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Why Is this important o

e Journals have become communication networks

« Conduit between the scientific community and
Investigators, clinicians, public, and media

« Far greater interest in medicine/science than in the
nast

 Patient participation in care is increasing
* Time of near facts, partial facts, half-facts
« Health care increasingly expensive
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Reach of JAMA @

e Readers e Listeners
« 150,000 MDs read weekly podcast _
content in CMJ « 100,000+ listen to other

podcasts monthly

« 600,000 weekly eTOC alerts _
* Viewers

* 1.2 million weekly on-line alerts
. 120,000 users TJIN reader - 8,000,000 see/hear monthly

: JAMA report video
20,000 MDs view content on
Univadis e Learners

» ~3000 participate in weekly CME
quizzes

 Social Network
o Twitter 220,000+
 Facebook 440,000+

We touch ~ 1.5M physicians each week with our content
2017 ~ 32 Million PDF/HTML downloads!!!
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Responsibility of Editors )

« Understand conflict of interest

Conduct adequate peer-review

“Frame” important articles, minimize “hype”
Understand the power of opinion

Use language carefully

Ensure accuracy of scientific literature (correct errors)
Continually review policies
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EDITORIAL

Conflict of Interest and Medical Journals

Phil MD. M3A; firees, MID

Conflict of interest (COT) affects every aspect of medicine,
including clinical care, teaching, and research. According
to one definition, “A conflict of interest exists when profes-
stonal judgment concerning
a primary interest (such as
patients’ welfare or the val-
1dity of research) may be in-
fluenced by a secondary interest (such as financial gain).
Perceptions of conflict of interest are as important as ac-
tual conflicts of interast.™ Owver the past decads, there has
‘bean increasing attention to virtually every aspect of COlin
medicing, including reports from authoritative national
committess,? federally mandated reporting of industry pay-
ments to physicians,” enhanced polictes and procedures gov-
erming COl at academic medical centers and research institu-
tioms, and efforts to harmonize reporting of CO1 overall® and
in scientific publications.®

This theme tssue of JAMA is devoted to presenting new
information on the evolving natura of COLL The tssue tndudes
23 scholarly Viewpoints that represent the multifacetad
aspects and complexity of COI from numerous perspectives,
ranging from academic medical centers and industry to
pattents and the public. Harvey Fineberg, MD, frames the
theme issue by emphasizing that understanding, dealing
with, and continually tmproving what 1s known about COI
1= critical if physicians are to retain the trust that patients
have placed in the professton.® Willlam Stead, MD, provides
an overarching aditortal on the various multdisciplinary
aspects of COI coverad in the Viewpoints and suggests that
a systematic approach 1s needed in which all stakeholders
in the health professions and blomedical sciences work
together to protect professsonal judgment and mtegrity while
ensuring medical progress.”

In additton, 2 research reports in this 1ssue of JAMA
present findings on COI involving physicians. In one study,
Tringale and colleagues” analyzed data from the Open Pay-

ofindustryp ysictans1n 2015 and
found that 449 864 (approsdmately 48%) US physicians were
reported to have recetved a total of $2.4 billion in industry-
related payments, with a higher ikelihood and higher value
of payments to physscians in surgical spectalties than those in
primary care specizlties and to male physicians than female
physictans. In another study, Larkin and colleagues” used in-
formation from 2 data set that included more than 16 million
prescriptions and compared prescribing by 2126 physicians at
19 academic medical centers that implemented policles be-
tween January 2006 and June 2012 that restricting pharma-
ceutical representative sales visits to physidans (“detaiing™)
with prescribing by a control group of 24 593 matched physt-

<]
Viewpoints pages 17171761

clans who were not subject to such polides. Introduction of
academic medical centers’ detailing policies was assoclated
with a 1.67-percentage point decrease in the market share of
deatailed drugs (representing an 8.4 relative reduction in mar-
ket share following the intervention) and a 0.84-percentage
point increase in the market share of nondetatled drugs
(representing a 5.6% relattva increase in market share).

C00s a crittcally important 1ssue for blomedical journals
and edstors. This editortal reviews journzal policies governing
0 and discusses tmportant dectsions and tssues editors must
address regarding CO related toresearch reports and optnion
articles, resolvingundisclosed COls, and safemuarding against
C01in the editorial decision process.

Journal Policies on COI
evaluation and transparent management of COT are
essential to ensure the tntegrity and credibility of published
articles and to promate public confidence and trust in the so-
enttfic process and the cradibility of published articles.!
Accordingly, all authors of all manuscripts submitted for con-
sideration for publication in JAMA and the JAMA Network
spectalty journals {induding research repaorts, reviews, opin-
fom articles, and letters to the editor) are expected to provids
datatled information about all relevant financial interests,
activities, relatonships, and affiliations including, but not
limited to, employment, affiliation, funding and grants
recetved or pending, consultancies, honoraria or payment,
speakers’ buraaus, stock ownership or options, expert testi-
mony, royalties, donation of medical equipment; or patents
planned, pending, or tssued."™"" As stipulated in the Interna-
tional Committee of Medical Journal Editors (ICMIE) disclo-
sure form, these disclosures should include “Any potential
conflicts of interast involving the work under consideration
for publication” (during the time involving the work, from
initial conception and planning to pressnt), any “relevant
financial activities cutside the submitted work™ (over the 3
Wears prior to submission), and any “other relationships or
activities that readers could perceive to have influenced, or
that give the appearance of potentially influencing” what 15
written in the submitted work (basad on all relztionships that
were present during the 3 years prior to submission) 2
Although many universities and other institutions and
organizations have established policies and thresholds for
reporting finandal interests and other COIs, JAMA and the
JAMA Network journals require complete disclosure of all
ralevant financial relatonships and potential financial COls,
regardless of amount or value. For example, authors of a
manuscript about hypertenston should report all financial
relationships they have with all manufacturers and owners

N Issue Highlights on page 1707
IAMA May2. 2077 Volume 317, Mesminer 17 famacom
AJALA NETWORK
PUBLIGATION
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Peer-Review at JAMA

Triaging Editor Associate Editor

(paper can be (paper can be
rejected) rejected)

Assigned to 2-5
Peer-Reviewers
(paper can be
rejected)

Triaged to
Manuscript Rejected or
Meeting (stats Revised or ERBR
review mandatory)

Manuscript
Returned to
Author for
Revision

Returns to ACCEPTED or REJECTED !l

Manuscript
Meeting
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Mediterranean diet and breast cancer risk:
informative JAMA news release includes ample
caveats

release
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Mediterranean diet plus olive oil associated with reduced breast cancer risk
O  industry/commercial news releases (42)
O  Journal news release (27)
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This news release reports on the findings of a large ?
European study, published in JAMA Internal Medicine, - “\”\ Q Tags View More
asking whether older women participants following a - g

Mediterranean Diet, supplemented with either extra- / \

virgin olive oil (EVOO) or nuts, experienced a different ”~

rate of breast cancer than women receiving )
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® concussion

that those supplemented with EVOO experienced - N\ ¢

fewer cases of breast cancer than did the control
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randomized trial of older adults (average age 71) who
had ankle fractures that were either treated with “close
contact casting” or with surgery. While the outcomes
after six months were similar in both groups the close
contact casting was superior in terms of reduced
infections and additional operating room procedures
as well as being a lot safer. Yet many patients who
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Clinical Trials ()

« Remain the single most important article type (perhaps
guidelines have superseded RCTS)

« Occupy the top or contribute to the top of the evidence
pyramid

 Clinicians and much of the media understand the
Importance of clinical trials

« Difficult legacy in the 1980s and 1990s
 Single greatest advance — trial registration

« SAPs, protocols, trial registration

« More conducted in conjunction with industry
« Data-sharing
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Clinical Trials ]

Original Investigation

Effect of Prenatal Supplementation With Vit
on Asthma or Recurrent Wheezing in Offspri
The VDAART Randomized Clinical Trial

Bugusto A, Litonjua, MID, MPH; Vincent J. Carey, PhD: Nancy Laranjo, BA: Benjamin ). Harshfield, BA;
Thomas F. McElrath, MID, PhiD. George T. 0Connor, MO, M5: Megan Sandel. MO, MPH:

Rorald E. verson Ir, MO, MPH: Aviva Le=-Paritz. MID: Robert T Strunk, MO, PhD; Leonard B Bacharier, MD;
George A Macones, MD. MSCE: Robert 5 Zriger. MD, PhD: Michael Schatz, MDD, MS: Bruce W. Hallis, PhD:
Ewve Hornsby, PhiD. Catherine Hawrylowicz, PRD; Ann Chen Wi, MO, MPH. Scott T Weiss, MO, NS

IMPORTAMCE Asthma and wheezing begin early in life, and prenatal vitamin D deficiency has
been vaniably assodated with these disorders in offspring.

DBJECTIVE To detarmine whether prenatad vitamin D (cholecalcfercl) supplementation can
prevent asthma or racurrent wheaze in early childhood.

DESIGN, SETTING, AND PARTICIPANTS The Vitamin D Antenatal Asthma Rieduction Trial was 2
randommized, double-blind, placebo-controliad trial condwcted in 3 centers acmoss the United
States. Enrollment began in October 2009 and completed follow-up in January 2015, Eight
hundred eighty-one pregnant women betwesn the ages of 18 and 30 years at high risk of
having children with asthmawere rndomized at 10 to 18 weeks' gestation. Five participants
were deemed ineligible shortly after randomization and were discomtinued.

INTERVENTIONS Fouwr hundred forty women were randomized to receive daily 4000 1U
vitamin D plus a prenatal vitamin containing 400U vitamin D and 436 women wene
randomized to receive a placebo phus a prenatal vitamin contaning 400 1U vitamin 0.

MAIN OUTCOMES AND MEASURES Coprimary outcomes of (1) parental report of
physidian-diagnosed asthma or recurrent wheezing through 3 years of age and (2) third
trimester matemnal 25-hydrogyvitamin D levels.

RESULTS Eight hundred ten infants were born in the study, and 806 were indudedin the
analyses for the 2-year cutcomes. Two hundred eightesn dhildren developed sthma or
recurrent whaeze: 08 of 405 (24.3%; D55 €1, 18.7%-28.5%) in the 4400-1U group vs 120 of
00 (30.4%, 95% Cl, 25.7%-731%) in the 400-1U group (hazard ratio, 0.8; 95% O, 06-1.0:
P = 051). Of the womenin the 4400-IU group whese blood levels wera chacked, 280
{74.9%) had 25-hydroyvitamin Dlevels of 30 ng/ml or higher by the third trimestes of
pregnancy comparad with 133 of 301 (34.0%) in the 400-IU group (difference, 4009%: 95%
Cl. 34.2%¢-47.5%, P < 001,

COMCLUSIONS AND RELEVAMCE In pregnant women at risk of having a child with asthma,
supplementation with 4400 IU/d of vitamin D compared with 400 IU/d significanthy
inreased vitamin D levels in the women. The inddence of asthma and recurrent wheszingin
their children at age 3 years was bower by 1%, but this did not mest statistical significance;
however, the study may have been underpowerad. Longer follow-up of the childrenis
ongoing to determine whether the difference is dinically important.

TRIAL REGISTRATION dinicaltrizls gov kdentifier: NCTODS2062]

Original Investigation
aminD Effect of Vitamin D; Supplementation During Pregnancy
ng by Age 3 Years on Risk of Persistent Wheeze in the Offspring

A Randomized Clinical Trial

Bo L Chawes, MD. PhD; Klaus Bannalylde, MO, PhD: Jakob Stokholm, MO, PD: Nadja H. Vissing. MD, PhD;

Elin Bjarnadiatic. MID: Ann-Marie M. Schoos. MID, PhD: Helene M. Wolsk, MID; Tine Marie Redersan, MO:

Rebecra K. Vinding. MD: Sunna Thorsteinsdattir. MD; Lambang Arianto, MD: Henrdc W. Hallas, MD:

Lene Heideendarf, MO, DS Susanne Brix, M5c, PhiD: Morten A. Rasmussen, MSc, PhDD; Hans Bisgaand, MD, DMSc

= Editanal pag= 347

IMPORTAMCE Observational studies have suggested that ncreased distary vitamin Dintake [ Felated article page 362
& Eatodal page 347 during pregnancy may protect agsinst wheszing in the offspring, but the preventive effact of
[= Restenantice pags 353 vitamin D supplementation to pregnant women is unknown. mentalmntental
Supplemental comtent at OBJECTIVE To determine whether supplamentation of vitamin 0, during the third trimester
jama.com of pragnancy reduces the risk of persistent wheeze in the offspring.

DESIGN, SETTING, AND PARTICIPANTS A doubda-bliind, single-center, randomized dinical trial
conducted within the Copenhagen Prospective Studies on Asthma in Childhood 2010 cohort.
Enroliment began March 2009 with a goal of TOB participants, but due to delayed athical
approval, only 623 womean were recruited at 24 wesks of pregnancy. Follow-up of the children
(M = 5Bl was completed when the youngest child reached age 3 yearsin March 2014,

INTERVENTIONS Vitamin D, {2400 IU/d; n = 315) or matching placebo tablets (n = 308) from
pregnancy waek 24 to | week postpartum. All women recenved 400 ILd of vitamin D, as part
of usual pregnancy care.

MAIN OUTODMES AND MEASURES Age at onset of persistent wheeze in the first 3 years of life.
Secondany outcomes included number of episodes of troublesome lung symptoms, asthma,
respirztory tract infections, and neonatal airway immunology. Adverse events were assessed.

RESULTS O the 581 children, persistent wheeze was diagnosed during the first 3 years of life
47 childran (16%) inthe vitamin D, group and 57 children (20%€) in the control group.
Vitamin Dy supplementation was not assodated with the risk of persistent wheaze, but the
number of episodes of troublesome lung symptoms was reduced, and the ainsay immune
profile was up-regulated (principal component analysss, P = 04). There was no effect on
additional and paints. Intrauterine death was observed in 1 fetus (<1%) inthe vitamin Dy
group vs 3 fetuses (1%) inthe contral group and congenital malformations in 17 neonates
(5%} in the vitamin D, group vs 23 naonatas (8%} in the control group.

End Paint Witamin Dy Comtral Estimate (B5X Ll P Viakeo
Parsistant whouzd, No. (%) A7 (16) 57 20 Harard ratio (HR), 18
0.76 (0.52-117)
Eptsades of troubliesoma luse SO(E3-EE) T.F(EA-BL) lodemcorskraolRE), 02
symptoms, maan (95% CI) 083 (0.71-0.87)
Asthma at 3y No. (X3 Erie] 47 Odes ratio, 0187 [ 50-L3E) 4%
Faspiratory tract infactions
Upper, snmaal mean (5 01 5.2 (48-L5)  GI(A.5-GE) IRE,0.09 (080-108) B
Lower, No. (%) 8433 55 (33) HR, 096 (0.72-1.27) 78
Author Affillations: Author
Fiiations ara fistod at the and of thi
COMCLUSIONS AND RELEVANCE The use of 2800 I/ of vitamin O, during the third trimester it “
of pregnancy compared with 400 ILd did not result in a statistically significant reduced risk Corresponding Authr: Hams
of parsistent wheeze in the offspring through age 3 years. Howeves, imterpretation of the Bisgaard, MD, DMS:, Copenbagen
Author Afflatons: Mot i study is limited by 3 wide C1 that indudes a clinically impartant protective effect Prospoctua Stufies o fotema
artida. L e Hospital, Liniwassity of Copanhagan,
. - TRIAL REGISTRATION clinicaltrials gov |dentifier: NCTOOB56047 Lodrborg Alla 34, [K-2630
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Accompanying Editorial

@“

EDITORIAL

Editoriak represant the opinions of the authors and M4
ard not thosa of the Amencan Medical Assocition.

Inconclusive Results of Randomized Trials of Prenatal
Vitamin D for Asthma Prevention in Offspring

Curbing the Enthusiasm

Eria won Mutius, MD, M5c; Fenando D, Martinez, MD

In most large cities in the Northern hemisphere in the late
19th and early 20th centuries, rickets was an enormous pub-
lic health problem, matnly because exposure to sunlight

was limited, particularly
= for children.! German physi-
Fesated articles pages 333 and cilans noticed that datly ad-
362 ministration of a tablespoon of
cod liver ofl could reverse rickets, a finding that led to the dis-
covery of vitamin I, its structure, and funchion. In the United
States, most of the milk supply t= now voluntarly fortifiad with
vitamin D, whereas fortiflication of infant formula with vita-
min [ is mandatory.® In many European countrias, food fort-
ficatton with vitamin D is not required by law,” but vitamin D
administration to infants and pregnant women is Tecom-
mendad. This public health interventon has been highly suc-

Ing prioT toage 3 years progress to develop asthma, but no bio-
marker exists to precisaly identify individuals at risk.
Ntimately, randomized clinical trials (RCTs) are essential
to determine if associations present in obsarvational studses
can be translated into specific dinical indications. For non-
skaletal disordars apart from asthma, a recent, comprehen-
sive metz-analysis of trials concluded that there was Hitle or
noevidence to suggest a protective relationship that would be
suffictent to justify preventive admintstration of vitamdn DL
In this 1ssue of JAMA, the results of 2 BCTs assessing the
effect of vitamin D supplementation during pregnancy (be-
yond usually recommended doses) in relation to asthmalike
symptoms in the first 3 years of life are presented. Chawes and
colleagues" randomly assggned 623 pregnant Danish women
who were recetving 400 IU/d of vitamin I as part of usual care

Basad on the resulis reportad in the traks by Chawes et al and
Litonjua et al, what should clinictans do? Given the lack of amy
major unwanted affects observed tn efther of these trials, pre-
scribing a higher than recommendad vitamin D-contzining
supplemeant during pregnancy to mothars who are at high risk
of having children with asthma (e, with a history of asthma,
eczema, of allergic rhinitis) seems to be a reasonable strateqy, es-
pectally if the pregnant woman has evidence of witamin [ dsfi-
clency. However, the datain these 2 RCTs do not suppart the use
of very high-dose vitamin D: the affects reported by Litonjua
et al™ were similar to thoss reported by Chawes etal, ™ with the
latter study using an almost 504 lower totzl dosa of vitamin D
{sa, 2800 [Ud). Moreover, thess studies provide support for a
larger adaquately powered shady of the role of vitamin D supple-
mentztion during pregnancy for asthma prevention that inchudes
plans for rigorons cuboome assessmeant and long-term followe-up.
Then it may be pessible to kmow whether maternal vitamdn D
supplemeantation can reduce the risk of chikdhood asthma.

The JAMA Network”
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The Influence of Opinion

VIEWPOINT

MPH

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

CeanaH. Nezhat, MD

Atlanta Center for
Minimally Invasive
Surgery and
Reproductive
Medicine, Atlanta,
Georgia.

VIEWPOINT

John P.A. loannidis,

MD, DSc

Stanford Prevention
Research Center
(SPRC) and Meta-
Research Innovation
Center at Stanford
(METRICS), Stanford,
California.

Author Reading at
jama.com

Evaluating the Risks of Electric Uterine Morcellation

Gynecologic surgeons, like many other surgical spe-
cialists, have embraced laparoscopic surgical tech-
niques because they offer quicker recovery, less post-
operative pain, and fewer wound complications than
open procedures. The removal of large pieces of tissue
through the small incisions of laparoscopy is difficult.
However, this problem can be overcome by tissue mor-
cellation, a technique of fragmenting tissue into smaller
pieces that often prevents the need to enlarge estab-
lished incisions. Surgeons have long used manual mor-
cellation witha scalpel or scissors to remove masses ab-
dominally and vaginally, but use of the technique has
increased with wide adoption of laparoscopic ap-
proaches and with the introduction of laparoscopic elec-
tric morcellators in 1993.

Stealth Research

tissue fragments from being inadvertently dispersed
throughout the peritoneal cavity: these fragments may
then implant anywhere and cause symptoms and mor-
bidity requiring intervention. Numerous reports have
documented ectopic leiomyoma, endometriosis,
adenomyosis, ovarian tissue, and fragments of spleen
and kidney as a result of morcellation.

Intracorporeal (ie, intra-abdominal) electric morcel-
lation also rarely disseminates occult malignancies, in-
cluding uterine sarcomas and ovarian, renal, and endo-
metrial carcinomas. While cervical and endometrial
cancer can be screened for preoperatively, there are no
good methods to detect uterine sarcomas; these tu-
mors usually are identified incidentally after review of
the surgical specimen. Retrospective single-institution

Is Biomedical Innovation Happening Outside
the Peer-Reviewed Literature?

Information about Theranos, a privately held bio-
technology company that has developed novel
approaches for laboratory diagnostic testing, has
appeared in The Wall Street Journal, Business Insider,
San Francisco Business Times, Fortune, Forbes,
Medscape, and Silicon Valley Business Journal—but not
in the peer-reviewed biomedical literature. As of Janu-
ary 5, 2015, a search in PubMed using Theranos as a
search term identified affiliations for only 2 unrelated
articles coauthored by Theranos Inc employees,
although these 2 reports do not offer insights about
their company.

oSO RS Y R R SR A

of venipuncture.® Several patents have been filed and ap-
proved. A search in the JUSTIA patent database using
Theranos as a search term yielded 71 items retrieved as
of January 5, 2015.% However, it is practically impossible
tojudge the validity of the science based only on patents
with titles such as "“Methods and Systems for Assessing
Clinical Outcomes.”

Theranos is just one example among many for which
major efforts and major claims about biomedical prog-
ress seem to be happening outside the peer-reviewed
scientific literature. Many of these efforts and claims have
abiotechnology flavor, and the people involved often in-

PP RN AU AR U TR Sy U SVUPE SR P

VIEWPOINT

I.Glenn Cohen, JD
Harvard Law School,
‘Cambridge,
Massachusetts; and
Petrie-Flom Center for
Health Law Policy,
Biotechnology. and
Bioethics, Cambridge,
Massachusetts.

Jeremy Feigenbaum,
o

Harvard Law School,
Cambridge,
Massachusetts.

EliY. Adashi, MD, M5
‘Warren Alpert Medical
School, Brown
University, Providence,
Rhode Island.

Reconsideration of the Lifetime Ban on Blood
Donation by Men Who Have Sex With Men

In 2013, the US Supreme Court tock a historic step in
United States v Windsor by striking down the Defense of
Marriage Act on the grounds that it imposed a “disability
on the class [of gay Americans] by refusing to acknowl-
edge astatus the State finds to be dignified and proper.”
This milestone in gay rights standsin stark contrast tothe
ongoing lifetime ban imposed in 1983 on blood dona-
tion by men who have ever had sex with men (MSMs)
even once.? Asit stands, the US Food and Drug Adminis-
tration (FDA) continues to uphold this 30-year-old policy.
unaltered, on the grounds that MSMs remain at in-
creased risk of contracting transfusion-transmissible
pathogens suchas humanimmunodeficiency virus (HIV).?

This indefinite and indiscriminate policy has hardly
gone unchallenged. The American Red Cross, America’s
Blood Centers, and the American Association of Blood
Banks have opposed the ban as “medically and scientifi-
callyunwarranted.” More recently, the American Medical
Association and the American Osteopathic Association

Viewed in the aggregate, the current

FDA policy may be perpetuating
outdated homophobic perceptions.

prospective blood donors served a useful purpose at a
pointin time when the ascertainment of HIV status was
not possible. However, much has changed over the last
3 decades. First, modern nucleic acid diagnostic tech-
nology has advanced to a point enabling ascertain-
ment of HIV infection within weeks of the inciting ex-
posure. Second, effectively designed screening tools
focused on risk stratification and individualization are
now practicable, thereby permitting the ascertainment
of safe-sex practices, monogamy. or HIV status. Third,
the current policy is increasingly incompatible with in-
ternational norms. Indeed, several nations have re-
cently limited their deferral periods for sexually active
MSMs to5 years (Canada), Tyear (United Kingdom), and
6 months (South Africa). Fourth, the current policy is
both inconsistent and inequitable. While sexually ac-
tive MSMs face a lifetime ban, men who have had sex
with commercial sex workers or with HIV-positive
women are deferred for no more than 12 months since
that sexual encounter before regaining
eligibility.” The same holds true for
women who have had sex with HIV-
positive men.”

Viewed in the aggregate, the cur-
rent FDA policy may be perpetuating out-
dated homophaobic perceptions. Even
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Curb Your Enthusiasm

VIEWPOINT

Michael J. Joyner, MD

Department of
Anesthesiology, Mayo
Clinic, Rochester,
Minnesota.

Nigel Paneth, MD,

MPH

Department of
Epidemiology and
Biostatistics, College of
Human Medicine,
Michigan State
University, East

Seven Questions for Personalized Medicine

Personalized or precision medicine maintains that
medical care and public health will be radically trans-
formed by prevention and treatment programs more
closely targeted to the individual patient. These inter-
ventions will be developed by sequencing more ge-
nomes, creating bigger biobanks, and linking biological
information to health data in electronic medical rec-
ords (EMRs) or obtained by monitoring technologies. Yet
the assumptions underpinning personalized medicine
have largely escaped questioning. In this Viewpoint, we
seek to stimulate a more balanced debate by posing 7
questions for the advocates of personalized medicine.

Lansing; and

Mamartmant af

Avoiding the Unintended Consequences
of Screening for Social Determinants of Health

Screening for soclal determinants of health, which

are the health {eg, food
insacurity and inadequate or unstable housing) in

ment) requires effective care coordination and ross-
sector collaboration. The relatively few exemplary,
avidancs-based models (sg. WE CARE. Health Laads,

irnerstySchoclel which people ive and work, hes gai as  ProjectDULCE, EveryKid, HelpMe
Mo Cortar Bostor,  @4idenced by the recent Centers for Medicare & Medic-  Grow) that usa su jes arelimiter d
Massacrtes aid Services innovation nitiative of 5157 miliontoward  reachandmustbeexp
creation of accountable health ities." Funding i jons.©

RantaBoyrto- will slow grantees to test a navel model of heath care The sensiti L
Jarratt, MD, Sy that inc ifyi ing socid d iy, and viokance akso
Poctatrcs, Buston nants of health for Centers for Medicare & Medicaid comfost-
Universty Schoclod Sarvices faries Theimitiat llsbo-  able routinsly inquiring about adversa social circum-

ration between the dinical realm and the community

through ing of benediciaries to (1) identify unmet
health-related sodal needs and (2) assist high-risk ben-
eficiaries {ie, »2 emargency department visits and a
health-related social need) with accessing available
community services.

Some health policy makers have embraced soreen-
ing of social detarminants a the naxt hope for adhiev-

stances, given their lack of personal experience with such
neads and inadequate training on how to respectiully
elicit and respond to patients’ concerms. In addition, the
absence of vailable services mears that neads ara of-
ten difficult to address, given the tenuous capacity of
commurity resources such 25 affordable housing, be-
havioral health services, workforce development and
amployment, and public transportation

Thus, despite the potential benefits of identifying
and addressing adversa sodal determinants, thera is
the potential for unintended harm. Such screening
could yield expactations that, if unful-
filled, could lead to frustration for
patients and physicians alike. Further-
more, patients’ perceptions of physi-
dans as judgmental, presumptucus, or
even callous could erode the patient-
physician relationship. However, sev-

arsl baw nrincinlas ronld mida s

are offered enhanced screening and preemptive sur-
gery. In the 25 years since BRCAI/2 was discovered,
breast cancer mortality in the United States has de-
clined by nearly one-third; however, little of this de-
cline stems from the discovery of BRCAI/2. Moreover,
BRCAT/2is aunique story because the gene variants ac-

ronnt far enich a enhetantial amannt af tha variance in
What Happens When Underperforming Big Ideas
in Research Become Entrenched?

For several decades now the biomedical research com-
munity has pursued a narrative pasiting that a combi-
nation of ever-desper knowledge of subcallular biol-
ogy, especially genatics, coupled with mformation
technology will lead to transformative improvementsin
health @reand human health. In this Viewpoint, we pro-
vide eidence for the extraordinary dominance of this
narrative in biomedical funding and journal publica-
tions; disouss several prominent themes embedded in
the narative to show that this approach has largely
failed: and propose a wholesals reevaluation of the way
forward in biomedical reseandh.

Primacy of the Marrative
In 2015 appromataly $15 bllion of the $26 billion of &-
tramural reseanch funding sporsored by the Mational In-
stitutes of Health (KIH) could be fnked to some varsion
of szarch terms that indude gene, genome, stem cells,
or regenerative medicine.' Thesa topics have also in-
creased geometrically in their representation among pub-
lished articles. Between 1974 and 2014 the annual num-
ber of publhed artides indexed inPubMed inoeased by
A00% (from 234 613 o] 196 110, but thosa identified with
genome increzsed by 2127% (2705 to 60 246). Be-
twaen 1994 and 2004, the anmual number of artides in-
dexed in PubMed increased by T75% (from 435376 to
1136 0}, but artides identifiad with gene therapy or stem

mats. As of April 2016, the Centers for Medicare & Med-
icaid Sarvices had paid $34 billion in finzncial incentives
to service providers for implementing electronic health
racord (EHR) systems.® EHRs are an important aspect
of this narrative because they are thought to provide
the structural underpinnings of predsion medicine. kt
has been suggested by some that some combination of
thess B big ideas will yiekd substantial cost savings for
hesith care.

Expertations that a few DMA variants explain most
comimon diseasas have faded as the genetic architec-
ture of most diseasas has proved to be formidably com-
pleo. Apparently, hundreds or even ters of thousandsof
genetic variants are involved in esch common disease.
The function of thess variants is difficult todadpher. Very
few genes have found undisputed rolesin preventive ef-
forts or pharmacogenetic testing.

Comtinued enthusiasm for gene therapy ignores
what is known from classic single-gene disorders such
== sickle cell znemia. The complex bickogical processes
=&t in mation by a single amino a0d substitution that
leads to painful crises, stroke, and other complictions
are not pradictzble from the genomic defect, but only
by appredating the complexity of biological systems at
thee level of tissues and cogans. Sikty years after the dis-
cowery of the genatic defect, no targeted therapy has
emerged for sickde call anemia.

Commiy O ing the triple aim of better heath, improved health

e care delivery, and raduced costs bacause social and
environmental factors are thought to contribute half
Screening for any condition in isolation
without the capacity to ensure referral
and linkage to appropriate treatment is
ineffective and, arguably, unethical.

®
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Use Language Carefully )

« Causal language used only for clinical trials
Including in abstract, throughout the article, and in
all press releases

« Absolute differences presented with relative
differences, for both outcomes and adverse events
(often can make any difference feel significant)

* Adverse events included in reporting of clinical
trials

 Conclusion and relevance — our last section —
reflects the data in the abstract

The JAMA Network” © 2016 American Medical Association. Confidential and Privileged .



Careful Use of Language

JAMA | Original Investigation

Effect of Genotype-Guided Warfarin Dosing on Clinical Events
and Anticoagulation Control Among Patients Undergoing Hip

or Knee Arthroplasty
The GIFT Randomized Clinical Trial

BMian F. Gage, MD, MSC. Anine R. Bass, MD: Hanrah Lin, BA; SCott C. Weller, MD; SO0t M_ Stevers, MD; NoOF Al-Hammacl, MBCNE, MPH: Juzn LL MPH;
Tomis Rodrigusz Ir, MS:; L Prillp Miller, AB; Gwendoiyn A MCMITin, PHD; Robart C. Pendiaton, MD: Ak K. JafTe, MD. M2A; Cristi R King, BS:

Brand Devors Whipple, B5; Rhonda Parche-Sarbet, MS; Lynnae Napoll, BS; Kerl Merit, BA; Annia M. Thompsan, BA; Gna Hyun, MO; Jefirey L. Anderson, MI
Wesley HOIoman, MD, MBA: RoDert L. Barrack, MD: Ayan M. NUmay, MD: Gerrd MOSKDWILE, PRD. Victor Davila- Roman, MD; Charies 5. Eny, MD

IMPORTANCE Warfarin usa accounts for more medication-related emergency department
visits among obder patients than any other drug. Whether genotype-guided warfarin dosing
can pravent these adverse events i unknown.

DBJECTIVE To determine whether genotype-guided dosing improves the safety of warfarin
initiation.

DESIGN, SETTING, AND PATIENTS The randomized cinical Genetic Informatics Trial (GIFT) of
Warfarin to Prevent Deep Vein Thrombosis included patients aged 65 years or older initiating
warfarin for elective hip or knee arthroplasty and was conducted 2t & LS medical centers.
Ervoliment bagan in April 2011 and follow-up concluded in October 2016

INTERVENTIONS Patients were genctyped for the following polymorphisme:
VKORCI-1839G=A, CYP2C9°2, CYP209"2, and CYPYF2 V433M. Ina 2 = 2 factorial design,
patients were randomized to genotype-guided (ni = 831) or dinically guided (n = B19) warfarin
dosing on days 1 through 11 of therapy and to a target international normalizad ratio (INR) of
either 1.8 or 2.5 The recommended doses of warfarin were open label, but the patients and
dliniciars were blindad to study group assignment.

MAIN DUTODMES AND MEASURES The primary end point was the composite of major
bleading, INR.of 4 or greater, venous thromboembolism, or death. Patients underwent a
soreening lower-extremity duplex witrasound approdmately 1 month after arthroplasty.

RESULTS Ameang 1650 mndomizad patients (mean age, 721 years [50, 5.4 years]; £3.6%
women; 9105 white), 1597 (96.8%) received at beast | dose of warfarin therapy and
completed the trial (n = B0E in genotype-guided groupvs n = 789 in diniczlly guided group).
A total of 87 patients (10.8%5) in the genotype-guided group vs 116 patiants (14.7%) in the
dlinically guided warfarin dosing group met at baast 1 of the end points {(zbsolute difference,
3.9% [95% C1. 0.7%-7.2%]. P = 102: relative rate [RA]. 0.73 [95% C1. 0.56-0.95]). The
nimbers of individual events in the genotype-guided group vs the dinically guided group
were 2 vs & for major bleeding (RR. 0.24; 95% (1, 0.05-115), 56 vs 77 for INR of 4 or greater
(RR, 0.7; 95% O, 0.51-0.99), 33 vs 38 for venous thromboembolism (AR, 0.85; 95%C1,
0.54-1.34), and thera were no deaths.

CORCLUSIONS AND RELEVANCE Among patients undergoing alective hip or knee arthroplasty
and treated with perioperative warfarin, genotype-guided warfarin dosing, compared with
dlirically guided dosing, reducad the combined risk of major blsading, IMR of 4 or greater,
venous thromboemibalism, or death. Further research i neadad to detarmine the
cost-effectiveness of personalized warfarin dosing.

TRIAL REGISTRATION clinicaltrials gov ldentifier: NCTOMD0E723

JAMA. FOETIBOTRTIE-T24. doi:l0 00V pma 01T TMES
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Ensure Accuracy of Scientific Recor@®

« Corrections
« Retractions
« Retractions with Replacements

Correcting the Medical Literature: “To Err [s Human,

to Correct Divine”

StaCy Cnstiansen, MA; ARitte FIanagin, RN, MA

Corrections are important to the mtegrity of the medical
literature and clinica] decision making. Those who use the
content as a source for replication of findings or as the basts
of new research rely on acrurate data, which requires correc-
tions of errars tn published articles, These errors may range
from ralatively mmor, inconsequential arross to major errors

resultsand (Table).
Corrections of erors tn published articles protect the reputa-
tion of authors, journals, and others tnvolved in biomedical
publication by demonstrating thetr willingness to publicly
amend content tn the best interests of sclence.

JAMAand the IAMA checks
for quality from manuscript submisston through publication,
but cour. confent, in-

accuractes that even astute peer reviewers, editors, znd four-
nal staff would not necessarily recognize (eg, a study partict-
pant improperly analyzed m the Wrong treatment group).
Reports of errors in published research reports originate from

myrtad sources: readers, the origmal mvestigators while en-
gaged analys tigators tr

the research, journal staff. and members of the news media.
These sources are the most frequent discovesers of emrors that
are reported to the JAMA Network journals.

According to the International Commuttee of Medical
Journal Editors, “corractions are nesded for emors of fact” and
“matters of debate are best handled as letters to the editor,
as print or electronic correspondence, or as postsinajoumal-
sponsored online forum ™ The US National Library of Medi-
cne has a useful guide for managng corrections to the litera-
ture and notes that st “does not differentiate between errors
that originaten the publication process and those that result
from errors of scientific logic or methodelogy™ The Council
af Sctence Editors has provided a list of questions to consider
when a potenttal error Is reported 7 Issues to consider inchide
the nature of the error reported, the most approprate method
tocorract the I

Tadle.
Type Ocfimtion Publication Bespomss
Wisar arror e = arar (sg, ypoqraphical seror an action and
that ddad o the artcls n (et and POF varsions).
7 Thaartica o
(o, author sspalld, Incoeroct mesmbars, sdded 1 (bt 2o PO
important mizing Infermatioe) varsions). The
Parvasiva srrars Inadvartast srrcrs that et i tha noed A Lat FFrone
tncorroct b o sfacted i tha results, alLttar
i tha abetract, 1ast, tables, and figaros of axplanatizn from tha authors and 3 Correction notics zro published the articks
{63, 2 coding arvor} hindicationof
rfarmatian thisel and PDF varsions). The Latter, Correcticn notice,
and corractod rticl ra linked to oA othar
1. Ratraction and Replacement.  the directice orsigfcance of the rasults,
of axplanation from the authors i peblished 25 3 Notics of Sstraction znd
Replaceman; r
o re St i varsicns): 2 POF cogy of original artile
and 2 I copy of wththe
comuctad,
lacad articla; th ck “Thisartkia
s oo rtractod and rsplaced with 2 corroctad version.” The Latiar zed
taplacement artcla ar racipeocally ke
€. Ratracton; Htha reslts,Itarpratatians, and conclisbons change—and the
= nger
Scienticor rasearch  Fabricatian, falsication, or plagarem A Rotraction: If conf rmas, 3 Notica of Rotraction 25 ther 3 Lattar from the
econdict suthors o Aprom
ar watermark e addad to the ratractad articla (himl and POF varsiens): “This
= * Tha Motica of Ra ok
-
Porvasiva arrars that mtorpratations, conclusicns, and the o
shealdnct b coracted  aederlying clenca autbers'

[ o

Insiitetion o fendees, bet evilonce of schntic ar weseardh misconduct &

subszantal, 2 Woticn of Expression of Concarm may ba published 25 an Ednorial
ar the PDF

o of
1t aricla: ¢ *Tha
Wotico f Exprassion of C cacl

Retracting, Replacing, and Correcting the Literature
for Pervasive Error in Which the Results Change
but the Underlying Science Is Still Reliable

Stephan Heckers. MID; Howsrd 2auchner, MD: Annatta Flznagin, AN, MA

In this issue of JAMA Psychiatry, Lopes and colleagues® re-
guest retraction and replacement of their article titled “Gamma
Wentral Capsulotomy for Obsessive-Compulstve Disordar: A

Randomized Chnical Trial.™

After an error was discov-
Refated artides papss 1257 ared by Basthge,” as also re-
;isg ported 1n a latter herein, the

authors reviewed the data
and confirmed an important but inadvertent error had oc-
curred. As the authors explain in thetr letter to tha aditaor,! this
error involved a miscomputation of a treatment response for
1of the 8 trial participants in the treatment group. This emmor
resulted in an erronecus Yale -Brown Obsesstve-Compulstve
Srale score of 36 tnstead of 30 for that participant, which the
authors counted as a responder to the treatment rather thana
nonresponder. Thus, the number of respondsars in the treat-
ment group at 12 months (as per the primary outcome ra-
portad in the trial protocol) is 2 of B paricipants rather than
the originally reported 3 of & participants,

Because of this error, the authors reconducted the analy-
st and provided a corrected article with comectons to the
Abstract; Rasults, Mscusston, and Conclustons sections of
the artide; and relevant tables and figures in the article and
online supplement. The authors have confirmed that there
are no additional errors. The corrected article has been
reviewed and we have confirmed that the primary outcome

has changed as stated in the comected article: “Two of &
patients randomized to active treatment responded at 12
maonths, and none of the & sham-GVC patiants responded
(the absolute difference was not statistically signeficant: 0.25;
959 CI, 0.05-0.55; P = .1

Ratractions are typically resarved for articles that have ra-
sulted from solenttfic misconduct, such as fabrication, falsi-
fication, or plagiarism, or from pervasive error for which the
results cannot be substantiated. ** In scentific publication, a
parvasive error could result from a coding problem or a mis-
calculation and results in extensive inacouracies throughout
an article (g, abstract, methods, results, discussion, conclu-
stons, tables, and figures). Publication of pervasive incommect
data resulting in a major change in the direction or signifi-
cance of the results, interpretations, and condusions, as oc-
curred with the trial reported by Lopesetal * 15 a serlous mat-
tar. However, in this case, the error was inadvertent and the
underl yingscience is still reliable and tmportant. Thus, wenow
publish this notice of retraction and replacement with expla-
natton from the anthors® and a corrected replacement article®
a5 we believe it & important for readers, investigators, and cli-
nicians to have access to correct results of this trial. We have
inctuded a version of the original retracted artide showing the
orginal errors and a version of the replacement article show-
ing what was comected in the online supplement of the cor-
rected replacement article.”
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Trust in Biomedical Journals @

* A primary responsibility of editors
* More important than ever
* Transparency of processes is critical

No legacy Is so rich as honesty.
William Shakespeare

The goal of education is the
advancement of knowledge and the
dissemination of truth.

John F. Kennedy
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