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EBM-The 5 A’s
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Disclosures and conflicts

* | am paid by NOSM to teach and

oversee postgraduate EBM
programs.

* | have no conflicts of interest to
declare, and there is no commercial
support for this talk.
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Learning Objectives

At the end of the session, the
participant will be able to:

* Discuss the five steps of evidence-
based medicine.

* Explain two new resources or
databases to enhance information-
seeking skills.
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The Parachute Trial

Parachute use to prevent death and major trauma related

to gravitational challenge: systematic review of

randomised controlled trials
Gordon C 'S Smith, Jill P Pell

EMJ 2003;327:1459-61
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School of Medicine Conclusions As with many interventions intended to

Ecole de médecine

o Nt o Forane prevent ill health, the effectiveness of parachutes has

L\ﬂ;’f\g zlji not been subjected to rigorous evaluation by using

randomised controlled trials. Advocates of evidence
based medicine have criticised the adoption of
interventions evaluated by using only observational
data. WE THINK THAT EVERYONE MIGHT BENEFIT IF THE
MOST RADICAL PROTAGONISTS OF EVIDENCE BASED
MEDICINE ORGANISED AND PARTICIPATED IN A DOUBLE
BLIND, RANDOMISED, PLACEBO CONTROLLED,
CROSSOVER TRIAL OF THE PARACHUTE.
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Best
External
Evidence

The EBM Triad Patient Values

& Expectations
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What EBM Isn’t/Is

* EBM is not about fitting the patient
into the evidence or the guideline.

* [tis about using the best
information available to give the
individual the best care we can.

Innovative education and research for a healthier North. WWW.hosm.cd
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EBM

* Perhaps a better term is “evidence-
informed medicine”

Innovative education and research for a healthier North.
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ANALYSIS

ESSAY

Evidence based medicine: a movement in crisis?

Trisha Greenhalgh and colleagues argue that, although evidence based medicine has had many
benefits, it has also had some negative unintended consequences. They offer a preliminary agenda
for the movement’s renaissance, refocusing on providing useable evidence that can be combined
with context and professional expertise so that individual patients get optimal treatment

Innovative education and research for a healthier North. WWW.hosm.cd
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The Crisis in EBM

EBM got hijacked
There's too much information

Clinical significance sometimes

gets smothered by statistical
significance

Guidelines don’t always fit complex

real-life patients

Innovative education and research for a healthier North.
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Stage

Unsynthesised
trials

Synthesis via
systematic review

Application
to patients,
in this example a
NNT of 6

Uncertainty

I — Moderate

Low, fairly certain
of the average effects
of the intervention

o @ Moderate (at best), which
. /HVH\ H/HVH\ of these 6 patients will
inol gain the benefit?

Innovative education and research for a healthier North. WWW.hosm.cd
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So Why Does EBM Matter?

Innovative education and research for a healthier North.
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Truth vs. Evidence

John P. A.loannidis

PLoS Medicine | www.plosmedicine.org 0696
August 2005 | Volume 2 | Issue 8 | e124

Innovative education and research for a healthier North.
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Table 4. PPV of Research Findings for Various Combinations of Power (1 — ), Ratio
of True to Not-True Relationships (R), and Bias (u)

1-p R u Practical Example PPV

0.80 1:1 0.10 Adequately powered RCT with little 085
bias and 1:1 pre-study odds

0.95 2:1 0.30 Confirmatory meta-analysis of good- 0.85
quality RCTs

0.80 1:3 0.40 Meta-analysis of small inconclusive 041
studies

0.20 1:5 0.20 Linderpowered, but well-performed 023
phase I/l RCT

0.20 1:5 0.80 Underpowered, poorly performed  0.17
phase Ll RCT

0.80 1:10 0.30 Adequately powered exploratory 0.20
epidemiological study

0.20 1:10 0.30 Underpowered exploratory 0.12
epidemiological study

0.20 1:1,000 0.80 Discovery-orientad exploratory 0.0010
research with massive testing

0.20 1:1,000 0.20 As in previous example, but 0.0015

with more limited bias (more
standardized)
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Figure 1: Survey of hospital doctors about sales representatives' influence

How much influence do
sales representatives have
on your prescribing?

A lot
1%

How much influence do
sales representatives have
on other physicians’ prescribing?

None
16%

(Source: Steinman, 2001)
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%
T
w o g
x
L4
p

<
] 2
| A
=

3
Yo, O W
Djch
Northern Ontario
School of Medicine

Ecole de médecine
du Nord de |'Ontario
P-VNo' <UD
L"PP- A AdoA’

“To keep pressing the standard EBM
approach is like asking everyone who
wishes to make a cake to buy the
wheat to grind their own flour, refine
their own sugar and extract their own
flavourings before ever starting the
cake. Cakes aren’t made this way.”

Innovative education and research for a healthier North. WWW.hosm.cd
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5A’s

Ask
Acquire
Appraise

Apply
Assess

Innovative education and research for a healthier North.
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Ask

* Sometimes we have foreground
questions, and sometimes we have

background questions.

Innovative education and research for a healthier North.
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Background questions

We ask these for general knowledge

about a condition or thing.

“How does heart failure cause
ascites?”

Innovative education and research for a healthier North.
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Foreground questions

Ask for specific knowledge to inform

a clinical decision or action.

These can be answered using the

PICO system.

Innovative education and research for a healthier North.
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Ask

PICO
* Population

Intervention
Comparator
Outcome

Innovative education and research for a healthier North.
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Clinical Scenario

* Your 63 year old male patient
comesin

“My wife saw a story on the news that
Viagra causes melanoma. Since | take
it twice a week, should | be seeing a
dermatologist?”

Innovative education and research for a healthier North. WWW.hosm.cd
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Patient’s PICO

Population- himself
Intervention- seeing dermatologist
Comparator- not seeing

dermatologist

Outcome- getting melanoma (or
dying from melanoma-have to
check with the patient)

Innovative education and research for a healthier North. WWW.hosm.cd
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Your PICO

You recognize that the patient’s
guestion as formulated is not
currently answerable.

You need to break this question
down into answerable components.

Innovative education and research for a healthier North. WWW.hosm.cd
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PICO 1

Population- middle-aged men
Intervention- taking Viagra
Comparator- not taking Viagra

Outcome- getting melanoma (or
dying from melanoma)

Innovative education and research for a healthier North. WWW.hosm.cd
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PICO 2

If you discovered from PICO 1 that he
is at higher risk, then the the next
question is:

* Population- patients at increased
risk for melanoma

Intervention- screening by
dermatologist

Comparator- routine care
Outcome- dying from melanoma

Innovative education and research for a healthier North. WWW.hosm.cd
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Acquire

* Hunting vs. Foraging

 We tend to remember more from
hunting, but foraging fits into our

schedules better.

Innovative education and research for a healthier North.
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HEALTH SCIENCES LIBRARY

ACADEMICS

Innovative Education and Research
for a Healthier North.

RESEARCH

Health Sciences

Catalogue

Databases

E-Books

E-Journals

Images and Videos
Mobile Device Resources
Lakehead Resources
Laurentian Resources
Reserves

RefWorks

Conditions of Use

Ask Us!

Off Campus Access
Interlibrary Loan
Search Assistance
Suggest a Purchase

Alumni Services
Feedback Form

Information

myNOSM !

& Webmail

Contact Us

Accessibility

COMMUNITIES

Health Sciences Library
Library Hours
Spring / Summer Hours
Monday - Friday 8:00am-4:30pm.

News feed:

@NOSM Library
Tweets ¥ Follow
s NOSM Library 11 Jul

" @NOSMLibrary

ILL requests received Jul 28-Aug 4 will be
handled after Aug 4. Send urgent requests
by Jul 18 using RACER. ow.ly/z2KE|

.. NOSM Library
ibeory
@NOSMLibrary
The library will be closed Tuesday, July 1st
for the Canada Day holiday.

24 Jun

16 Jun

s NOSM Library
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Health Sciences Library » LibGuides » Databases - Alphabetical Listing Admin Sign In

Databases - Alphabetlcal LIStlng Tags: databases, medline, pubmed, research, resources
Last Updated: Jul 10,2014 | URL: hitp:/libraryguides.nosm.ca/database | & Print Guide

A-B & Print Page Search: This Guide 7| Search

Databases A-B

¢ ACP Joumal Club
Evidence Based Medicine Reviews (OVID)

« Adverse Drug Interactions Program
An evidence-based database of adverse drug interactions from the Medical Letter. Searches between 2 and up to 12 drugs.

* AIDSinfo
AIDS clinical trials and drugs currently being evaluated.

« AMED (Allied and Complementary Medicine)
A unigue bibliographic database that covers a selection of journals in complementary medicine, palliative care, and several professions allied to medicine. (OVID)

« Amirsys Imaging Reference Center
Radiology reference that offers a combination of high-guality images, classical diagnoses, and evidence-based clinical content. Includes over 72,000 x-ray, CT, MR, and ultrasound
illustrations and images, plus expert, evidence-based content - including over 4,000 diagnoses - provided by imaging experts.

 BMJUpdates+
Access to current best evidence from research to support evidence-based clinical decisions. Register for a FREE account. Produced by BMJ Publishing Group and McMaster University's
Health Information Research Unit

« Breast Cancer Searchable Information Centre
Features a range of authoritative fact sheets, posters, and other materials from a number of government agencies including the National Cancer Institute, National Breast Cancer Coalition
Fund, Centers for Disease Control and Prevention (U.S.), United States Food and Drug Administration, Office of Women's Health, and other authoritative sources.




EvidenceUpdates
from BM|

Home

Home  About This Site  About BMJ Group

BMJ Group and McMaster University's Health Information Research Unit are collaborating to
provide you with access to current best evidence from research, tailored to your own health care
interests, to support evidence-based clinical decisions.

m. N

du This service is unigue: all citations {from aver 110 premier clinical journals) are pre-rated for
quality by research staff, then rated for clinical relevance and interest by &t least 3 members of a
worldwide panel of practicing physicians. Here's what we offer:

r

@ A searchable database of the best evidence from the medical literature
@ An email alerting system
@ Links to selected evidence-based resources

Hit Parade: The most often read articles in all disciplines, in the past 30 days

1. Treatment of Vitamin D Insufficiency in Postmenopausal Women: A
Randomized Clinical Trial.
JAMA Intern Med (Original)

2. Effect of mammographic screening from age 40 years on breast cancer
mortality in the UK Age trial at 17 years™ follow-up: a randomised controlled
trial.

Lancet Oncol (Original)

3. Use of drug therapy in the management of symptomatic ureteric stones in
hospitalised adults: a multicentre, placebo-controlled, randomised controlled
trial and cost-effectiveness analysis of a calcium channel blocker (nifedipine)
and an alpha-blocker (tamsulosin) (the SUSPEND trial).

Health Technol Assess (Original)

Emall a colleague: Introduce colleagues to this site
About this sita: Find out more about this site and how it works
Updates: Featured article | Headlines | Tip of the day | Feedback
Help: Unable to log in? | Mot receiving email aleris?

ISSM 1752-8526

My Hit Parade:
The most often read articles matching your
profile, in the past 30 days.

Clinical outcomes with beta-blockers for
myocardial infarction: a meta-analysis of
randcmized frials.

Am J Med. 2014 Oct;127(10):939-53. doi:
10.1016/.amjmed.2014.05.032. Epub 2014 Jun
11. (Review)

Do statins impair cognition? A systematic
review and meta-analysis of randomized
controlled trials.

J Gen Intern Med. 2015 Mar,30(3):348-58. doi:
10.1007/311606-014-3115-3. Epub 2015 Jan
10. (Review)

Cannabinoids for Medical Use: A Systematic
Review and Meta-analysis.

JaMA, 2015 Jun 23-30;313(24):2456-73. doi:
10.1001/jama.2015.6358. (Review)

Screening for Occult Cancer in Unprovoked
Venous Thromboembolism.

M Engl J Med. 2015 Aug 20;373(8):697-704.
doi: 10.1056/MEJMoa1506623. Epub 2015 Jun
22, (Original)

Air Versus Oxygen in ST-Segment-Elevation
Myocardial Infarction.

Circulation. 2015 Jun 16;131(24):2143-50. doi:
10116 1/CIRCULATIONAHA.114.014484,
Epub 2015 May 22. (Original)

McMaster

»LUS

update details

Signed in as...
David Allen

Log ou
wyProis | MyAets | Sewch | Toos | Hep | Lopou i

For more on
epilepsy, Parkinson's

disease, dementias.

Click Here

Quick Search:

[] Use my clinical disciplines

Search

Advanced Search

Help | Website terms & conditions | Privacy policy | Disclaimer | Home | Top EV|d ence U pd 3 tes
Copyright HIRW MchMaster University 2004-2015. All rights reserved. fram BM)




Northern Ontario
School of Medicine Health Sciences

Ecole de médedne
du Nord de I'Ondario

pone duth | I- lbrar
L"PP- A A'deA’

Health Sciences Library » LibGuides » Databases - Alphabetical Listing Admin Sign In

Databases - Alphabetical Listing Tags: databases, mediine, pubmed, research, resources
Last Updated: Jul 24, 2014 | URL: http://libraryguides.nosm.ca/database | & Print Guide

Q-Z & Print Page Search: This Guide ~| Search

Databases Q-2

e Science Inventory
Produced by the EPA, the Science Inventory is a searchable database of more than 4,000 scientific and technical work products.

o Statistics Canada
The Canadian Government's leading resource for Canadian Statistics.

e Swine Flu Dashboard
CABI's influenza A(H1N1) specific resources search page.

e TRIP Database
A leading resource for Evidence-Based Medicine, allowing users to easily and rapidly identify the highest quality evidence from a wide range of sources.

e UpToDate
UpToDate is a comprehensive evidence-based clinical information resource available to patrons on-site & off-site.
*Note* Compatible with Internet Explorer versions 7-10, Chrome, Firefox, Opera & Safari.

e Web of Science
A research platform that helps you find, analyze and share information in the sciences, social sciences, arts and humanities. You get integrated access to high quality literature through a
unified platform that links a wide variety of content with one seamless search.
Science Citation Index Expanded (1975-present)
Social Sciences Citation Index (1975-present)
Arts & Humanities Citation Index (1975-present)
Conference Proceedings Citation Index- Science (1990-present)
Conference Proceedings Citation Index- Social Science & Humanities (1990-present)
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You can also:

B3 Login with Facebook

I l Ip W Login with Twitter

Advanced search

) search terms
) i PICO search

it Trip Rapid Review

Find evidence fast

Trip is a tool for you to find and use high-quality clinical research evidence.

About Trip or Sign up now
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2 Dr. Allen ~ Log Out

ASSOCIATION CANADIAN
MEDICALE ? MEDICAL Search... Q | Francais
CANADIENNE ASSOCIATION
CLINICAL PROFESSIONAL PRACTICE MANAGEMENT FINANCIAL PLANNING
MEMBERSHIP ADVOCACY ABOUT CMA

RESOURCES DEVELOPMENT & CME & WELLNESS

21 needs in mind

20 of health systems

Commonwealth F...

& ADVICE

Archive  Media Centre

JuL CMA redesigns cma.ca with physicians’ JuL Court decision on refugee care

8 applauded

The Canadian Medical Association has launched The Canadian Medical Association (CMA) joined
a completely rebuilt cma.ca website to better other groups in welcoming a Federal Court
serve th... decision rul...

JUN Canada ranks second last in comparison  JuN Health Canada seeks input on drug

19 shortages

The reputation of the Canadian health care Health Canada is seeking input from Canadian
system suffered collateral damage in a new physicians and members of the public on the

current app...

Welcome to the new cma.ca u Join the conversation Featured Video

Redesigned with you in mind. The new cma.ca is here. See what makes it CMA Website Launch
more relevant and convenient for physicians.

e enhanced clinical search http://www.cma.ca/new
e personalized content
* mobile-friendly

CMA Website Launch <

Deepest condolences to families who lost a1 ~ :
Learn More (7' loved ones in Ukraine tragedy including CDN z °_m
medical student Andrei Anghel. ) -'ﬂ| e
” |

Follow us on Twitter (Z'

Student Resident

Physician resources

More Videos (&'
Retired Physicians Media Public

Upgrade practice status

Member benefits
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PO | nt' Of‘ Ca re S U m m a I'I ES (‘,5\ Clinical question?
J ASK A CMA LIBRARIAN

Your CMA membership includes access to leading evidence-based point of
care summaries.

Benefits of CMA membership
(Please log out when you finish using a database.)

3 MD Physician Services (2"
pierd ACP Smart Medicine (' Build a solid financial plan with a

SRR ACP Smart Medicine is a collection of evidence-based summaries published by the Cdanned finn
American College of Physicians. Each module provides authoritative guidance to improve the quality Advocacy and representation
of patient care. ACP Smart Medicine is available on all mobile platforms via the STAT!Ref app. Join your 80,000 colleagues
Go to STAT!Ref (% and click on the mobile apps link to download the app. Clinical resources

Point-of-care tools, journals, CME and much

more

[ pynamed &

———— DynaMed provides evidence-based point-of-care summaries updated frequently using
systematic literature surveillance, and includes a range of medical calculators. CME credits are
available, and are tracked for you. DynaMed is accessible on all mobile platforms.

Watch the YouTube [Z' overview.
Download your free DynaMed app:

e contact our Member Centre to get a DynaMed serial number
e create a free Skyscape/Omnio (' user account

e select the app (' for your device

e visit Ebsco Support (Z" for more information

essenna. 42 Essential Evidence Plus (2
EVIDENCE

PLUS
————— Essential Evidence Plus is an evidence-based, point-of-care decision support system
providing access to clinical summaries, guidelines, abstracts and the POEMs by Essential Evidence Plus

database and archive.
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Search Within Text

4 Get CME for this Topic N . .
' Community-acquired pneumonia in adults

e Aztreonam 2 g IV every 6 hours
Related Summaries
* All dosing information assumes normal renal function. Dosages may require adjustment in patients with impaired renal function.
General Information

Epidemiology Reference - Gilbert D, Chambers H, Eliopoulos G, Saag M. The Sanford Guide to Antimicrobial Therapy. 44th ed. Sperryville, VA: Antimicrobial Therapy, Inc.; 2014,

Etiology and » see Antibiotics for adult inpatients with community-acquired pneumonia for details

Pathogenesis Duration of antibiotic therapy:
» Infectious Diseases Society of America/American Thoracic Society (IDSA/ATS) guidelines on the management of community-acguired pneumonia in adults
o continue antibiotic therapy for @ minimum of 5 days (IDSA/ATS Moderate recommendation, Level I), until patient is both afebrile for 48-72 hours and is dinically stable (IDSA/ATS Moderate recommendation, Level II)
o longer duration of therapy may be needed
« if initial therapy was not active against the identified pathogen or if it was complicated by extrapulmonary infection, such as meningitis or endocarditis (IDSA/ATS Weak recommendation, Level III)
« for patients with associated bacteremia, infection with unusual bacterial pathogens, or fungal infections
« for patients with ventilator-associated pneumonia due to Pseudomonas; whether this can be extrapolated to community-acquired pneumonia is not clear

History and Physical
Diagnosis
Treatment

Complications and
Prognosis

Prevention and Screening « duration of 3-7 days for some antibiotics may be as effective as longer antibiotic courses for adults with mild-to-moderate community-acquired pneumonia (level 2 [likely reliable] evidence)
= based on systematic review limited by clinical heterogeneity

o systematic review of 15 randomized trials of short course (7 days or less) vs. extended course (> 7 days) of antibiotic monctherapy in 2,796 patients (= 12 years old) with radiographically confirmed mild-to-moderate
community-acquired pneumonia

antibiotic studied varied across trials
+ 10 trials with 1,093 patients evaluated short-course azithromycin (3 days in 6 trials, 5 days in 4 trials), of which 8 trials compared it to extended course of other macrolide
= 2 trials with 848 patients evaluated short-course flucroquinclones {compared to same fluoroguinclone in 1 trial, compared to amoxicillin-clavulanate in 1 trial)
» 2 trials with 296 patients evaluated short-course beta-lactams (compared to extended course for same beta-lactams)
« 1 trial with 559 patients evaluated short-course ketolide (telithromycin) compared to extended-course clarithromycin
time to outcome assessment ranged from 10 days to 42 days
26.1% short-course vs. 25.6% extended-course patients failed to improve clinically in meta-analysis of 15 trials with 2,796 patients
» not statistically significant (risk ratio 0.89, 95% CI 0.78-1.02)
+ no significant differences in subgroup analyses by class of short-course antibiotic
* 3 trials suggested improvement with short-course antibiotic (all using azithromycin for 3 days), 12 trials suggested no differences
» no significant differences in subgroup analysis of 8 higher-quality trials
no significant differences in overall mertality
« 7 trials had no deaths
» overall mortality rate 1.7%, range 0.9% to 6.7%b in trials with deaths
« risk ratio 0.81 (95% CI 0.46-1.43) in meta-analysis of 8 trials reporting deaths

Reference - Am ] Med 2007 Sep;120(9):783, commentary can be found in J Fam Pract 2007 Dec;56(12):1003 EBSCOhost Full Text

DynaMed commentary -- most trials evaluating 3 day duration used azithromycin, which has a prolonged half-life, with therapeutic tissue concentrations maintained for extended periods beyond last dose. This may have
skewed results to favor shorter courses overall. (Infect Control Hosp Epidemiol 1992 Jun;13(6):357)
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Quality Improvement
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Patient Information
1CD-9/ICD-10 Codes
References
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Northern On

ic::e*n’:’;d Table 3. Rank ordering of the 10 evaluated online texts

e Text Timeliness Breadth Quality

%% DynaMed 1 3 2
UpToDate 5 1 2
Micromedex 2 8 2
Best Practice 3 4 7
Essential Evidence Plus 7 7 2
First Consult 9 5 2
Medscape Reference 6 2 9
Clinical Evidence 8 10 1
ACP PIER 4 9 7
PEPID N/A 6 10
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Good from bad summaries

* “To judge the strength of the
commitment to evidence to
support inference, check whether
you can distinguish statements
that are based on high-quality vs.
low-quality evidence. If you cannot
make this distinction, dismiss the
resource altogether.

Gordon Guyatt

Innovative education and research for a healthier North. WWW.hosm.cd
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The Alpha-defensin Test for Periprosthetic Joint Infection
Outperforms the Leukocyte Esterase Test Strip

Carl Deirmengian MD, Keith Kando Phi), Pairick Kilmartin MS,
Alexander Cameron BS, Kevin Schiller BS, Robert E. Booth Jr MI

Javal Parvizi MDD, FRCS

Prabi shend ool ime= 19 James 004

& The Awthons) 2014, This amicle & pablished with open acoess at Springearling com
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WMFE for the dizgnoss of PIL The a-defemnn sy cold
e nesl for all smples, including those with blood in the
synovial fod The lenkocyle sserae led srip ooukl nol
e miemreled in sght of 46 smples (17%) a5 & result of
hlood ntederence. Anslysis of the LE sirips that could be
e pareted yiekled & semaivity of 6% and a grecificity of
TN

Back msber cemifies tar bis or bey imssinssion approved e baman
pronncel for dus e igaion, dar all mvestigaions were conducied
i conformiry with afical princ phes of ressands, and i edormmed
onmcent for parsicipasion in the soady was obtained
Tl 5 work was perfomed & CIF D gecenics, Wynnewood, PA, LSA,
and e Rodmam [essmme, Philadsipbia, PA, LUSA.

C Deimresgian (Fl, K. Kandos, P. Kilmamin, A Comeron,
K. Schiller

Iy [Magmoonicn Ine, Lankenan Inssome for Medical Ressaxch,
Thee Rocbornom Ioetimoge 100 Lome sover Sovemse, MIOE 458

Wynmewond, FA 190590, LIEA

C Defmvengian, I Parvizd
Thee Rouman o mse, Thomas Jefemon L wruy,

Philadelninia | A LISA

R E Boo Jr
Aria 3B Oubopaadic Specialiss, Philiddpbia PA, LSA




3 _. &
4’*0 1c \‘&
Northern Ontario
School of Medicine

Ecole de médecine

du Nord de |'Ontario
P-VNo' <UD
LY"PP- A A“do-A’

The institution of one or more of the authors (CD, JP) has received,
during the study period, funding from CD Diagnostics (Wynnewood,
PA, USA) and Zimmer (Warsaw, IL, USA). Several of the authors

certify that they (KK, PK, AC, KS, REB, JP), or a member of his or

her immediate family, has received or may receive payments or
benefits, during the study period, an amount of USD 10,000 to USD
100,000 from CD Diagnostics. One of the authors certifies that he
(CD), or a member of his or her immediate family, has received or

may receive payments or benefits, during the study period, an amount

of more than USD 1,000,001 from CD Diagnostics. One of the
authors certifies that he (JP), or a member of his or her immediate
family, has received or may receive payments or benefits, during the
study period, an amount of USD 100,001 to USD 1,000,000 from
Zimmer. One of the authors certifies that he (CD), or a member of his
or her immediate family, has received or may receive payments or
benefits, during the study
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Randomized Trial of Peanut Consumption
in Infants at Risk for Peanut Allergy

George Du Toit, M.B., B.Ch., Graham Roberts, D.M., Peter H. Sayre, M.D., Ph.D., Henry T. Bahnson, M.P.H,,
Suzana Radulovic, M.D., Alexandra F. Santos, M.D., Helen A. Brough, M.B., B.S., Deborah Phippard, Ph.D.,
Monica Basting, M.A., Mary Feeney, M.Sc., R.D., Victor Turcanu, M.D., Ph.D., Michelle L. Sever, M.5.P.H,, Ph.D.,
Margarita Gomez Lorenzo, M.D., Marshall Plaut, M.D., and Gideon Lack, M.B., B.Ch., for the LEAP Study Team*

ABSTRACT

BaCEGROUND

The prevalence of peanut allergy among children in Western countries has doubled
in the past 10 years, and peanut allergy is becoming apparent in Africa and Asia.
We evaluated strategies of peanut consumption and avoidance to determine which
strategy is most effective in preventing the development of peanut allergy in infants
at high risk for the allergy.

METHODS

We randomly assigned 640 infants with severe eczema, egg allergy, or both to consume
or avoid peanuts until 60 months of age. Participants, who were at !east 4 months but
younger than 11 months of age at randomization, were assigned to separate study
cohorts on the basis of preexisting semsitivity to peanut extract, which was deter-
mined with the use of a skin-prick test — one consisting of participants with no
measurable whea! after testing and the other consisting of those with 2 wheal mea-
suring 1 to 4 mm in diameter. The primary outcome, which was assessed indepen-
dently in each cohort, was the proportion of participants with peanut allergy at
60 months of age.

RESULTS

Among the 530 infants in the intention-to-treat population who initially had nega-
tive results on the skin-prick test, the prevalence of peanut allergy at 60 months of
agewas 13.7% in the avoidance group and 1.9% in the consumption group (P<0.001).
Among the 98 participants in the intention-to-treat population who initally had
Ppositive test results, the prevalence of peanut allergy was 35.3% in the avoidance
group and 10.6% in the consumption group (P=0.004). There was no significant
between-group difference in the incidence of serious adverse events. Increases in
levels of peanuespecific IgG4 antibody occurred predominantly in the consumprion
group: a greater percentage of participants in the avoidance group had elevated titers
of peanukspecific IgE antibody. A larger whea! on the skin-prick test and a lower ratio
of peanut-specific [gG4:IgE were associated with peanut allergy.

CONCLUSIONS

The early introduction of peanuts significantly decreased the frequency of the devel-
opment of peanut allergy among children at high risk for this allergy and modulated
immune responses to peanuts. (Funded by the Nationa! Institute of Allergy and Infec-
tious Diseases and others; Clinica! Trials.gov number, WCTO0329784.)

M EMGL) MED 372;§ MEIM.ORG FEERUARY 26, 2015

From the Department of Pediatric Aller
gY. Division of Asthma, Allergy and Lung
Biologs, King's College London and
Guy's and 5t. Thomas Mational Hezlth
Service Foundation Trust, London
(G.OT, 5R, AFS, HAB, ME, M.F,
W, G.L), and the University of South-
ampton and Mational Institute for Health
Research Respiratory Biomedical Re-
search Unit, Southampton and Dawid
Hide Centre, Mewport, Isle of wight
{G.R) — bath in the United ¥ingdom;
the Division of Hematology—Onoology,
Department of Medicine [RH.5.), and
the Immune Tolerance Metwork [D.R),
University of California, San Francisco,
5an Francisco; Rho Federal Systems Divi-
sion, Chapel Hill, NC (HTE, MLLS)
and the Mational Institute of Allergy and
Infactious Diseases, Bethesda, MD
(M.G.L., M.P). Address reprint requests
to Dr. Lack at the Children’s allergy Unit,
2nd FL, Stairsell 8, South Wing, Guy's
and 5t Thomas' MHS Foundation Trust,
‘Westminster Bridge Rd, London SEL
TEH, United Kingdom.

+A complete list of members of the
Learning Early about Peanut Allergy
(LEAP) Study Team is provided in the
supplementary Appendie, available at
NE]M_org.

This article was published on February 23,
2015, at MEJM.org.

N Engl | Med 2015;372:803-13.
DO ML 055/ NE | Moal 414350
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The content of this arcicle is the sole responsibil ity of the au-
thors and does not necessarily represent the official views of the
Hationa! Instituees of Health.

Supported by grants from the National Instimte of Allergy
and Infectious Diseases (NO1-Al-15416, UMI1AI109565, and
HHSNZ/ 2H00800029C); Food Allergy Research and Education;
the Medical Research Council and Asthma UK; the United King-
dom Department of Health, through a National Institute for
Hea'th Research comprehensive Biomedical Research Center
award to Guy's and 5. Thomas's HHS Foundation Trust, in
partnership with Kings College London and King's College
Hospital HHS Foundation Trust; the Hationa! Peanut Board; and
the United Kingdom Food Smandards Agency.

Dr. Erough reports receiving grant support from Action Medi-

cal Research and smdy materials from Stallergenes, Thermo
Scientific, and Meridian Foods. Dr. Lack repores holding stock
and stock oprions in DEV Technologies. No other porentia! con-
flict of interest relevane to this arcicle was reporeed.

¥sclosure forms provided by the authors are available with
the full text of this ardcle ar NEJM.org.
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From the Department of Pediatric Allergy, Division of Asthma,
Allergy and Lung Biology, King’s College London and Guy’s and St.
Thomas’ National Health Service Foundation Trust, London
(G.D.T.,S.R,, A.E.S., H.A.B.,, M.B., M.F,, V.T., G.L.), and the
University of Southampton and National Institute for Health
Research Respiratory Biomedical Research Unit, Southampton
and David Hide Centre, Newport, Isle of Wight (G.R.) — both in
the United Kingdom; the Division of Hematology—Oncology,
Department of Medicine (P.H.S.), and the Immune Tolerance

Network (D.P.), University of California, San Francisco,

San Francisco; Rho Federal Systems Division, Chapel Hill, NC
(H.T.B., M.L.S.); and the National Institute of Allergy and
Infectious Diseases, Bethesda, MD (M.G.L., M.P.). Address reprint
requests to Dr. Lack at the Children’s Allergy Unit, 2nd Fl.,
Stairwell B, South Wing, Guy’s and St Thomas’ NHS Foundation
Trust, Westminster Bridge Rd.,
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RHO Federal Systems

“In clinical data management and biostatistics, we
understand that the data must be collected and
analyzed in ways that optimize opportunities to
make broad labeling claims and true research
breakthrough!’

Innovative education and research for a healthier North. WWW.hosm.cd
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* AKA Knowledge translation.

* This is often a weak link in the EBM
chain.

* Ultimately there’s little point in the
first three steps if you're not going
to apply it to the individual patient.

Innovative education and research for a healthier North. WWW.hosm.cd
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Assess

* Did the intervention have the
intended consequences?

e Consider d-Dimer, pediatric head

CT rules.

Innovative education and research for a healthier North.
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Conclusion

* EBM has gotten a bum rap.

* |tis not about guidelines or cookbook
medicine, or making clinicians feel
stupid.

It is a skill set designed to help us get
the best information, which we can
then combine with our clinical
expertise and patient values to arrive
at the best options for our individual
patients.

Innovative education and research for a healthier North. WWW.hosm.cd



%
‘:? I
L
-9
=3

e :
‘g >

%4 %
lec\‘a

©
]z
A
=

Northern Ontario
School of Medicine

Ecole de médecine
du Nord de |'Ontario

P-VNo' <UD
L"PP- A A¥do A

Conclusion

This skill set revolves around the 5 A's:

Ask
Acquire
Appraise

Apply
Assess

Innovative education and research for a healthier North.
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Five things to try after this session

EDIC\‘a

Northern Ontario
School of Medicine

Ecole de médecine Go to the NOSM library and check out TRIP
PV SUZ> and BMJ+
LPP- A Ado-A°
Register at the CMA website, then try
Dynamed and Poems

Think about the question you want
answered, not the answer the author is giving
you (PICO)

Each week, write down two clinical questions
that have come up, then set aside a little bit
of time to find the answers

When reading an article, check the little print
for signs of bias

Innovative education and research for a healthier North. WWW.hosm.cd
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Questions?

Innovative education and research for a healthier North.

Www.nosm.cad




