Morrissey | N Engl ] Med 2023; 388:e7

FREE

PERSPECTIVE | VOL. 387 NO. 26, DEC 29, 2022

Understanding the Key to Outbreak Control — Sudan Virus
Disease in Uganda

Interview with Dr. Armand Sprecher on the importance of mutual understanding in outbreak

control, focusing on a recent outbreak of Sudan virus disease.
A. Sprecher | N Engl ] Med 2022; 387:2393-2395

FREE ng D
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,f_‘;[‘%’_'v_ggg' fffy%fgjﬂgﬂ%ﬁéﬁ 7'4/_-5' ! Progression of Atrial Fibrillation after Cryoablation or Drug Therapy

Andrade JG etal. DOI: 10.1056/NEJM0a2212540

CLINICAL PROBLEM

Arrial fibrillation may progress over time from a
paroxysmal to a persistent form because of electri-
cal and structural remodeling of the heart. In the
EARLY-AF trial, treatment of paroxysmal atrial fibril
lation with cryoablation led to a lower incidence of
recurrence of any atrial tachyarrhythmias in the first

year than antiarrhythmic drug therapy, but whether
cryoablation reduces the risk of progression to per- First Persistent Atrial Fibrillation Episoq The N EW E N G LA N D
sistent atrial fibrillation is unknown. . From 91 days after treatment initiation to final
JOURNAL o MEDICINE
JANUARY 19, 2023 VoL 3 N0
CLINICAL TRIAL s
Design: In a follow-up analvsis of the multicenter. = 1 Aspirin or Low-McIecular-Weighr Heparin

randomized EAR . e N . for Thromboprophylaxis after a Fracture
paroxysmal atria Tucatinib, Trastuzumab, and Capecitabine for HER2-Positive Metastatic % i = “

. tients with progi Breast Cancer =
uIC a e tion after cryoab o 15 S ot 4.5 A S .5 ot gt 15 £ o ABSTRACT

the receipt of an sACKGROUND
Clinical guidelines recommend low-molecular-weight heparin for thromboprophy-
laxis in patients with fractures, but trials of its effectiveness as compared with

s apyy Metric
Intervention: 30 aspirin are lacking,
tion or received op—
followed forath, . I In this pragmatic, multicenter, randomized, noninferiority trial, we enrolled pa-
i cardlas thir eV hatioss tients 18 years of age o older who had a fracture of an extremity (anywhere from
ous cardiac ytl — hip to midfoot or shoulder to wrist) that had been treated operatively or who had
fibrillation event 168,982 530 any pels bular fracture, Patients were randomly assigned to receive low-

molecularaweight heparin (enoxaparin) at a dose of 30 mg twice daily or aspirin at
a dose of 81 mg twice daily while they were in the hospital. After hospital dis-
charge, the patients continued to receive thromboprophylaxis according to the
clinical protocols of each hospital. The primary outcome was death from any cause

of persistent atri
tachyarrhythmia =

Flay

Ranks 1221st at 90 days. Secondary outcomes were nonfatal pulmonary embolism, deep-vein
thrombosis, and bleeding complications
Page Vie N
Journal Watch
[rer—
Gutdels
v Follow U £ ROBMCKINNEY -~ Ema lr \ Watch 2022
N SO TARS _ Outcomes Risk Difference (95% C1) o it it Fibrillation
JOURNAL of MEDICINE Q= percent gin e~
Primary outcome : ~ = iy o Gl
" Death from any cause, intention-to-treat population —te— !
Death from any cause, per-protocal population —_— : tfian 1 the antarthytnmic arog Hereditary Geniospasm
A Brewing Storm Secondary outcome ; y P
PE-related death, intention-to-treat population -4 ' sy e o
‘ sbaran, M.0. Anan Vidya, M. 3 Gack PE-related death, per-protocol population -+ ; '
Possible PE-related death, intention-to-treat population e '
o Case Disclosure & ActiveyInfeemation et . Possible PE-related death, per-protocol population fo— ] 6.00
s Unlikely PE-related death, intention-to-treat population — ! N eELLLE AlreTiane anna
2 M2 Unlikely PE.related death, per-protocol population

—
LB 07 0% pERSPECTIVE | VOL. 387 NO. 11, SEP 15, 2022
Aspirin Better

Editers

Protecting Pregnant People and Babies from the Health
Effects of Climate Change

Ralted Aeicks

Interview with Dr. Sonja Rasmussen on protecting pregnant people and babies from climate-

VIDEOS IN CLINICAL MEDICINE | VOL. 384 NO.7, FEB 18, 2021
change-related harm.

N Engl | Med 2022; 387:957-959

Emergency Intubation in Covid-19 54 Rasmussen and D Jamieson
T

G.5. Shrestha and Others | N Engl | Med 2021; 384:e20
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Clinical Trials

Number of Registered Studies Over Time
and Some Significant Events (as of July 26, 2021)
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ORIGINAL ARTICLE  JAN 23, 2024

Immunogenicity of 2 or 3 Doses of
9vHPV Vaccine in U.S. Female
Individuals 15 to 26 Years of Age
A.B. Berenson and Others

This noninferierity trial examined two versus three doses
of 9-valent human papillomavirus (3vHPV) vaccine in
individuals 15 to 26 years of age in the United States. In
anunplanned interim analysis of female participants,
two doses of SvHPV vaccine appeared to elicit similar
rates of seroconversion and antibody titers for each of
the nine HPV genotypes to three doses at 1 month
postvaccination.

Editorial Reduced-Dose HPV Vaccination —

Implications for Cancer Prevention Policy

ORIGINAL ARTICLE AN 22, 2024

EDITORIAL AN 23,2024

Reduced-Dose HPV Vaccination —
Implications for Cancer Prevention
Policy

LF. Pinder

Human papillomaviruses (HPVs), of which there are over
200 types, typically infect cells of the skin and mucosa.
Most infections are cleared by the immune system
without any intervention; however, inasmall percentage
of infected individuals, the virus persists, resultingina
variety of disorders. More specifically, 13 HPV types have
been characterized as oncogenic because of their central
role in the development of premalignant and malignant
lesions of the oropharynx (mouth and throat), lower
gastrointestinal tract (anus), and genital organs (uterine
cervix, vagina, vulva, and penis). Worldwide, HPV
infections contribute to approximately 5% of all cancers,
with an estimated 625,000 women and 69,000 men
affected annually by HPV-related cancers.

Original Article Immunegenicity of 2 or 3 Doses of
9vHPV Vaccine in U.S. Female Individuals 15 to 26 Years
of Age

ORIGINAL ARTICLE | JAN 23, 2024

Nab-Paclitaxel plus Gemcitabine and
FOLFOX in Metastatic Pancreatic
Cancer
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Regulatory T-Cell Response to Low-Dose
Interleukin-2 in Ischemic Heart Disease

Tian X. Zhao, Ph.D.!, Rouchelle S. Sriranjan, M.B.Ch.B.1, Zewen Kelvin Tueng, Ph.D.?*, Yuning Lu, Ph.D.
Andrew P. Sage, Ph.D.", Meritxell Nus, Ph.D., Annette Hubsch, B.Sc*, Fot rou, Ph.D.*, Evangelia Va
Joanna Helmy, B.Sc.*, Michalis Kostapanos, Ph.D.*, Navazh Jalaludeen®, David Klatzmann, M.D.*, Alain Te
James H.F. Rudd, Ph.D.", Sarah ). Horton, Ph.D.”%, Brian J.P. Huntly, Ph.D.”, Stephen P. Hoole, D.M.°
Simon P. Bond, Ph.D."®, Menna R. Clatworthy, Ph.D.>*", Joseph Cheriyan, M.B.Ch.B*'°, and Ziad Mallat, M.D.®

Dr. Clatworthy, Dr. Ch and Dr. Mallat contributed eq o this article.

Abstract

Atherosclerosis is a chronic inflammatory disease of the artery wall. Reg-
ulatory T cells (Tregs) limi
(IL)-2 have the potential to

ents with ischemic heart

nd promote tissue healing. Low doses of inter-

se Tregs, but its use is contraindicated for

In this randomized, double-blind, placebo-controlled, dose-escalation trial,
we tested low-dose subcutaneous aldesleukin (recombinant 1L-2), given once daily for 5

cons

utive days. In study part A, the primary end point was

fety, and patients with sta-

ic heart disease were randomly a
0.310 3.0 X 10° IU dail

weardial infarction or unstable angina were

ble isches ed to receive placebo or to one of five

study part B, patients with acute non-ST

dose groups (range

el

cebo or to one of two dose groups (1.5 and 2.5 X 10° IU daily). The coprimary end points
gle-cell RNA-
sequencing of circulating immune cells was used to provide a mechanistic assessment of

the effects of aldesleukin.

were safety and the dose required to increase circulating Tregs by 75%

ned to either study part A (
withdrew before dosing, 27 received active treatm

26) or part
and 14

Forty-four patients were randc
18). In total, 3 pati
d placebo. The

ld. Two serious adverse events

jority of adverse events were

occurred, with one occurring after drug administration. In parts A and B, there was a dose-

dependent increase in Tregs. In part B, the
Tregs was 1.46 % 10°TU (95% confides

stimated dose to achieve a 75% increase in  Theauthor afffations are isted

erval, 1.06 to 1.87). Single-cell RNA-sequencing e et at
demonstrated the engagement of distinct pathways and cell-cell interactions. or at
the Division of Cardiovascular
In this phase 1b/2a study, low-dose IL-2 expanded Tregs without adverse Medicine, Department o

Medicine, University
Cambridge, Cambri,
United Kingdom.

events of m

jor concern. Larger trials are needed to confirm the safety and to further evalu- o200,

ate the efficacy of low-dose 1L-2 as

anti-inflammatory therapy for patients with isch
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for Myelodysplastic Syndromes
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Abstract

Risk stratification and therapeutic decision-making for myelodysplastic H H %k k
s e o o T vidence eb view
(IPSS-R), which considers hematologic parameters and cytogenetic abnormalities.

Somatic gene mutations are not yet used in the risk stratification of patients with MDS.

To develop a clinical-malecular prognostic model (IPSS-Molecular [IPSS-M]),  The aushar afffitions are listed
pretreatment diagnostic or peridiagnostic samples from 2957 patients with MDS were acohe ond of ha arcicle.

prafiled for mutations in 152 genes. Clinical and molecular variables were evaluated for Dr. Bernard canbe contacted at
associations with leukemia-free survival, leukemic transformation, and overall survival. —
Feature selection was applied to determine the set of independent 1PSS-M prognostic var-
iables. The relative weights of the selected variables were estimated using a robust Cox
multivariable model adjusted for confounders. The IPSS-M was validated in an external

cohort of 754 Japanese patients with MDS,

ar Deparment of
idemioiagy and Biosatisics,

We mapped at least one oncogenic genomic alteration in 94% of patients with

MDS. Multivariable analysis identified TP53™¥%, FLT3 mutations, and MLL"™ as top
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Balanced Crystalloids versus Saline in Critically I1l

Adults — A Systematic Review with Meta-Analysis Eﬁ gg@j:ﬁ,z%zﬁ_g_;\* ! 1’E?§ N EJ M ﬁﬁ 13&6}1: %E/\J%l\% ,

Naomi E. Hammond, Ph.D.'?, Fernando G. Zampieri, Ph.D.**, Gian Luca Di Tanna, Ph.D.*, Tessa Garside, Ph.D.'?,
Derick Adigbli, Ph. D."2, Alexandre B. Cavalcanti, M.D. Ph.D.%, Flavia R. Machado, M.D., Ph.D.%, Sharon Micallef, B.N.",
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Drs. Hammond and Zampieri, as well as Drs. Finfer and Delaney, contributed equally to this artide.

MlF

The comparative efficacy and safety of balanced crystalloid solutions and

saline for fluid therapy in critically ill adults remain uncertain,

ety i e i 0T e (NEJM Evidence (Web view))***

use of balanced crystalloids with saline in critically ill adults. The primary outcome was

90-day mortality after pocling data from low-risk-of-bias trials using a randomreffects
model. We also performed a Bayesian meta-analysis to describe the primary treatment
effect in probability terms. Secondary outcomes included the incidence of acute kidney
injury (AKI), new treatment with renal replacement therapy (RRT), and ventilator-free
and vasopressor-free days to day 28.

We identified 13 RCTs, comprising 35,884 participants. From six trials (34,450
participants) with a low risk of bias, the risk ratio (RR) for 90-day mortality with balanced
crystalloids versus saline was 0.96 (95% confidence interval [CI], 0.91 to 1L0Y
P =1218); using vague priors, the posterior probability that balanced crystalloids reduce
mortality was 89.5%. The RRs of developing AKI and of being treated with RRT with bal-
anced crystalloids versus saline were 0.96 (95% CI, 0.89 to L.02) and 0.95 (95% CI, 0.81
to L11), respectively. Ventilator-free days (mean difference, 0.18 days; 95% CI, —0.45 to
0.81) and vasopressor-free days (mean difference, 0.19 days; 95% CI, —0.14 to 0.51)
were similar between groups.

The estimated effect of using balanced crystalloids versus saline in criti- A _—
¥ The author affiliations are listed

cally ill adults ranges from a 9% relative reduction to a 1% relative increase in the risk of at the end of the article.

Dr. Finfer can be contacted at

death, with a high probability that the average effect of using balanced crystalloids is to
reduce mortality. (PROSPERO number, CRD42021243399)
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Jeffrey Drazen, M.D.

Distinguished Parker B. Francis Professor of Medicine
Harvard Medical School

NEJM Group Editor

Boston, Massachusetts, USA

Pulmonary and Critical Care Medicine

Under leadership of Dr. |effrey Drazen, NEJM published major papers advancing the science of
medicine, including the first descriptions of SARS, timely coverage of the Ebola and Zika virus

epidemics, and advances in the treatment of cancer, heart disease and lung disease. During his
tenure, NEJM was at the forefront of worldwide efforts to register all clinical trials and to share

clinical trial data.

Jeffis the Distinguished Parker B. Francis Professor of Medicine at Harvard Medical School,
professor of physiology at the Harvard School of Public Health, and a senior physician at Brigham
and Women’s Hospital. He specializes in pulmonology and maintains an active research program in
lung physiology and the mechanisms involved in asthma.

A native of Missouri, Jeff currently resides in Bedford, Massachusetts. In his spare time, he has
become a master furniture maker, and enjoys time well spent with his five grandchildren: three girls

and two boys.
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G.M. Hirschfield and Others

In this trial, the percentage
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phosphatase with normal
bilirubin) was significantly
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Painful Tongue Lesions — A 49-year-old man
with HIV infection presented with an 11-day
history of painful tongue lesions and a T-week
history of sore throat and fevers.
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Clinical Genome Editing An 18-year-old man presented to the
M.H. Porteus

' . emergency department with
Br ldglng the Gclp generalized tonic—clonic seizures.

On physical examination, the

Therapeutic editing of .
the human genome it 1
has long been a holy T T T
grail of genetic
medicine. This

cw i
-] ME

patient was confused. He had swelling over the right

eye and tenderness in the right testis. Magnetic
interactive graphic describes
developments in genome editing as
applied to Duchenne’s muscular
dystrophy and HIV-1 infection.

resonance imaging of the head showed numerous

well-defined cystic lesions throughout the cerebral
cortex. What is the diagnosis?

¢ G m MAR 07
Cerebral metastases

MEDICINE AND SOCIETY
TEAMWORK — PART 3

The Not-My-Problem Problem

L. Rosenbaum

Progressive multifocal leukoencephalopathy

Cerebral vasculitis

Though medical care has become ever
more dependent on teamwork, the

Neurosyphilis

. . . QUICK TAKE VIDEOS IN CLINICAL MEDICINE
profession has devoted relatively little . . L.
attention to what makes for a good team. Diagnosis of Suspected Pulmonary Examination of the Hand a Neurocysticercosis
In this roundtable discussion moderated Embolism during Pregnancy G50y Wt Wi, arid (.G, St

02:06 MAR 21 15:16 MAR 20
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ORIGINAL ARTICLE CASE CHALLENGE

Fractional Flow Reserve—Guided PCI as A Boy with Fever, Joint Pain, and

Compared with Coronary Bypass Surgery =~ Abdominal Cramping
\W.F. Fearon and Others | N Engl | Med 2022; 386:128-137

A 35-year-old woman with
idiopathic pulmonary arterial

hypertension and a pulmonary

A 14-year-old boy was admitted with 2 aneurysm presented with chest
In this trial involving patients with three-vessel coronary  fatigue, fever, joint pain, abdominal in. C ted t -aphv (CT) of the chest i
artery disease, PCI guided by assessment of fractional cramping, and diarrhea. What is the pain. Computed tomography (CT) of the chest is
>

flow reserve was not noninferior to CABG with respect to diagnosis? Vote and comment. Find shown. What is the most hkely diagnosis?

the composite end point of death, myocardial infarction, the answers in the full text of the case,

stroke, or repeat revascularization at 1 year. The to be published on January 26.
incidence of this composite end point... Aortic dissection
FREE §E ||y JAN 12
JAN 13 .
Aortic pseudoaneurysm
Videos in Clinical Medicine >

Intramural hematoma

Pulmonary-artery dissection

Placement of a Intranasal Naloxone Emergency Intubation Placement of an Examination of the Percutaneous

Double-Lumen Administration in Covid-19 External Ventricular Neck Veins Tracheostomy

Endotracheal Tube Drain Pulmonary-artery rupture

10:28 08:02 09:47 12:05 12:56 14:10
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NEJM Weekly CME:

The NEJM Weekly CME Progragloﬂcers one AMA PRA Category 1 Credit““lfor each successfully
completed Weekly CME or Interactive Medical Case activity. A personal subscription to NEJM
N rovides free access to the entire collection of more than 300 NEJM Weekly CME activities and
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Interactive Medical Cases. Track completions and download certificates through My Activities.
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For help in meeting specially designated pain management and end-of-life care requirements, free

CME courses on these topics are available from NEJM Knowledge + and from the Massachusetts
Medical Society.
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Which one of the following statements about the potential harms to children of women with epilepsy who take

- . . . ntsin
antiseizure medication during pregnancy is true?

:

O A. Lamotrigine has been linked to adverse neurodevelopmental outcomes.

O B. Lamotrigine is associated with an increased risk of oral clefts.

( 10f1

O C. Topiramate is associated with an increased risk of small size for gestational age. ent of

ition for

O D. Valproate poses an increased risk of cognitive impairment only when used at high doses.

> FEERITAKS

\ QUESTION 2
3
> CME ISR E=ZRE ] B .
WA ) E, \ -L Which one of the following choices describes overall study results regarding the risk of autism spectrum disorder

\ after prenatal exposure to topiramate or lamotrigine relative to the risk among children born to women with

\ 7 AW ALY = | epilepsy but without such prenatal exposure?
S SR e J

‘ O A. No substantially increased risk after exposure to either topiramate or lamotrigine.
O B. Substantially increased risk after exposure to either topiramate or lamotrigine.

\ O C. Substantially increased risk after exposure to lamotrigine but not to topiramage.

dy,
O D. Substantially increased risk after exposure to topiramate but not to lamotrigine. ation
m
QUESTION 3
nust
Which one of the following statements about this study is true? 1ctivity,

O A. Alarge number of cases of autism spectrum disorder were diagnosed. u
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ORIGINAL ARTICLE
MEETING OF THE AMERICAN ACADEMY OF ALLERGY, ASTHMA AND IMMUNOLOGY

Benralizumab or Mepolizumab for
'EGPA

ar and Others

In this randomized trial, benralizumab was noninferior to mepolizumab for the
induction of remission in patients with relapsing or refractory eosinophilic
granulomatosis with polyangiitis.

e e St e i e A P e e Lo P S 7
Cholangitis

G.M. Hirschfield and Others

In this trial, the percentage T rem
of patients who met the :
primary end-point criteria
(reduction in alkaline
phosphatase with normal
bilirubin) was significantly
greater with seladelpar than with placebo.

Editorial Advancing Second-Line Treatment for Primary
Biliary Cholangitis

Editorial PPAR Agonists in Primary Biliary Cholangitis

ORIGINAL ARTICLE

CD19 CAR T-Cell Therapy in
Autoimmune Disease

Miiller and (

In this case series of 15
patients with severe

autoimmune disease,
selective deep depletion of (i
B lymphocytes with CD19

CAR T-cell therapy was

effective in achieving clinical remission.

Editorial CAR T Cells — A New Horizon for
Autoimmunity?

Image Challenge >
What is the diagnosis? P25 O
i CBE L)

Image of the Week -S>

Painful Tongue Lesions — A 49-year-old man
with HIV infection presented with an 11-day
history of painful tongue lesions and a I-week
history of sore throat and fevers.

Shaping the future of
Al in medicine.
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—22 According to several studies, 40 to 100% of U.S. and European elderly men and women still living in the community Rheumaroloey Massachusetts

(not in nursing homes) are deficient... ... response, which means that parathyroid hormone levels are often normal when 25-
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Risk Factors for Falls among Elderly Persons Living 1n the Community
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Family Medicine Swampscott, Massachusetts
Family Medicine Physician

To study risk factors for falling, we conducted a one-year prospective investigation, using a sample of 336 persons at least 75

Internal Medicine Lynn, Massachusetts
years of age who were living in the community. All subjects... ... reflexes, balance, and gait; in addition, we inspected their Internal Medicine Physician
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therefore ateribute  distinctive
meaning to brain diseases and in-
terventions. The devastating toll
of neurologic and psychiatric dis-
orders makes seeking knowledge
and developing interventions by

derived from it raise both familiar
and new ethical challenges.

A few specific hypothetical
cases based on existing innovative
brain research can help illustrate
these challenges. The first relates

covers that the device company declared
bankruptey and the nevded replacement
parts are no longer available. He is left
with a defunct implant.

Ongoing clinical trials are test-
ing highly innovative brain im-
plants, with aims ranging from
treating opioid addiction to restor-
ing speech. Mr. Ps case is, unfor-
runately, not unlike some that have
been reported? Given the risks
posed by brain surgery, trials in-

From the means of brain research an ethi-  to post-trial care. volving brain implants typically

cal imperative. Deeper under- Mr. P., whe was lefe quadriplegic  enroll patients with severe, trear-

The serie standing of the brain could also  after an accident, joins a trial of a  mentresistant conditions. Unsur-

change our notions of what is  broin—computer interface (BCI). Intra-  prisingly, many participants who

. uniquely human and of death, cortical microelectrode arrays are im-  benefit want to keep the implanr,

The view agency, responsibility, and other  planted in his motor cortex, and pereu-  which is often the only interven-

concepts underlying fundamental  taneous electrodes are inserted in his  tion that has worked. For other

Human S societal norms and laws. Our in-  arm. The recorded neural activity is  participants, explantation of the

creasing ability to record, under-  decoded to command his paralyzed arm  device would be too risky. Bur pa-

. . stand, and directly modify the by electrically stimulating his hand, tients with experimental implants

This arti¢ brain has led research to a new  elbow, and shoulder muscles. After re-  need ongoing care to maintain the

frontier, where calls are being ceiving 10 hours of training each week  benefits, reduce side effects, or

Discl made to protect the right to men-  for a year, Mr. P can cortically om- manage complications (such as

Isclosul tal selfdetermination. Despite ex-  mand his paralyzed arm. This ability  bleeding) that may occur years

citing advanees, conducting brain  increases his independence, improving  after the trial. Determining who

research and appropriately imple-  his quality of life. Three years after the  is responsible for post-trial care

The hum menting interventions or insights  trial, the BCT stops werking. Mr. P. dis-  requires balancing participants’ in-

thOUghtS ENCL) MED 390033 NEJM.ORG JUNE 20, 2034 2133
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ARDIAC IMPLANTABLE ELECTRONIC DEVICES [:CIEDS} CONSTITUTE A MAJOR

breakthrough in the management of heart rhythm disorders. These devices largely include

bradycardia pacemakers, biventricular pacemakers, and implantable cardioverter—
defibrillators (ICDs). In the United States, more than 400,000 CIEDs are implanted every year.2 The

increasing number of patients with a CIED has made it necessary for all clinicians to have a basic

understanding of what these devices do, the evidence supporting their use, their possible contribution

to the overall clinical presentation, and the consideration of how they should be managed when

surgery, a nonsurgical procedure, magnetic resonance imaging (MRI), or radiation therapy is planned.

Bradycardia Pacemakers

Of all the available CIEDs, bradycardia pacemakers have
been around the longest. Indications for bradycardia
pacemakers include sick sinus syndrome and type II
second-degree, high-grade, and complete heart block.3
Numerous randomized clinical trials have compared the
outcomes of different pacing modes for management of
sick sinus syndrome and advanced heart block*!! (Table
1). For patients with sick sinus syndrome, dual-chamber
(atrial and ventricular) pacing has been shown to
improve outcomes.*? Although single-chamber
ventricular pacing and dual-chamber pacing have a
similar effect on outcomes in patients with high-grade
atrioventricular block,%810 dual-chamber pacing is

Table 1.

Randomized Clinical Trials (RCTs) of
Bradycardia Pacemakers.

preferred for most patients in order to prevent the pacemaker syndrome.?
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