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What is Cochrane evidence

and how can it help you?

he
Latest_ Cochrane Top 10
evidence

Early skin-to-skin contact for mothers and their
healthy newborn infants

Cochrane evidence on Tumblr

Prescribing roles for health professionals other
Browse through our Tumblr account and h - than doctors

get a visual dose of Cochrane evidence

Gabapentin for chronic neuropathic pain and
fibromyalgia in adults

Latest News and Events Antioxidant supplements for prevention of
mortality in healthy participants and patients

with various diseases

2016 winner of the Cochrane seeks Junior

prestigious Aubrey Systems Administrator -

Vitamin E supplementation in pregnancy

Sheiham Leadership London, UK
Award for Evidence- . Amitriptyline for neuropathic pain in adults
28 November 2016 [ Cochrane news 1 December 2016 * Cochrane Jobs

Corticosteroids for bacterial meningitis




Evidence Based Medicine
n EAAnvIKN pETapPaON...

* Jatpikn Baowlopevn oc ...Evéeiln ...arodeén...

TeKUNPiwon...ctolyeia...uoptupio KAm
e Anodeiktikn latpikn

e Tekunpiwuévn latpikn



Evidence Based Medicine

Evidence = Ex + videns

_ : . - - ::> larpiki BaocIOuEVN
ex = AIto, Ao K&, arno avto ot aTrodeiteic

videns = BAenw, yvwpilw, katavow, Evvow

“Gain wisdom by collecting
and using data”

Sir William Osler (1849-1919)

"Father of modern medicine”




Tueivalt EBM ...?

“Evidence-based medicine is the care of patients
using the best available research evidence to

guide clinical decision making ”

Sackett, DL, Straus, SE, Richardson, WS, et al. Evidence-based medicine. How
to practice and teach EBM, 2nd edition, Churchill Livingstone, Edinburgh
2000.

Geyman, JP, Deyo, RA, Ramsey, SD. Evidence-Based Clinical Practice,
Butterworth-Heinemann, Woburn, MA 1999.



latpikn Baolopevn o€ anodeiéelc mou
TIPOEPYOVTOL ATTO EPEVUVNTIKA dEdoEVA
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Méow tnc EBM e€acpaliletal...

Emtiotnuovikn Kot EAAoyn okeyn

Epappoyn tng BeAtiotng, opboTtEPNC KAl TEALKOL CWOTNG
TPAENG

Antoduyn AavBaopevwy Kot TiilBavwc BAamTikwy tpaéewv

Atadavnc urtevBbuvn, eVKoOAQ £ENYNOLUN KOL VOULKOL

SLKOLOAOYNOLUN ACKNGN TWV KALVIKWYV TIPpAEEWV



Twetval EBM ...?

“The integration of best research evidence with

clinical expertise and patient values”

Marchevsky AM. Wick MR. EBM, medical analysis and pathology. Hum Pathol 35:1179
Sackett, DL, Rosenberg, WM, Gray, JA, et al. Evidence-based medicine. What it is and what it isn't. BMJ 1996; 312:71.

“We treat patients not diseases”

Sir William Osler (1849-1919)



Mati n EBM givau avaykaio otnv ovyxpovn
ALloKNoN TNC LATPLKAC ?

TepAOTLOC KOt GUVEXWC / TAXEWC AVEAVOUEVOC OVKOC YVWOEWV

TaXEwE QVATTTUOGOMEVN YVWON Yld TOV TPOMO QAVATNTUENG £VKUPNG
KAWVLKNG €peuvac (mY TUXOLOTIOLNUEVEC MEAETEG) KAl yvwon MAvw
OTLC OTaTLOTIKES HLEBOSouC adloAoynonc mov epappolovtal HE TOUC

oUYXPOVOUG UTLOAOYLOTEC
MeyaAn wepipavon TtTwv Ypnotwv otnv  afloAdynon Twv
OLTLOTEAECHATWY MLOC MEAETNG / SLOXWPLONO TOU CNUOVTLKOU OO TO

OGN HaVTO

Entiyvwon tou yeyovotog otL moAAoi ylatpoi v ackoUV TV LaTPLKD

ocUpdwva pe TNV KaAutepn duvatn Evoeen



Mati n EBM sival avaykaio otnv cvyxpovn
ALloKNoN TNC LATPLKAC ?

Tayxeia aAAayn 6edopévwv otnv
LOLTPLKN KOl 0TLG AAAEG ETILOTAMES
uyeiag

AU¢non aplOpou Latplkwv

nepLodkwv > 7X , >20.000 ntepLodika
1 véo apBpo kKabe 26 deutepoAenta

Mot EKOUYXPOVLIGO YVWOEWV OTNV
LOTPLKN = OVAYKN yla avayvwon 17
NMEPLOOLKWV NUEPNCLWG yLa 365
np/€tog

555 feet

Washington
Monument

A Year of MEDLINE
indexed j ournals
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ALloKNOoN TNC LATPLKAC ?

Need to read 6,000 articles a day to keep up-to-date
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Condition

Senile cataract
Breast cancer
Prenatal care
Low back pain
Coronary artery disease
Hypertension
Congestive heart failure
Cerebrovascular disease
Chronic obstructive pulmonary disease
Depression
Orthopaedic conditions
Osteoarthritis
Colorectal cancer
Asthma
Benign prostatic hypertrophy
Hyperlipidemia
Diabetes mellitus
Headache
Urinary tract infection
Community acquired pneumonia
Sexually transmitted disease
Peptic ulcer disease
Atrial fibrillation
Hip fracture -
Alcohol dcpendm -
0 20

Percentage of Recommended Care Received




Tt tepthappaver n EBM?

® Epappoyn twv dedopEVwV TG LATPLKAG
EPELVVAG OTNV KAWLKN Ttpaén

{1

KateuBuvtrpleg o6nyieg Ekmaibevon

AAyopiBpot Mpotunn atpikn ppovtidba

, . Mowotnta
KAwvika povomatia 1

latpikn ao@alion



Tt teptAapBaver n EBM?

 Edappoyn Twv SE6OUEVWV TNC LATPLKAC
EPEVVOC TTOVW OTNV CXECT

— AoOgvouc

— KAwvikn¢ €kBaonc
— EmBiwon / davaroc
— Juuntwuara
— AnwAswa Asttovpyiac



The conscientious, explicit and judicious use of current best evidence

in making decisions about the care of individual patients

The Evidence-Based Medicine triad

(see D.L. Sackett et al, BMJ 1996; 312: 71-72)

Individual A i Patient’s
Clinical W Values &
Expertise | : g Expectations

Improved
Patient
Outcomes

Best Available Clinical Evidence




BA2IKE2 APXE2 EBM

AKpLBNAC KAOOPLOUOC TOU EPWTAMATOC
NpooBaon otnv mAnpodopia

Awaxeiplon tou peyalov oykou nAnpodoplwv
ATIAVTNON OE CUYKEKPLUEVO KALVIKA EpWTAMOTOL
‘EAgyxo¢ tn¢ afloniotiac twv dedopevwy

Edappoyn tng yvwong otV AVILHETWILON TOU

aoOsvouc



BA2IKE2 APXE2 EBM

e AkpBNRC KBOPLONOC TOU EPWTANATOC

¢ NpooBaon otnv mAnpodopia

® Awaxeiplon tov peyaAou oykouv mAnpodoplwv

® ATIAVTNON OE CUYKEKPLUEVA KALVIKA EpWTAHATA
® ‘EAgy)xoc¢ tn¢ agomotiac twv SESopnEvwV

¢ Edbappoyn tneg yvwong otnv VTILHETWITLON TOU

acOevouc



AKpLBNC KaBOPLOUOC TOU EPWTHHOTOC

® O yLatpOoC XPELAIETOL OATOVINOELG GE TTOAU

OUYKEKPLUEVA EPWTHHOTA

* M.x. Nowd n dtayvwon ko old n mpenovoa Beparmeia ?
® MeyaAo¢ aplOpOC EpWTNHATWY TTAVW CE

TLOLKLALOL VOO HLATWV
® M andvtnon tnv ¢opa

® AKPLBAC SLaTtUMTWON TOU EPWTALOTOC



ZTOLXELOL TOV ITPOC ANMAVINOLV
EPWTANATOC ...

¢ Patient, Popualtion or Problem

¢ How would you describe a group of patients
similar to yours? What are the most
important characteristics of the patient?

¢ Intervention, prognostic factor, or exposure

* Which main intervention, prognostic factor,
or exposure are you considering? What do
you want to do for the patient?

¢ Comparison

* What is the main alternative to compare
with the intervention?

¢ Qutcome
¢ What can you hope to accomplish, measure,

improve or affect? What are you trying to do
for the patient?



KAwwo napadsiypa ...

® Acdcevic ue onaiuio etoayerat oto Noookoueio kat tidetatl o€ aywyn Ue
EUPEODC paouatoc avtiBlotika. Metd TptHUEPO 0 AOTEVAC UETATIITITEL OE ONITTLKO
shock. AvapwTtiéote eav a mPEMeL va SWOETE N OXL KOPTLKOELSH.
MapakoAovdceite to APACHE score yia eKTinon tn¢ amoTEAECUATIKOTNTOC TNG
aywyng, tnv entBiwaon, tov xpovo napapovis oto voookoueio (LOS)

* PICO

o Patient or problem: acBevri¢ 76 etwv pe onmtko shock.
Intervention: Koptikoeldn

(¢]

(¢]

Comparison: OXL KOPTLKOELON

(¢]

Outcomes: KAwwko score, LOS

¢ H aAAwwg:

o Y& £VAV ONTTLKO aoBevn MoV HeTATTEL o€ onmTtko shock pmopel n xopriynon
TWV KOPTLKOELO WV va BEATLWOEL TNV KALVLKN €LkOVa (score), Ttnv emiPlwon Kat va
LELWOEL TIC MEPEC VOoonAeiag ?



BA2IKE2 APXE2 EBM

® AKpLBNC KOOPLONOC TOU EPWTHHATOC

® Npoécfacn otnv nAnpodopia

® Awaxeiplon tov peyaAou oykov mAnpodopLwv

® ATIAVTNON OE CUYKEKPLUEVA KALVIKA EpWTAHATA
® ‘EAgyxoc¢ tn¢ agiomotiac Twv SESopEVwV

¢ Edbappoyn tnc yvwong otnv AVTLHETWITLON TOU

ao0svouc



MNpocBaon otnv mAnpodopia

* MéexpLnpochata =2 P
— BiBAila S
— Meplodika
— AlaAé€elc
— EUMELPOYVWUOVEC

 Twpa =2
— HAekTtpoVvIKn €moxn
— Awaxeiplon yvwong

(Knowledge management)
— Avalntnon
— Opyavwaon
— Awaxeipion




BA2IKE2 APXE2 EBM

AKpLBAC KAOOPLOUOC TOU EPWTAMATOC
NpooBacn otnv mAnpodopia

Awaxeiplon Tou peyaAov oykou mAnpodoplwv
ATtAVTINON OE CUYKEKPLUEVO KALVIKA EpWTAMOT
‘EAgyxo¢ tnC aflomiotiac tTwv dedopEvwv

Edapuoyn tThG yvwong oTnV QVILLETWITLON TOU

oicOevouc



H cuvexnc HeAETN TwV 5 KUPLWV TEPLOSIKWV yLaL
£val yLatpo napeEXeL LOALE To 50% TG
UmtaPXovVCac yvwong ...

New England Journal of Medicine
Annals of Internal Medicine

Journal of the American Medical
Association,

Lancet
Baowod e€e1dikeupévo nepLodiko

100 -

75

50 —

Cumulative percent

25 -

1 3 5 F) 9 i1 13 15 i7 19

Number of journals

Fletcher, RH, Fletcher, SW. Evidence-based approach to the medical literature.

J Gen Intern Med 1997; 12 Suppl 2:S5.



http://www.utdol.com/online/content/abstract.do?topicKey=genr_med/19794&refNum=8

OpYOVIOHOL TTOU TTAPEXOUV CUOTNHOTLKN
{EBM} mAnpocdopnon

® UpToDate (95 Sawyer Rd, Waltham, MA 02453-3471 USA)

® ACP Journal Club (ACP Journal Club, ACP-ASIM, 190 North Independence Mall
West, Philadelphia, PA 19106-1572, USA; 800-523-1546)

® The Medical Letter (The Medical Letter, Inc., 1000 Main Street, New Rochelle, NY
10801; 800-211-2769).

® Evidence-Based Medicine (Evidence-Based Medicine, ACP-ASIM, 190 N.
Independence Mall West, Philadelphia, PA 19106-1572; 800-523-1546)

® Journal Watch (Massachusetts Medical Society. 860 Winter St. Waltham, MA
02451.1411. 781-893-4610).

® RSS (Really simple syndication)



BA2IKE2 APXE2 EBM

e AKpLBNC KOOPLONOC TOU EPWTHATOC

¢ NpdcBaon otnv mAnpodopia

® Awaxeiplon tou peyalov oykou mAnpodoplwv

® ARAVTINGCN CE CUYKEKPLUEVA KAWVIKA EpWTHOTO
® EAgyxoc¢ tn¢ atomotio tTwv SE60NEVWV

e Edapuoyrn e yvwong oTnV AVILHETWITLON TOU

ao0&evouc



2uvnOn KAwika epwtinpota
otnv Ko®’ nuepav nmpaén...

® Eivat to eupnua rradoAoyiko ?

® [lowx givat n dtayvwon ?

® [1ooo ocuyva cuuBaivet ?

® [lowoi givai ot mapayovteg Kivéuvou yia tn vooo ?

® [lowa givat n tadoyevela ?

® [1ooo aroteAsouatikn (n BAantikn) eivat n depancia ?

® [1ooo aroteAsouatikn (n BAantikn) eivat n mpoAnyn ?



MpoamattoUeEVA YLOL XPNOLMEC
otov KAwiko EBM ntAnpodopisc

* Tayxsia tpocBacn otnv nAnpodopia
® JTOXEUMEVH OTO GUYKEKPLHEVO KALVLKO EpWTnNMQL

® H kaAvUtepn (EBM) kat mAEov cuyypovn mAnpodopia
aro v BAoypadia

¢ NMAnpodopia mpoofaociun ava rnaca otiypn / Kwntn
(mobile)

® M£&oo sUKOAO OTNV XPron



MnyEc mou MAnPoUV Ta W AVW KPLTAPLAL...

UpToDate o0/ P04

ACP Journal Club http://www.acpjc.org/

The Cochrane Database. http://www.cochrane.org/
Clinical Evidence. http://www.clinicalevidence.com/
Clinical practice guidelines. http://www.guideline.gov/
ZUOTNHATIKEG OLVOLOKOTII|OELG

Meta-avaAUoELC

Medline. www.ncbi.nlm.nih.gov/sites/entrez

BiAia

AVQOKOTIOELC OE TIEPLOSIKAL

Web Sites. http://www.cdc.gov/; National Guideline
Clearinghouse: http://www.guideline.gov/; Patient Support
Organizations: healthhotlines. nim. nih. Gov /
subserch.html.



http://www.acpjc.org/
http://www.cochrane.org/
http://www.clinicalevidence.com/
http://www.guideline.gov/
http://www.ncbi.nlm.nih.gov/sites/entrez
http://www.cdc.gov/
http://www.guideline.gov/

MnyEc mou MAnPoUV Ta W AVW KPLTAPLAL...

UpToDate lzptop / PDA

ACP Journal Club http://www.acpjc.org/

The Cochrane Database. http://www.cochrane.org/
Clinical Evidence. http://www.clinicalevidence.com/

* Clinical practice guidelines.
http://www.guideline.gov/

ZUCTNOTLKEG OLVOLOKOTI|OELG
Meta-avaAUGCELG

Medline. www.ncbi.nlm.nih.gov/sites/entrez
BiAia

AVOOKOTINOELG GE TIEPLOOLKAL

Web Sites. http://www.cdc.gov/; National Guideline
Clearinghouse: http://www.guideline.gov/; Patient Support
Organizations: healthhotlines. nlm. nih. Gov / subserch.html.



http://www.acpjc.org/
http://www.cochrane.org/
http://www.clinicalevidence.com/
http://www.guideline.gov/
http://www.ncbi.nlm.nih.gov/sites/entrez
http://www.cdc.gov/
http://www.guideline.gov/

KatevBuvtnplec odnylec
(clinical practice guidelines)

ZUCGTAOELC YL TOUG KALVLKOUG LatpoU¢ o€ oXEon He TNV ¢povtida tou
0lcOEVOUC LE CUYKEKPLUEVT VOGO
2TnVv KaAUtepn nepintwon Bacilovrat otnv KaAvtepn duvarr £voeién /

ortodELEN Ao TOL UTTAPXOVTA EPEVVNTLKA dEdopEVA KAl TRV UTIAPXOUCO
KALVLKN EUMELpiaL.

Ow katevOuvtpleg 0dnyieg xapaktnpilovrat ano 2 pacelg:

ZUGTNMOTLKN OLVOLGKOTINON TWV 6E6O0UEVWV TNE EPEUVAC TAVW CE £Vl
OUYKEKPLUEVO KALVLKO EPWTNHO LLE EOTLAOMO OTNV LOXV TG €vOeLenc /
anodelEnc navw otnv onoia faciletal n AnYn anodaong navw oto
OUYKEKPLULEVO TIPOBANUQL.

ZUCTAOELC YLOL TOV XELPLOUO TWV 0Ll0OEVWV LLE TO CUYKEKPLUEVO TIPOBANUL



Kpttipla yia tTnv dnpiovpyia
KaTELOUVTAPLWV 0ONYLWV
(clinical practice guidelines)

Ztoxo¢ (aodevn¢, mnpoBAnua kAm)

Mapcauetpot / KAWVIKES MPAKTIKEC

ExBaoeic (KAWVIKEC, OLKOVOULKEG)

MéSodbot avalntnoncg Evéeiénc / ouvexnc evnuEépwaon
O@éAn, kivéuvol, K6oTo¢

ZUoTaOoELC

AfloAoynan / auykpion

EumAekouevolL EUMELPOYVWUOVES / EMIOTNUOVIKEC ETALPEIEC /

opyaviouoi / xpnuarodotnon



You can lead a
man to the
evidence but
you can’t make

him think

Quality of Evidence Pyramid

Meta-Analysls

SystematicReview Guidelines

Randomized Controlled Tnal

Cohort studies

Case Control stuaies
Case Series/Case Reports

Basic Research and Animal research




Xpnon katevOuvtnplwv odnywwv
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BA2IKE2 APXE2 EBM

® AKpLBNC KOOPLONOC TOU EPWTIHATOC

® MNpocBaon otnv mAnpodopia

® Awaxeiplon tou peyaAov oykou nAnpodoplwv

® ATIAVTNON O€ CUYKEKPLUEVA KALVIKA EpWTAHATA
¢ ‘EAgy)xoc¢ ¢ asiomotiac Twv SeSopévwv

¢ Edbappoyn tnc yvwong oTnv AVILLETWITLON ToV aacOevoug



Bad decisions make good
stories...and | always have
a good story.
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VACCINEY AGE GROUP®

19-21 years 22-26 years

27-49 years 50-59 years

60-64 years =65 years

Inﬂuenza*’ *

‘m"-snnn::e-lla*I »

foster®

Measles, mumps, rubella (MMR)"-*

Tetanus dlphtherla pertusswﬁdﬁdap}”

| Human papjllumawrus |:HP'I.I'] 3% Fema!e

.!‘.[.!J.ﬁ?ﬂ!’.‘.!?.‘?!?.‘.'.'.‘lr."‘.‘.?.'!’.'fﬂ?..Et'.'?’.'!‘.'?f;i.".‘f‘.@.'f,..... | F—

1 or 2 doses

" l dr.rsn-annuaﬂr

Jduﬂs

suhstltute 1-time dumnfﬁap fnr Td honster- then bﬂnﬂ wllh Td EH'EIT luyears

gy

1 dose

| Pneumococcal (polysaccharide)®™ .| s s A e ot eS8 LS
MEningﬂcn(ca|1.I:.I':........................................ PP TR o o o : 1 n‘l‘llﬂl'll‘lnlﬂ N i
HEpamISA” . et rennnnans s nns s rrasnn s arrsssenssanr| eesannrerresnsesessreanarresensforer ]2"?“’ wrresmnsesrreennaleesnsnnrresensserrrenassnessenfursonaanenasnnsnsenrieerreers
Hepatitis B'2* 3 doses
* Covered by the Vaccine Injury Compensation ngram
For all persons in this category Recommended if same Tdap recommended for =65 Mo recommendation

who meet the age requirements
and whio lack documentation of
vaccination or have no evidence
of previous Infection

other risk factor is present
{e.g., on the basis of medical,
occupational, lifestyle,

or other Indications)

if contact with <12 month
old child. Either Td or Tdap
can be used if no Infant
contact

v/
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* Measles vaccine prevents deaths and
complications from measles

¢ The mumps vaccine prevents mumps -
the biggest cause of viral meningitis in
children

e The rubella vaccine prevents babies
being damaged if their mother catches

rubella when pregnant

- Mumps

MMR vaccines introduced

—

1985 1986 1987  15HE 19R8 1990 1909 492 (BUE 1594 1995
source RCGP mesn weekly mcidence

cases (thousands)

Measles cases in the United States, 1944-2007

800 30000
700 s _-second dose
i recommended
6001 15000
\ i
500
5000
]
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300 \
vaccine licensed
200
0 second dose recommended
0 -
1944 1954 1964 1974 1984 1994 2004
Congenital rubella births* and rubella associated
terminations® 1971-2002
80
I CR birth |
70 [ESW}IF 5 1000 .
__rubell =
50 MR E;r':ﬁn:\tions - 800 Jr%u
(E&W arly)
£ Leoo E
= 4oL 8
4 4—
2 30 400 2D
a 20 a2
E L 200 g
= 10 =

* Mational Congenital Rubella Surveillance Programme (NCRSP)
** 0ffice for National Statistics (ONS)




The science....

Ll I [l v |

Early report

lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

A Wakefield 5 H Murch, A Anthory, J Linneil, DA Casson, W Malik, M Bereiowitr, A P Dhitfon, M 4 Thamson,

P Harvey, 4 Valentine, 5 £ Davies, 1A

Summary
Baclkground Weo investigated a2 consg
children  with  chronm anleroccolitis

developmerntal disorder.

Methods 12 children (mean age B years
boysl wera refamred to g paediatric g:l@l
with a history of normal developnent fo
acguired skillz, including language, toget

and Abdonnal paEIn. Chilelre
gastrocnierclogical,  neurclogical,  an
assesament  and  review  of  develn

leoeolonoscopy and biopsy sampling. m
imaging MR, electroencephalography |
punieture were done under sedation. Bar
whers  possil
immunclogical

radi cgraphy done
hazmataological,  and

exam ined.

was

Findings Orsol of behavioural symplomg
by the parents, with LI
vaccination in eight of the 12 childre
imtecticn in one child, and otitis media

measles,

Child  Behavioural Exposure identified Interval from exposure to
diagnosis by parents or doctor first behavioural symptom

1 Austism MMR 1 week

2 Aistism MMR ? weeks

3 Autism MMR 48 h

4 Austism? MMR Measles vaccine at 15 months
Disintegrative followed by slowing in development.
disorder? Dramatic deterioration in behaviour

immediately after MMR &t 4-5 years
L] Autism MNone—MMR at 16 Self-injurious behaviour started at
months 18 months

6 utism MMR 1 week

i utism MMR 24 h

g Post-vaccinial MMR 2 weeks
encephalitis?

g Autistic spectrum Recurrent otitis media 1 week (MMR 2 months previously)
disorder

10 Post-viral Measles { previously 2 h
encephalitis? vaccinated with MMR)

11 Altism MMR 1 week

12 Autism None—MMR at 15 months|  Loss of speech development and

deterioration in language skills noted
at 46 mnnthe




The science...Public health impact

UK

Child vaccine linked to
utlsm

London celcbrfate‘

New h DA
fears over

N |4 bigsurge
T T in autlsm

. : ¢ by dramaticrise |
MMR IMMUNISATION LEVELS w Experts “’::"".d"b:.bium .
Children immunised by 2nd birthday » Quesbions e o
1?;] il'-a:gel level of childhood immunisation
o \/
80
70
&0
50

95 96 97 98 99 00 O1 02 03 04 O5 06 OF
Yeara
SOURCE: Health Protection Agency



The science...Public health burden

400D MMR and measles
. % of —— Cases
MMR. uptake™ of measles
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The science.. The whole story...

NO LINK WAS FOUND

Fol owir \;, Dr.

% \ere :
L3
more I'nR(‘)FCl;ﬁ

I 9 9 9 studies found

a study of
500 CHILDREN

no connection was found

(o) ‘
~ 2001 2002

a study of a study from Denmark of a study from Finland of

10,000 CHILDREN 537.000 CHILDREN 535,000 CHILDREN

still found no connection found no connection once again found no connection

A review of 27 cohort studies, A revien of 3] s e
. review udi
17 case control studies, 6 self- covering more than — ( D

controlled case series studies, 10.000.000
5 time series trials, 2 ecological "E‘h‘".—‘liiﬁ" 2 n u u

studies, | case cross-over
: : Also found no
trial covering over Lancet released a

connection
14.700.000 satement REFUTING
CHILDREN the original findings

“ They had conducted invasiv
NO LINK TO AUTISM WAS st o
obtaining the necessary ethical clearances. ..
FUUND IN ANY CASE' IN picked aﬁs chose damr);hatts?ited their case;
ALL OF THE STUDIES. THEY FALSIFIED FACTS. 9 9




THE LANCET

The Lancet, Volume 351, Issue 9103, Pages 637 - 641, 28 February 1998
doi:10.1016/50140-6736(97)11096-0

‘ This article was retracted ‘

RETRACTED: lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

Dr AJ Wakefield FRCS 2 , SH Murch MB B, A Anthony MB 2, J Linnell PhD 2, DM Casson MRCP b, M Malik MRCP b, M Berelowitz FRCPsych £, AP Dhillon
MRCPath a, MA Thomson FRCP b, B Harvey FRCP d, A Valentine FRCR &, SE Davies MRCPath a, JA Walker-Smith FRCP a

Summary

Background
We investigated a consecutive series.of childrenywithyehrenic enterocolitis and regressive develepmentaldiserder:

Methods
12 children (mean age 6 years [Fange 3—10], 11 boys) were referred to a paegiatric gastroenterology unit with a history of normal development
followed by loss of acquired skills, including language, together with diarrhoea and abdominal pain. Children underwent gastroenterological,

finding
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MMR authors ‘ileTty
autism link

<. petraction
Colleagues withdraw support for
doctor who sparked MMR scare
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The science.. The aftermath...

h- i
VACCINE VILIFICATION SURVIVES -

U.S. parents believe some
I I q vaccines in
healthy children
= of parents opt out of
I 8 I vaccines
0 /.

Before widespread vaccinations of babies

Although declared eradicated in 2000...

in 1980

|

562.400 122.000
DEATHS DEATH

84°% of bables

France reported a ‘ The UK. reported 2 =

|

massive measles more than 2,000
MILLION

outbreak with nearly 4 measles cases in

15,000 cases in 201 | ; 2012 DEATHS

S
s

In the United States, whooping cough shot up in 2012

TO NEARLY 50.000 CASES

150,000

a new study concluded that

VACCINE
20 deaths REFUSALS

in the US were largely to blame
for a 2010 outbreak
Widespread of whooping cough in

vaccinations C If
alifornia
introduced S0.000

26,000
5.000 2.800




Information Pyramid

Computerized decision support systems

Evidence-Based summaries/textbooks
/ , DynaMed, ACP PIER, UpToDate, Medscape Ref
Summaries

Synopses of SRs \Ewdence-based journal abstracts

ACP Journal Club
Systematic Reviews
Syntheses Cochrane Library, DARE
Synopses of Studies \ ACP Journal Club
Studies Original research articles
Medline/ PubMed, Psycinfo

Brian Haynes. The “6S" evolution of information services for evidence-based healthcare
decisions.



Torture the data, and it will confess to anything
«“ or ,

Ronald Coase

Internet Explorer ys Murder Rate

18,000 90%
17,200
79%
16,400
60%
15,600
45%
14,800
14,000

30%
2006 2007 2008 2009 2010 2011

O Murders in us W Internet Explorer Market Share



“Critical appraisal is the process of systematically examining
research evidence to assess its validity, results, and relevance

before using it to reach an informed decision”
Hill and Spittlehouse, 2001, p.1
* The quality of study
designs is never certain,

even if published

* Abstract not reliable

"l didn't see the movie or read the book, but |
read the jacket of the videotape, and | liked it."



uais/Apijen

3JU1 30 43

Y

Hierarchy of Evidence

find evidence at level for clinician

Evidence Summaries

RCTs Case Cohorts,
Control Studies

Clinical Research Critiques

Other Reviews of the Literature

Clinical Reference Texts

o
o | Filtered &
@ | criticall
wyl Yy
| appraised
=}

IS e N

0 26
(=
O
o Expert opinions/
g Not filtered

~— o

e
Q)
n
..

Case Reports, Case Series, Practice Guidelines, etc.
' Background info

Design depends on the question asked..



Internal and External Validity..

Internal Validity

------- > Descriptions

l

Population of
patients with " O O Comparisons
the condition 5
Bias Reduce
- Control

Chance Describe Effects

Conclusion

Adapted from: Fletcher, RH, Fletcher, SW, Wagner, EH. Clinical Epidemiology. The
Essentials, 3rd ed, Williams and Wilkins, Baltimore 1996.



AvaAvon / KpLTikA Twv dedopEvwy

¢ Eowrtepwkr woxuc (Internal validity)

o AavOaopévn erloyr = EAAewn

afiormotiog /

OLVTLKELLEVIKOTNTOC OTNV

emAoyn tou deiyvarog (Bias) (ry

otnVv évtaén twv acfsvwv, oTLg

opadeg cuykplong, f/u,
€A\eyxo EkBaonc)

o Tuyxaia AaOn (chance), Aoyw

HKpoU deiypatog (p-values,

Cl)

The rezult is unlikely 1o be

The result i= likely

due o chance N
[

e

to e due to n:hanr:el

0
p<0.05 p>005

a statistically nod 3 statfistically
signficant result significant resu’

p=0.05
1m 20, therefore result fairly
unlikely tz be due to chancs

1
.1

very unSkely 1 in 1000
unbkely 1im 20
fairly Ikely  1in2
very likely  3ind



AvaAuon / kprtikn Twv 6eSo0pEVWV

e Auvartotnc vevikevonc (Generalizability)—
o Emloyn acOevwV moU GUMHUETEXOUV oTNV MEAETN /
Stapopéc anod tov YeVIKO TANOUoO
o AUVOTOTNG YEVIKEVONC AMOTEAEOCNATWVY OE LCOEVELC

TNG KAONMEPLVAG LATPLKIG TTPA§NG



Bias... Performance..

J Clin Oncol. 2002 Mar 15;20(6):1499-505.

Combined-modality treatment for resectable metastatic colorectal carcinoma to the liver: surgical
resection of hepatic metastases in combination with continuous infusion of chemotherapy--an intergroup
study.

Kemeny MM1. Adak S, Gray B. Macdonald JS. Smith T, Lipsitz 5. Sigurdson ER., O'Dwyer PJ, Benson AB 3rd.

* Patients were randomised to surgery with chemotherapy or surgery without

chemotherapy

 Chemotherapy was applied during operation unless the surgeon found that the

prognosis was too poor
e Patients who received chemotherapy therefore had a better prognosis
* This disrupted the baseline comparability that was established through randomization
* Per protocol analyses suggested a significant benefit of adjunctive chemotherapy

* Intention-to-treat analyses found no significant effect

Selection and Performance Bias may reach above 50%

Egger et al HTA 2003,7:1)



Bias... Country & tower of Babel..

0.700
sSwitzerland
0800 {====cmceemamunnamannoncannsmecnnanananmannosnnnananusnanannanennnnmnnnnannd
«lsrael  WSweden
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Luxembourg
P 62™
0000 | 1 | | | | | V{4 |
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Wealth intensity

31 countries accounted for 98% of the world’s highly cited papers, the

remaining 192 countries accounting for less than 2% Nature 430, 311-316



No of citations received

Bias...
Publication and Citation:

The file-drawer problem..

70
60
50
40
30
20
10

0

S = Supportive data

C = Critical data

= Same research group
o - B
C C C C
/0 71 72 /3

s 5 © C 5 5

74

75

/7 78 79 80

Paper reference

BMJ 2009,;339:b2680

Probability of publication

MIRIAM SHUCHMAN

THE
DRUG

TRIAL

NANCY OLIVIERI AND THE
SCIENCE SCANDAL THAT ROCKED

THE HOSPITAL FOR SICK CHILDREN

1.0
—— Confirmatory results

==== Inconclusive results
0.8 o
Invalidating results

0:
0 1 2 3 4 9 6 7 8
BMJ 2005;331:19  Time to publication (years)



Bias... Media Attention: Too much, Too soon ?..

(EALLY
. WE DIDN'T JURE CANCER.
HOW SCI\ENCE REPORTINGIWORKS: WERE JUST MOVING FASTER
TOWARD A FUTURE
TRENTMENT

WE DESTROVED
TEN PERCENT OF
CANCER CEUSWNA

LAB RAT'S TAWL.

2% He'g \veked)
\ Aume Acovel ! /

MJA 2006;184:11



Critical Appraisal Skills Programme (CASP)

Making sense of evidence

CASP CHECKLISTS

This set of eight critical appraisal tools are designed to be used when reading research, these include tools for Systematic Reviews,
Randomised Controlled Trials, Cohort Studies, Case Control Studies, Economic Evaluations, Diagnostic Studies, Qualitative studies and Clinical
Frediction Rule.

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

CASP Checklists (click to download) ¥ Tweet |46




Home | About | Sitemap | e-CAB | Downloads ng mh 1”'5’

Overview .l Aboutus ] Research | Dissemination || Education

You are here: Education = Critical Appraisal

Critical Appraisal i Print this Page
Waorkshops
GE'_”_EW - These checklists will help you work through the process of critically appraising a research paper.
Critical &ppraisal
EEM Toolkit
Catmaker . . - q vsi @ 4 load
Contact Overviews - 2 @ppraise systematic reviews and meta analysis ownloa
Treatment - i appraise single randomised controlled trials @ download
Diagnosis - to appraise studies of diagnosis @ download
Prognosis - to appraise studies of prognosis @ download

¢ 2006 CEBMH E Home & Print 4 Top of Page é.% S Stockton
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Home

Guidelines CRITICAL APPRAISAL: NOTES AND CHECKLISTS
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Events _ _ _ _
Implementation These checklists are available in Word 2007 versions.
Patient Involvement METHODOLOGY CHECKLIST 1: SYSTEMATIC REVIEWS AND META-ANALYSES
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Ranking the evidence...

Category Definition

A Both strong evidence for efficacy and substantial clinical benefit support recommendation for
use. Should always be offered.

Moderate evidence for efficacy—or strong evidence for efficacy but only limited clinical

B benefit—supports recommendation for use. Should generally be offered.

Evidence for efficacy is insufficient to support a recommendation for or against use. Or evidence
C for efficacy might not outweigh adverse consequences (e.g. drug toxicity, drug interaction) or
cost of the treatment or alternative approaches. Optional.

D Moderate evidence for lack of efficacy or for adverse outcome supports a recommendation
against use. Should generally not be offered.

e Good evidence for lack of efficacy or for adverse outcome supports a recommendation against
use. Should never be offered.

Quality of Evidence Supporting the Recommendation

I Evidence from at least one properly-designed randomized, controlled trial.

Evidence from at least one well-designed clinical trial without randomization, from cohort or
Il case-controlled analytic studies (preferably from more than one center), or from multiple time-
series studies, or dramatic results from uncontrolled experiments.

I Evidence from opinions of respected authorship based on clinical experience, descriptive
studies, or reports of expert committees.




BA2IKE2 APXE2 EBM

® AkpBNC KOOPLONOC TOU EPWTAHATOC

¢ NpdocBaon otnv mAnpodopia

® Awaxeiplon tov peyalou oykouv mAnpodopiwv

® ATIAVTNON OE CUYKEKPLUEVA KALVIKA EpWTAMATA
® ‘EAegyxoc¢ tn¢ agomotiac twv SeSopEVwV

¢ Ebapuoyn TNC yVwaonc oTnV QAVILHETWITION TOV acOevouc



Edbappoyn tnc yvwonc 6tV OVILUETWITLON TOU

aicBevouc: ylati oyt mavta epikn ?

® AucKoAia TOU LaTPOU VAL TPOOCAPHOCTEL
* Ao to napeAYov oto ueAAov...
* Ano tnv Yswpia otnv rpaén...

* Arto tnv ouadoroinon otnv eéatouikevon...



Tponot aAAaynG cupnepildpopac / TPoocapoyns

Copyright 2005 by Randy Glasbergen.
www.glasbergen.com

Exknaidgvon
TToONTIKN
EVEPYNTLKY
AN\ayr] epyactakov epiBaAAovtog
eANEYXOG
opyavwon
A&LOAGYNON TOU ATIOTEAEGOTOG
auToa&loAdynon
e&wteplkn) a€loAoynon
KateBuvtrpleg odnyieg

AELOTILOTEG clasBERGE
TIPOOLTEG “I already diagnosed myself on the Internet.
TIPOCAPUOCHEVEG OTO TIEPLRAAAOV I’m only here for a second opinion.”

VW N EUTIELPOYVOUWVWV

oVHBouAeuTikn) TTapEuBaon amd «avBevtieg»
OLKOVOMLKEG TIOAPALETPOL

aoPaALOTIKEG ETALPELEG

oUMBOAL
>taomn acBevoug

aoBEeVEIG EVIUEPOL YLO TNV VOGO TOUG



AoKNGHN LOTPLKAG TTPOKTLKNG

Oo6nylLeg
AAyopLBpoL
METO-0VAAUGELG
AVOOKOTTNCELG

[VWOELG
AggLotnteg
2UMUTTEPLPOPEG
2xXEon HE a.cBsvn
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“The beginning of the Art of Medicine is to

wonder”

Sir William Osler (1849-1919)



Conclusions..

*Evidence based practice provides an efficient and
systematic way to locate the best evidence to

answer specific clinical questions if combined with CALM

personal expertise and individual/community KEEP
UP TO DATE

preferences /needs
* Evidence should be carefully & critically appraised
according to standard guidelines - bias, statistics,
association pitfalls should be checked for

*..Keep an open mind..but not so open that your

brains fall out...!!



Appraising the evidence ???...

BMJ. 2003 Dec 20; 327(7429): 1459-1461.
doi: 10.1136/bmj.327.7429 1453

PMCID: PMC300808

Parachute use to prevent death and major trauma related to gravitational
challenge: systematic review of randomised controlled trials

Gordon C S Smith, professnr1 and Jill P Pell, consultant?

A call to (broken) arms

Only two options exist. The first is that we accept that,
under exceptional circumstances, common sense
might be applied when considering the potential risks
and benefits of interventions. The second is that we
continue our quest for the holy grail of exclusively
evidence based interventions and preclude parachute
use outside the context of a properly conducted trial.
The dependency we have created in our population
may make recruitment of the unenlightened masses to
such a trial difficult. If so, we feel assured that those
who advocate evidence based medicine and criticise
use of interventions that lack an evidence base will not
hesitate to demonstrate their commitment by volun-
teering for a double blind, randomised, placebo
controlled, crossover trial.

“Wonder, rather then doubt, is the root of all knowledge”



