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* Trust me

Defferal to authority

* In my experience

* Everyone else is doing

Dr Moezzi 4
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A. Trust IVie

— Dr- SrmithHh:- So which statin would you recommend?
- Dr. Jones: Atorvastatin is the drug of choice.

Translatiocor -
Does it work?
It does if I say so.

* Trust me
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B. Deferral to Authority

— Dr. Smith: So which statin would you recommend?

— Dr. Jones: | prefer atorvastatin, and the last time | sent
someone over to the Lipid Clinic, that was Dr. Doe’s
recommendation as well.

Translation:
Does it work?

It does if Dr. Expert says so.

* Defferal to authority:
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C.In My Experience

— Dr. Smith: So which statin would you recommend?

— Dr. Jones: |l don’ t really like any of them. | have had good
experience with diet and cholestyramine and never
prescribe HMG-CoA reductase inhibitors.

Translation:
Does it work?
It does work ? It does seerm fto.

* In my experience
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D. Everyone Else is Doing It

— Dr. Smith: So | have this 55-year old man in for a complete
physical, and he’s asking about screening for prostate cancer.

— Dr. Jones: (Medical Director): Make sure you do a digital rectal
examination and get a PSA. We’'ll get sued if you don’t and he
develops prostate cancer, because screening is the standard in

our community.

Translation:
Does it work?
It does work??..... It does if everyone agrees that it does.

* Everyone else is doing it
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s there a better way to find and use
clinical evidence?

Evidence - Based Medicine !

Dr Moezzi



What is evidence-based medicine?

Individual

Clinical

Experierce/f

5

Patient Values
& Expectations

- Sackett, et al 2001
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fation “pull”Steps in EBM process

L Formulate an answerable question o
PP EWERTL I PTSNEOR

. Track down the hest evidence ~ el (5 saiun-T
i . . ddal Cowud Ay AA) gl Ad)AET Ly 5 )Y
3, Critically appraise the evidence SNl (5 58 S ?

AR08 (Bl (2o -0

A, Apply the evidence in practice
5, Efficacy evaluation of this application on a patient
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EBM and Journal Club

» Journal Club is the right tool to seal the gap
between production and implementation of
knowledge and and improve the quality of
patient care.
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Journal Club

* Journal Club is an event for clinicians to learn the
principles of evidence-based practice through

— posing a clinical question,
— literature searching and
— critical appraisal.

* |t gives an opportunity to hone presentation skills
and receive feedback within an informal forum

14



Journal Club

Definition:

A journal club is an educational meeting in which
a group of individuals discuss critically the clinical
applicability of articles in the current
medical journals.

Arif SA, Gim S. Nogid A. Shah B. Journal clubs during advanced pharmacy practice experiences to
teach literature-evaluation skills. 4m J Pharm Educ. 2012:76(5):88.

journal club:
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History

*The first journal club

was founded by Sir

James Paget, a British
Surgeon in the mid-

1800’s

«Small room over a

baker’s shop nearthe || ¥&ss
Hospital-gate where we | *{&}
could sit and read the | =*=
journals”

shay N

St. Bartholomew’s Hospital, London.

WA JU g5 axx 40

History (cont.)

o Sir William Osler established
the first formalized journal club
at McGill University in Montreal
in 1875. The original purpose
of Osler's journal club was "for
the purchase and distribution
of periodicals to which he could
not afford to subscribe."

l Cnt Care (2004). 8: 901-2.

16
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The earliest mention : 1854 paper by Sir John Forbes in The Association Medical
Journal, which was published between 1853 and 1856 and was a forerunner of BM..

Sir James Paget, 1835-1854 AD, made a mention about Journal Clubs in his Memoirs.
The founder of journal clubs proper > Sir William Osler, in McGill University in 1875 AD.
In early 1900s journal clubs were routinely found in medical schools in Germany.

From 1917-1975, journal clubs evolved into a forum for continuing medical education.
In 1950s widespread use of IMRAD format in articles presentation.

In 1990s, evolution of Electronic Journal started.

Cochrane collaboration was founded in 1993

More recently JCs have been used as a vehicle to teach critical appraisal skills, research
design, medical statistics, clinical decision making and clinical epidemiology

17
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In 1875 Sir William
Osler and mcgill
university for
purchase and
distribution of
journals

Late Sir James Paget, a British

surgeon, who described a group
at 5t. Bartholomew’s

in 1889 osler
established book
and journal club at
john hopkins
university

1990's introduction
of electronic
journals

Hospital in London in the
mid-1800's as “a kind of club.

a small room over a baker’'s
shop near the Hospital-gate

where we could sit and read the
journals

1920's onwards
journals clubs are
routinely practiced
in universities for
continuing medical
Dr Moezzi education 18
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* Translate current knowledge

in to Evidence based practice

4 595 G dar i Ban oy Lo
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Format of a Journal Club

* A presenter delivers a structured interactive presentation

* The aimis to challenge current practice and determine
whether the research evidence supports a change in practice

* Appraisal is continued by the group discussion

* Conclude by determining whether or not current practice
should be altered in light of the presenter's findings.

21
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). Your assessment and cor

Note
« In parts 1-2 you adopt the authors’ perspective.

* You present your own views in part 3.

Don't mix part 3 with part 2

i i s
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The first step in EBM is to define
a structured clinical question.

- A well built clinical question has
the format of .....

28




. ™=

A ftf'ltﬂ"’“fg'at'o" i How would | describe the group of patients @ |

Which main intervention, prognostic factor, or exp

Intervention
=N — are being considert
(0 | Outcome | N . 3 ‘l
A S What are the accomplishments measured?
\f ) Type of Study
‘ S ) Study Design
‘,)( lyvesign } RCT, Cohort study, Case control studv, etc. |
29
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,, Background information and cc

PICO-TS

In children with a moderate to
severe asthma exacerbation (P),
does Atrovent (I) added to
salbutamol (C) reduce the rate of
admission (0)?

Therapy

RCT

30
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\  Background information anc

PICO-TS

Among children with minor head
injury (P) does the use of CT scan (l)
versus other clinical findings (C) affect
identification and diagnosis of
intracranial hemorrhage (0)?

Diagnosis

Cross sectional
study
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In children who were born full-term with

normal birth weight (P), is maternal Etiology / Harm
infection (I) a possible cause of congenital

cerebral palsy (0)? Cohort Studies




SttructureiofiWell Built Clinical Question e

In patient with does Or affect |
[Patient/ [Intervention] [Comparison, [Outcome]
Problem] if any]

* In adult with acute maxillary sinusitis, does a 3 day
course of trimethoprim-sulfamethoxazole yield the
same cure rates as a 10-day course, with fewer

adverse effects and costs?
Type of study:

RCT > cohort > case control>

Tyvpe of question: Thera .
yp 1 Py case series %

T e T TR



WM[F@ qf Well Built Clinical Question

* Mrs. Jones has developed light-headedness on her
blood pressure medicine and wants to stop taking
them. What would you advise her to do?

In patient with does [Intervention] Or affect [Outcome]
[Patient/ Problem] [Comparison, if
any]

* In 68 year old white woman with essential hypertension, no
co-existing illness and no significant past medical history, do
the benefits of continuing therapy with hydrochlorthiazide
outweigh the inconvenience? (vs no meds)

34




’5@&7{7@ ofiWell Built Clinical Question

A 42-year old woman presented at the ER of the hospital complaining of muscle pain
and tiredness. She is hyperventilating and weakness of four limbs, with muscle
| power of grade 5/5. All her symptoms gradually subsided over the next few hours.

History revealed she was taking a herbal remedy, for neck pain. Could this herbal
supplement have caused her problems?

Question: In adult woman, does the herbal remedy cause muscle pain and tiredness?

* Type of question: ?

* ETIOLOGY

Dr Moezzi

35
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'5%?&7[7@ ofiWell Built Clinical Question

A middle-age male patient has heard that onions and
garlic help protective against cancer and cardiovascular

disease? He has a family history of cancer and is thinking
of taking them to help protect him.

Question: In an adult with family history of lung cancer will onions or garlic act as a

preventive agent?

* Type of question: ?

* PREVENTION

Dr Moezzi
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0/ Background information:a'l'i'_'. tex J

W@g@ ofiWell Built Clinical Question

A study suggests that compound coenzyme Q10 can slow
disease progression in patients with early-stage

Parkinson's disease. Should you recommend this to your
patients?

Question: In an adult with early stage Parkinson’s disease, will compound
coenzyme Q10 slow the progression of the disease?

* Type of study:

s

* Type of question: ?

* PROGNOSIS case series

Dr Moezzi

o 1 alalals ._fﬂizr-i;“--,,_{-«—-'),x - o vﬂ{-“:.yx.‘\':'\,
Cohort study>case control>
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Primary

The Medical Literature

- Original research

Experimental

manipulated)
* RCTs

Observational

manipulated)

* Controlled Studies
(No intervention made or Variables

* Cohort studies
* (Case control studies

(An intervention made or Variables ‘

E

Secondary
- Reviews of original research

* Review articles

* Meta-analysis

* Systematic reviews
Practice guidelines
Decision analysis
Consensus reports
Editorials
Commentaries

w
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Evidence Pyramid

Randomized .
Controlled M
Randomized Double Blind Studies Gt!
Controlled Studies

Q e 3 a
o {l'll t»}(%}
c S =
% Case Control Studies a
E aSc \‘ -y (‘.J./ :
o)) _‘ 1
= LS dobaid
‘@ Ideas, Edltonals, Oplmons Z
g Animal research ;
< In vitro ('test tube') research

As you move up the pyramid the amount of available literature decreases,
but increases in relevance to the clinical setting. (Mckinneil and Etliott, 1997).

Dr Moezzi 42
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Meta

Analysis
7 Systematic
AN 5
'y N
/' Randomized
/ f/ ~ Controlled Trials
y 4 Cohort Studies

/ Case Series/Case Reports

Background Information / Expert
Opinion

// y y \
& Case Control Studies
//

Levels of Evidence

Level of
Evidence

Type of Study

1a

Systematic reviews of randomized clinical trials (RCTs)

1b

Individual RCTs

2a

Systematic reviews of cohort studies

2b

Individual cohort studies and low-quality RCTs

3a

Systematic reviews of case-controlled studies

3b

Individual case-controlled studies

4

Case series and poor-quality cohort and case-control studies

5

Expert opinion based on clinical experience

Livingstone; 2000.

Adapted from: Sackett DL et al. Evidence-Based Medicine: How to Practice and Teach EBM. 2nd ed. Churchill
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4

/

The PubMed
MedlinePlus

Medscape
Web-of-Science =

Cochrane Database

of Systematic _ /
Reviews -/-

Google Scholar:;’

- Online Jouma'EJ_,‘:
— 4

46




Formulate a structured Clinical Question

opulation > interertion X_Comparison _C_Outcome >
Search for Evidence

C Systematlc Reviews >

Cross sectional StuduD
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. l ' \ " What is Critical Appraisal

Only 3% of the published article contained useful knowledge as evidence for a better decision.
-Armstrong and Pagell

“Critical appraisal 1s the process of
systematically
examining research evidence to
assess 1ts validity,
results, and relevance before using it
to inform a decision”
(Hill and Spittlehouse, 2001, p.1).

CASP Appraisal tools for different types of studies.....

48




Attp://www.casp-uk.net

CASP CHECKLISTS

This set of eight critical appraisal 100ls are designed 10 be used when reading research, thase include tools for Systemate Reviews,
Randomised Controlled Trials, Cohort Studies. Case Control Studies, Economic Evaluations, Diagnostic Studes, Qualitative studies and

Clinical Prediction Rule
These are free to download and can be used by anyone under the Creative Commons License

CASP Checklists (click to downioad)




Description

" L _ _ McMaster
These tools teach users to critically appraise different types of evidence. The program consists Umvﬂrﬁﬂ‘f@
of seven critical appraisal tools to assess:

e e Fimpive

1. Systematic reviews

PR
Il e

2 Randomized controlled trials (RCTs)

3. Qualitative research

Steps for Using Method/Tool |

4 Economic evaluation studies

cach tool systematically guides users through questions in three main sections:

5. Cohort studies
1. Is the study valid?

Case-control studies

o)

2. What are the results?

el

Diagnostic test studies

3. Will the results help locally?

Dr Moezzi 50
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FILTERED
INFORMATION

Critically-Appraised
Topics [Evidence
yntheses and Guidelines

ritically-Appraised Individual
Articles [Article Synopses)

UNFILTERED
INFORMATION

Dr Moezzi 51




CASE CONTROL

L — y
LS
. . W
1 Didthe study address a clearly focused issue? -P1CO 0 \.Q
S N
2 Did the authors use an appropriate method to answer their question? -q.g’:\ Q-::i\
3 Were the cases recruited in an acceptable way? %Q '\g "::T
Ne ~
4 Were the controls selected in an acceptable way? v K‘M "
%Q Yoy s

5  Was the exposure accurately measured to minimise bias? i

6 Were the groups treated equally? RN

7 Whether the potential confounding factors in the design and/or in their analysis taken care of
8  Howlarge was the treatment effect
9 Canthe results be applied to the local population?

10 Do the results of this study fit with other available evidence?

Dr Moezzi 52




RCT

1  Did the study address a clearly focused issue? -P1CO
2 Was the assignment of patients to treatments randomised?
3 | Were all of the patients who entered the trial properly accounted for at its conclusion?

4  Were patients, health workers and study personnel ‘blind’ to treatment?

5  Were the groups similar at the start of the trial

6  Were the groups treated equally?

7 How precise was the estimate of the treatment effect?

8 | Can the results be applied to the local population, or in your context?
9  Were all clinically important outcomes considered?

10  Are the benefits worth the harms and costs?

Dr Moezzi
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" Are the results of the |
trial valid? e
(Internal Validity) ~ e

were the
results?

/ ARR/RRR/NNT

/ Will the results help
me in caring for my
patient?
(External Validity /
Applicability)? /

Dr Moezzi 54
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[

hssessed for eligibility
{n=138)

J

Excluded (n=38)

- Did not meet inclusion cntena (n=21)
- Declined participation (n=9)

- Other reasons (n=8)

Allocated to intervention A (n=50)
- Received allocated intervention (n=45)
- Did not receive allocated intervention (n=5)

v

Allacated to intervention B (n=50)
- Received allocated intervention (n=47)
- Did not receive allocated intervention (n=3)

Lost to follow-up (n=3)
Discontinued intervention (n=0)

!

Lost to follow-up (n=0)
Discontinued intervention (n=1)

|
|
[

Analyzed (n=45)
- 2 excluded due to missing data

!

Dr Moezzi

Analyzed (n=48)
- 1 excluded due to missing data
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» Select a provocative article

[ *
Prepare yourselves M‘)‘ é‘ﬁ ﬁéﬁ)w a&
e Ry SR 2 & .
» Prepare the participants QW Jb)s) °M°

‘Select a provocative article

?‘ * Articles that you pulled as a result of an encounter with a
particular patient
* Articles that have been published recently dealing with a
clinical problem we commonly encounter.

* It should report original research. Reviews are out

* The article needs to have a methods section

* Meta-analyses, decision analyses and cost-effectiveness
analyses are OK, but they are harder to assess critically

* Avoid industry sponsored articles

RN * Sometimes a pair of articles with opposite conclusions,
i 0cezz1
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» Select a provocative article
} Prepare yourselves 6‘)‘ 6‘ﬁ 6°ﬁ)w a&
; » Prepare the participants QW JB)’S °M°

> Lead the discussion

Prepare yourselves

* Read the article critically
* Pick out the main points - what the authors did, what results they
got, and what they concluded

* Look for any bias in measurement of outcome, loss to follow-up,
unrepresentative subjects, effect size, etc.

* Provide the preceptor with a copy before the meeting

Dr Moezzi 62
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» Select a provocative article

Sl 9 b ol
" Prepare yourselves | JB)SS °M° “;‘)‘

~+

» Prepare the partici

o

1))
n
0
-

o

*

Prepare the participants

‘ * Distribute the article about 7 days in advance ‘

’ * Bring extra copies of the article to the session. ‘

4

» Make sure everyone knows date, time, and place! ‘

Dr Moezzi
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» Select a provocative article

Prepare yourselves

v

Prepare the participants

v

Lead the discussion

Leading the discussion

* Start and end on time
* Ensure everyone is involved. (Wake them up)

Outline the content of the article — Research question, study
design, Subjects, predictor and outcomes (PICO)

* Brief about the methods applied, tables, flow charts -
(CONSORT — diagram)

* Conclusions : What authors think the results mean?

CASP tools & Bottom Line !?! How the paper might change
clinical practice?
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Table 1 The modified Jadad scale

Eight items Answer Score
I. Was the study described as randomized!? Yes +1
Mo 0 3
2. Was the method of randomization Yes +1 3
appropriate? No -1
Mot described 0
3. Was the study described as blinding® Yes +1
Mo 0
4. Was the method of blinding appropriate? Yes +1
Mo —1
Mot described 0
5. Was there a description of withdrawals Yes +1
and dropouts? Mo 0
6. Was there a clear description of the Yes +1
inclusion/exclusion criteria? No 0
7. Was the method used to assess adverse fes +1
effects described? MNo 0
8. Was the method of statistical analysis Yes +1
described? MNo 0
Mote: *Double-blind got | score; single-blind got 0.5 score.
Dr Moezzi 66
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METHODS

TRIAL DESIGN AND OVERSIGHT

In this randomized, double-blind, placebo-con-
trolled, investigator-initiated trial, we assigned
patients in a 1:1 ratio to receive either colchicine
(at a dose of 0.5 mg once daily) or placebo. The

F

trial was funded by the Goven
the Canadian Institutes of Hea

Wiley Series in Probability and Statistics

Randomization
in Cllnlcal Trials

Theory and Practice
Second Edmon

William F. Rosenberger ¢ John M. Lachin ‘
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Table 1. Characteristics of the Patients.*

Characteristic
Age —vyr
Female sex — no. (36)
White race — no.total no. (38) 1
Body-mass index
Current smoking — no. ftotal no. (%)
Hypertension — no. (%g)
Diabetes — no. (%6)
History of myocardial infarction — ne. (36)
History of PCl — no. (34)
History of CABG — no. (36)
History of heart failure — no. (34)
History of stroke or TIA — no. (36)
Time from index myocardial infarction te randemization — days
PCI for index myocardial infarction — no. ftotal no. (%)
Medication use — no. (&)
Aspirin
Other antiplatelet agent
Statin
Beta-blocker

Colchicine
(N=2366)

60.6+10.7
472 (19.9)
1350/1850 (73.0)
28.2+4.8
708/2366 (29.9)
1185 (50.1)
462 (19.5)
370 (15.6)
392 (16.6)
69 (2.9)
48 (2.0)
55 (2.3)
13.4+10.2
21922364 (92.7)

2334 (98.6)
2310 (97.6)
2339 (98.9)
2116 (89.4)

Placebo
(N=2379)

60.5+10.6
437 (18.4)
1329/1844 (72.1)
28.4:4.7
708/2377 (29.8)
1236 (52.0)
497 (20.9)
397 (16.7)
406 (17.1)
81 (3.4)
42 (1.8)
67 (2.8)
13.5+10.1
2216/2375 (93.3)

2352 (98.9)
2337 (98.2)
2357 (99.1)
2101 (88.3)

* Plus—minus values are means £5D. Data were missing on the following characteristics: age (assessed according to
date of birth; see below) for 435 patients (215 in the colchicine group and 220 in the placebo group), body-mass index
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4745 Patients underwent randomization

|

2366 Were assigned to receive colchicine
(36 did not receive colchicine)

2379 Were assigned to receive placebo
(33 did not receive placebo)

l

2226 Completed the trial
140 Did not complete the trial

17 Withdrew consent

41 Discontinued colchicine and
visits

39 Were lost to follow-up

42 Died

1 Had been hospitalized since

October 10, 2018

2232 Completed the trial
147 Did not complete the trial
13 Withdrew consent
38 Discontinued placebo and
visits
1 Had an adverse event
50 Were lost to follow-up
44 Died
1 Discontinued trial prematurely
and did not complete all visits

Survival status at end of trial:
2309 Were alive
44 Had died
13 Had unknown survival status

Survival status at end of trial:
2325 Were alive
44 Had died

10 Had unknown survival status

Figure 1. Randomization and Follow-up of the Patients.
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2226 Completed the trial 2232 Completed the trial
140 Did not complete the trial 147 Did not complete the trial
SRR 17 Withdrew consent 13 Withdrew consent
°é'é W? &U )# 4 41 Discontinued colchicine and 38 Discontinued placebo and

N X ¥ visits visits

& ¥ 39 Were lost to follow-up 1 Had an adverse event

.w‘ Ouhw 47 Died 50 Were lost to follow-up
1 Had been hospitalized since 44 Died

October 10, 2018 1 Discontinued trial prematurely

and did not complete all visits

Survival status at end of trial: Survival status at end of trial:
2309 Were alive 2325 Were alive
44 Had died 44 Had died
13 Had unknown survival status 10 Had unknown survival status

Figure 1. Randomization and Follow-up of the Patients.
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METHODS
We performed a randomized, double-bind tial involving patents ecruited within
30 daysaftera myocardial ifarcton, The paients vere randomly assigned o receie
ether ow-dose colchiine (0.5 mg once daih)or placebo The primary efficacy end

tions Coordinating Center. Potential trial end-point
events were adjudicated by an independent clini-
cal end-point committee composed of experienced
cardiologists and neurologists who were unaware
of the trial-group assignments. The trial was over-
seen by a data and safety monitoring board of in-
dependent experts. The trial medication and
matching placebo were provided by Pharmasci-
ence, which had no role in the design or conduct
of the trial |tJr in the preparation or review of the
manuscript. The first author and the lead statis-
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Wit e ot v e TRIAL DESIGN AND OVERSIGHT
N O CORSE W ONLEOIEN 1 i andomized, double-blind, placebo-con:

1 theptt e nolment il ek vl nvestigaorniiated tria, we assigne
Lations occurted at 1 month and 3 mondasafter - patients in a 1:1 ratio to receive either colchicing

randomizationand ey 3 mones theeafer (@ @ ose of 0.5 mg once daily)or placebo. The
trial was funded by the Government of Quebec,

the Canadian Institutes of Health Research, and

philanthropic foundations. The trial protocol,
available with the full text of this article at NE]M
.org, was designed by the trial steering committee.
The protocol was approved by the institutional
review board at each of the 167 centers in the 12
countries that participated in the trial (see the
Supplementary Appendix, available at NEJM.org).
All trial support activities, including project co-
ordination, medical review, data management, site
monitoring, and statistical oversight and analyses,

1 1B eay e

were performed at the Montreal Health Innova-
tions Coordinating Center. Potential trial end-point




Table | The modified Jadad scale

o Eight items Answer Score
é‘ébo U'"l?.'“ |. Was the study described as randomized?  Yes +]
No 0
2. Was the method of randomization Yes +
R Ty appropriate! No -
wieto off vl @B S Not described 0
il oo paT A Joli wlido o9 3. Was the study described as blinding” Yes +|
No 0
$3by 99U 40,5t : Il o] 4. Was the method of blinding appropriate!  Yes +|
O 399 wwlio g (5 jlw (Solai gyt pgd piaT No -l
AE Mot described 0
Slyg5 wogi: pogu T 5. Was there a description of withdrawals Yes +
X = !
Sibw o 99 wwlio 30 5lg> i T and dropouts: No 0
. 6. Was there a clear description of the Yes +
eee 9 S0l Bi> g 795 4 0, 2 ooy T inclusion/exclusion criteria’ No 0
Tas> 59933 sbto i gi 3999 S ¢ iy it T 7. Was the mthud used to assess adverse  Yes +
effects described? No 0
S P 195 o gl s pi T 8. Was the method of statistical analysis Yes +
had?
3T ol o) tpitis pisT described! No 0
Note: ‘Double-blind got | score; single-blind got 0.5 score.
Y 4o jlin
TR - - RSP




) RN ) "" - ‘- ! S
Dr Moezzi ) < 4 ? )




