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Minek nevezzelek?

Bizonyitekokon alapuloé orvoslas (BAO)
Evidence-based medicine (EBM)

¢ Tényeken alapul6 orvoslas (TAO)
¢ Tudomanyos alapu gyogyitas

¢ Bizonyitékra alapozott gyogyitas
¢ Bizonyiték alapu orvoslas

Bizonyitékokon alapulo laboratoriumi
Medicina (BALM)

Bizonyitekokon alapul6 egészségugy (BAE)
Evidence-based health care (EBHC)
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Az EBM (BAO) definicioja

Az egyedi beteggel kapcsolatos klinikai donteshozatal

olyan megkozelitesi modja, mely soran

o a legmegbizhatobb, szisztematikusan feldolgozott
tudomanyos bizonyitéekok ismeretében,

¢ az egyeni klinikai tapasztalat felhasznalasaval,

o a beteggel konzultalva

o dontjuk el, hogy melyik lehetoség a leghatasosabb,

leghatékonyabb és legmegfelelobb az adott beteg
szamara.

+ 3 Muir Gray, 1997
2 http://tudor.szote.u-szeged.hu



A BALM definici6ja

“A bizonyitékokon alapulo6 laboratoriumi
medicina a laboratoriumi vizsgalatok klinikai
hasznossagara vonatkozo6 legjobb tudomanyos
bizonyitékok alkalmazasa az adott beteg
ellatasa soran. A BALM gyakorlata a
laboratoriumi és klinikai tapasztalat, valamint a
legjobb rendszerezett kutatasi eredmeényekbol
szarmazo tudomanyos bizonyitekok otvozésén
alapul.”

C-EBLM, IFCC
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Seven alternatives to evidence based medicine

David Isaacs, Dominic Fitzgerald

Clinical decisions should. as far as possible, be evidence
based. So runs the current chinical dogma!* We are
urged o lump all the relevant randomised controlled
trials inlo one giant meta-analysis and come out with a
combined odds ratio for all decisions. Physicians,
surgeons, nurses are doing it soon even the lawyers
will be using evidence based practice.” But what if there
is no evidence on which to base a clinical decision?

Participants, methods, and results

We, two humble clinicians ever ready for advice and
guidance, asked our colleagues what they would do if
faced with a clinical problem for which there are no
randomised controlled (rials and no good evidence.
We found ourselves faced wilh several persomalily
based opinions, as would be expected in a teaching
hospital. The personalities transcend the disciplines,
with the exception of surgery, in which discipline -
scends personality. We calegorised their replies, on the
basis o 1o evidence whatsoever, as follows

Fminente based medichee—The more senicr the
colleague, the less importance he or she placed on the
need for anything as mundane as evidence. Experi-
ence, it seens, is worlh any amount of evidence. These
colleagues have a touching faith in clinical experience,
which has been defined as “making the same mistakes
with increasing confidence over an impressive number
of years”™ The eminent physician’s white hair and bald-
ing pate are called the “halo” effecl.

Vehemence  based wwediciee—The  substinution  of
volume for evidence is an effective technique for brow
beating your more limorous colleagues and for
convincing relatives of your ability.

Floquence based medicine—The year round suntan,
carnalion in the butlon hole, silk tie, Armani suit, and
tongue should all be equally smooth. Sartorial
elegance and verbal eloquence are powerful substitutes
for evidence.

Procidenee based medicine—1E the caring practitioner
hasno idea of what 1o do next, the decision may be best
leflin the hands of the Almighty. Too many dinicians,
unfortunately, are unable to resist giving God a hand
with the decision making.

Difidlence based medicine—Some doctors see a prob-
lem and look for an answer. Others merely see a prob-
lem. The diffident doctor may do nothing from a sense
of despair. This, of course, may be belter than doing

something merely because it hurts the doctor’s pride to
do nothing.

Nercowsness based wedieire—Fear of litigation is a
powerful stimulus Lo overinvestigation and overtreat-
ment In an atmosphere of litigation phobia, the only
bad test is the test you didn't think of ordering,

Confidence based  medicine—1This s vestricted  to
surgeons (able).

Comment

There are plenty ol allernatives for he practising
an in the absence of evidence. This is what
s medicine an arl as well as a science.

Contributors: Dand DF each contributed halfthe jokes and will
hoth act as guaraniors.

mmg W, Donald A. Evidence based medicine: an approach 1o
clinical problern silving, BMJ 1095510:11
chett DL, Rosenberg WM,
X\ l'ﬂ('('|1hf‘[||||('d|f|||( wh
4 Solomon M],

(5] B ancl lh( IMF. | Expomeniticd Seilaries
T ODonnell M. A seauiie’s wedical diciionary lcmc\czn li\rU Beooks, 1997,

Basis of dinical practica

Basis for clinical decisions Marker Measuring device Unit of measurement
Evidanca Randomised controllad trial Mata-aralysis Oclels ratio

Eminance Radiance of white hair L Optizal density
WVehamenca Leval of stridency Andiometar Dacibals

Eloquenca (or elagance) Smoothnzss of tongue or nap of suit Teflornatar Adhesin seore

Providence Leval of religicus farwur Setant to measure angle of o units of piety
Diffdance Leval of gloom Mihi kametar Sighs

Nervousness Litigation phobia lavel Every concaivable tast Bank bakncs

Gonfidenca® Eravado Sweat test Mo sweat

* Bpplies only to surgsons.

BMJ VOLUME 319 18-25 DECEMBER 1999 www hinj com

‘Evidence-based medicine’ vagy
‘eminence-based medicine’?

Eminence based medicime—IThe more semor the
colleague, the less importance he or she placed on the
need for anything as mundane as evidence. Experi-
ence, it seems, 15 worth any amount of evidence. These
colleagues have a touching faith in chinical experience,
which has been defined as “making the same mistakes
'n':it]lin{']' asing confidence over an impressive number
of years”” The eminent physician’s white hair and bald-
ing pate are called the “halo” eflect.




»Amikor a meggyozodés szembekeriil
a bizonyitékokkal, rendszerint a
meggy6z6dés nyer. Ugy tiinik, az

emberi termeszettel szemben all az,
hogy higgyunk a tudomanyos
bizonyitékoknak”

Rennie, 2001



Az EBHC (BAE) definicioja

A populacioval kapcsolatos dontéshozatal
megkozelitési modja, mely otvozi a BAO +

a bizonyitéekokon alapulo

o egeszsegpolitika, és donteshozatal,

o finanszirozasi és befogadasi politika,

¢ eU. minoseégiranyitas és szervezes,

o betegtajékoztatas,

@ prevencio, egészségmegorzés és egészseégfejlesztés

Q
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A BAE/BAO és BALM folyamata

A kerdés
W megfogalmazasa E

A tevékenység eredmé- A legjobb tudomanyos
nyenek ertekelese, audit eredmények megtalalasa

Alkalmazas Q

Az eredmények Kritikus
értekelése, dontés

Q
[a]
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Sziiletéskor varhato atlagos élettartam - férfiak

A BAE szempontjabol
fontos kérdesek populacios

Csehorszag
Loy szintl epidemiologiai

1970 1974 1978 1982 1986 1990 1994 1998 2002

A BAO szempontjabol

fontos kérdések a beteg

ellatasaval kapcsolatos
tények és a gyakorlat
osszevetésén alapulnak

+-

TUDOR

. adatokbol indulnak ki

Keringési betegségek standard mortalitasa -
férfiak, 100000 lakosra

—— Csehorszag
Magyarorszag
Lengyelorszag

—— Szlovakia

—— Szlovénia

——EU atlag




»Nehezebb egy jo kérdest feltenni, mint egy
rossz kérdést megvalaszolni”
(kinai kozmondas)




Jot kérdezz, jol...

Strukturalt
kérdés
elemei

Prognozis

Patient

Felnétt, 1 vagy 2 tipusu DM

Prior testing

Rutin DM monitorozas (HbA1c,
microalbuminuria, vércukor, szem és lab
vizsgalata, stb.)

Index test

Onmonitorozas glukométerrel

Comparison

HbA1c vizsgalat

Outcome

DM prognézisa
Hosszutavu masodlagos
szovédmények,
Eletminéség, mortalitas

Setting

DM szakrendelés

TUDOR

+-

Roche

ACCU-CHEK" Activ:

vércukormérd
Kedvezményes akcio 2004. majus 371-ig

Mar

3 millican
hasznaljak
vildgszerte...

Ingyenesen hivhatd informéaciés szamunk:
06 (80) 200-694

Internet: Rl B0
www.accu-chek.hu Eljor vale — biztonsagban.



A Kkérdes tipusa €s a meéreési modszertan

Kérdés tipusa

A legmegbizhatébb mérési moédszer (study design)

Terapial/prevencioé

RCT, nem randomizalt kontroll vizsgalat, kohort, eset-
kontroll

Sziirés

RCT

Diagnosztikus teszt

Fuggetlen osszehasonlitas az eddig ismert legmegbizhatébb
diagnosztikus (,,gold standard’”) médszerrel (keresztmetszeti
vizsgalat)

Kockazat/veszély RCT, kohort
Prognozis Kohort
Etiolégia Kohort vagy eset-kontroll

Mindség, attitid,
tulajdonsagok

Kvalitativ vizsgalatok

+-
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A kérdeésfeltevés muveészete

¢ A jo klinikai kérdeés fokuszalt és strukturalt (PPICOS)

¢ A keérdés tipusa hatarozza meg, hogy mely vizsgalati elrendezés

szolgaltatja a legmagasabb szintli tudomanyos bizonyitékot
annak megvalaszolasara.

o A jol feltett és strukturalt kérdés segit

— a legjobb tudomanyos bizonyitékok megtalalasaban,

— a bizonyitékok megfelel6 betegpopulaciora
vagy sajat kornyezetre vald adaptalasaban,

— a bizonyitékok gyakorlati alkalmazasaban.

+-

TUDOR

Sir Luke Fildes: The Doctor, 1891



A BAE/BAO és BALM folyamata
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A tevékenység eredmé- A legjobb tudomanyos
nyenek ertekelese, audit eredmények megtalalasa

Alkalmazas Q

Az eredmények Kritikus
ertekelese

Q
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Mit keressek?

Meta-analizis, szisztematikus irodalmi attekintés

Review

Allatkisérlet
Alapkutatas

r
2 http://tudor.szote.u-szeged.hu

veél

Eset-sorozat vizsgalat
Esettanulmany
emeény,

Eset-kontroll vizsgalat

Randomizalt kontrollalt kettos vak vizsgalat
Kohorsz vizsgalat

Randomizalt kontrollalt vizsgalat



Hol keressem?

The Cochrane Library - 1999 lssue 3

i!i [ The Cochrane Database of Systematic Reviews (0 hits, 1221 totalh -
search | | [+ Database of Abstracts of Reviews of Effectiveness (0 hits, 2423 fotal)

[ The Cochrane Controlled Trials Register (CENTRALICCTR) (0 hits, 250798 total)

O The Cochrane Review Methodology Database ([ hits, 1017 total

[ & About the Cochrane Collaboration (0 hits, 93 total)

Clzar
= O i Other sources of information (0 hits 14657 total ¥
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COCHRANE

Glaszary
1999 Issue 3 I H E
b ISSM 1464-730K
Help The best single source of relflable evidence ‘ o ‘ H RA N E
ahout the effects of irealth care
Exit Stop Press - Comments and Criticisms - About The Caochrane Library 1998 |ssue 3 I I B RA RY

Getting Started - Subscription Infarmation - Technical Suppart

THE COCHRAME DATABASE OF STRTEMATIC REVIEVS

THE DATARASE (3F SRS TRACTS OF REVIEVYS OF EFFECTIVENESS

THE COCHRAME COMTROLLED TRIALS REGISTER
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THE COCHRAME REVIEW METHODOLOGY DATABASE
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The best evidence comes from systematic reviews which combine the results
of all well designed and conducted, high quality, consistent primary studies
which are directly applicable to the clinical question

40000

35000

30000—

25000 Total Joural articles

20000

Systematic reviews
15000

wl// @ O ©
o 0 O

Diagnostic SR (broad search)

’ Q Q Diagnostic SR (narrow search)

I I |
1986-1988 1989-1991 1992-1994 1995-1997 1998-2000 2001-2003

Year

No of Medline citations

5000—

'TUDOR!

By courtesy of Khalid Khan



Hogyan keressek?

o Eredeti kozlemények: Medline,

Embase (NB: ~35% atfedés) A
o MeSH keresoszavak (konyvtaros!): >
o Cikkek irodalomjegyzéke a;‘
¢ Szurke irodalom: Nem kozolt vagy &

folyamatban lévo vizsgalatok (pl. @
konferencia anyagok, trial regiszterek)

¢ Kézi keresés

+



Publikacios és kozlési elfogultsag

Kivitelezett tanulmanyok

Szurke
irodalom

@ Positive results bias

@ Grey literature bias

¢ Time-lag bias

¢ Language and country bias
¢ Multiple publication bias

@ Selective citation bias

¢ Database indexing bias

@ Outcome reporting bias

Osszefoglalt tanulmanyok

+-

TUDOR

Health Technology Assessment, 2000, 4(10):1-115



A bizonyitekok
felkutatasa

¢ A ,,PPICOS” kérdés
keresoszavakka alakitasa

o Szisztematikus keresés

¢ Eloszor masodlagos
publikaciokat keress!

o Ne feledd, van publikaciés
és kozlési elfogultsag!

TUDOR

+-
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"I think you should be more explicit here in stap two.”

Cartoon by courtesy of Khalid Khan, UK



A BAE/BAO és BALM folyamata
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A tevékenység eredmé-
nyének értékelése, audit

Alkalmazas Q

Az eredmények Kritikus
értekelése, dontés

Q
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“The medical literature can be compared to a
jungle. It is fast growing, full of dead wood,
sprinkled with hidden treasure and infested with
spiders and snakes.”

Peter Morgan, Scientific Editor of the Canadian Medical Association




A szakirodalom Kritikus értekelése
“Bush”’-fighting and treasure hunting...

@ Mit nézzek?
¢ Hogyan?

o Miert?

TUDOR

-+



Kritikus értékelés szempontjai

Megbizhatok az
eredmeények?

Mik az eredmeények?

Az eredmények
alkalmazhatok-e sajat
gyakorlatunkban?

BM] VOLUME 328 5 JANUARY 2004 bmjoom



MIT NEZZEK...?
A nem megfeleloen Kivitelezett tanulmanyok a tesztek
diagnosztikai hatékonysagat feliilbecslik

Relative Diagnostic

Odds Ratio
Study Characteristics (95% CI)
Case-Controd 3.0 (2.0-4.5) .
Diferent Reference Tests 2.2 (1.5-3.3) L
Partiad Verification 1.0 0.8-1.3) .
Mot Blingec 1.3 (1.0-1.9) | ®
Nonconsecutive 09 0.7-1.1) L]
Retrospective 1.000.7-1.4) i
Mo Descrption Test 1.7 (1.1-2.5) [ ]
Mo Description Population 1.4 (1.1-1.7) L
Mo Descriplion Reference 0.7 10.6-0.9) L
0 5 2 3 4
Relative Diagnostic Odds Ratio (95% Cl)
4
+ Lijmer J. et al. JAMA 1999; 282(11):1061-1066



MIERT NEZZEM...?

Nem minden arany ami fénylik!

Médszertani standard Standardnak megfelel (%)
Reid,1978-1993 Lijmer,1999 Bogardus,1999 Smidt 2000

Beteg spektrum 27 98 87 72

Beteg alcsoportok 8 60 77 26

Verifikaciés hiba 46 49 87 56

Review hiba 38 32 32 36

Teszt reprodukalhatésag | 23 - 37 -

MC Reid et al. JAMA 1995; 274(8):645-651.

JG Lijmer et al. JAMA 1999; 282(11):1061-1066.
ST Bogardus et al. JAMA 1999; 281(20):1919-1926.
Smidt et al. personal communication

TUDOR




STARD a jobb diagnosztikai tanulmanyokeért

Clinical ':.-.!.'ilnl.lulul.:"'lj.r.||' 49:1

-6 (2003 STARD Initiative

Towards Complete and Accurate Reporting

of Studies of Diagnostic Accuracy:
The STARD Initiative

Patrick M. Bossuyr” Jonanses B Rerrsas,t Davio F. Brows, 2
- i r r l'I ' e
ConsTanTInNg A, Garsonis, Pavl P. Grasziou” Les M. Inwic,® [Eroen G. Lipmer,

Davip Moner,” Drusivont Ressie,® and Heneica CW. peE Vier Y ror e STARD Group

L-Illiulllli':.lilll f.-.!.'ilnl.lulull.“"l].rllll '|"-I:|

7-18 (200%) STARD Initiative

The STARD Statement for Reporting Studies of
Diagnostic Accuracy: Explanation and Elaboration

Patrick M. Bossuyt," Jonannes B. ReErrsma,! Davip E. Bruws,**
ConsTANTINE A. GaTsonts,* Paur P. Grasziou® Les M. Tewic® Davip MonER,”
Drummonn Renvie,™ Henrica CW. o Ver," and Teroes G. Liper!

Eligibla patients in= )

Excluded patiants
Reazans (n= )

¥

Intlex test (n= )

Y Y Y

Ahnormal rasult Mormal rasult Inconclusive rasult
in= 1 in= 1} in= 1}
Na refarancs Mo rifiara nes Mo rafarancs
3= standar e standard e standard
in= 1 in=1 in="1

Fefarence standard Refarence standard Refarence standard
in= 1 in= in= 1}

=
=

Inconclusive Incandusive Incoanclusive
in= 1 in=1 in="1

¥ 1‘ Y * Y }

Target Target Target Target Targat Targat
condition - condition = condition = condition | condition © condition
prosat absant prosart ahbeant prasant ab=zant
in= 1 ire in= 1 in= 1 in= 1 in= 1

Pratatypa of a flow diagram for a study on diagnostic accuracy

BM] VOLUME 226 4 JANUARY 2003 bimj.oom



Diagnosztikai szisztematikus review-k
modszertani standardjai

NOT FOR CIRCULATION CDRTA Handbook, Vers. 03, July 2005

(=

www elsevier.comylocate/elinchim
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Diagnosztikai tanulmanyok minosége a Clinical
Chemistry és CCLM folyoiratokban

Methodological standard 1996 2002

n=18 n=34
Spectrum composition 22% 1%
Age distribution 50% 82%
Sex distribution 50% 76%
Clinical symptoms 33% 35%
Study eligibility criteria 22% 53%
Analysis of pertinent subgroups 44% 38%
Avoidance of verification (workup) bias 33% 1%
Avoidance of review bias 22% 44%

TUDOR

Lumbreras-Lacarra et al. Clin Chem 2004, 50(3): 5630-536



Kritikus értékelés szempontjai

Mik az eredmeények?

Az eredmények
alkalmazhatok-e sajat
gyakorlatunkban?
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League table of NNTs to produce at least 50% pain relief
over 4-6 hours compared to placebo in pain of
moderate or severe intensity Total Number

in Comparison

Ibuprofen 800 mg
Ibuprofen 600 mg
Ibuprofen 400 mg
Ibuprofen 200 mg
Ibuprofen 100 mg
Diclofenac 100 mg =g
Diclofenac 50 mg _—
Diclofenac 25 mg
Naproxen 440 mg
Naproxen 550 mg
Naproxen 220/250 mg
Paracetamol 1000 mg/Codeine 60 mg
Aspirin 1200 mg
Paracetamol 600 or 650 mg/Codeine 60 mg
Aspirin 1000 mg
Aspirin 600/650 mg
Dextropropoxyphene HCI 65mg/Paracetamol 650 mg
Paracetamol 1000 mg
Paracetamol 600/650 mg
Paracetamol 300 mg/Codeine 30 mg
Paracetamol 500 mg
Pethidine 100 mg (intramuscular)
Morphine 10 mg (intramuscular)
Dextropropoxyphene HCI 65mg
Dihydrocodeine 30 mg
Codeine 60 mg
Tramadol 150 mg

76
222
2898
726
186

257
169
183
127
279
816
716
5061
963
2283
1167
442
649
300
946
440
194
1305
561

Tramadol 100 mg 882
Tramadol 75 mg 563
Tramadol 50 mg 770
2 4 6 8 10 12 14 16 18
X Number needed to treat with 95% Confidence Intervals
[a]
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TUDOR

Diagnosztikai dontések:
Jo-e a Troponin T teszt az AMI kizarasara?

Study Negative result Positive result

de Winter 1995 L 4 —

Tucker 1997 @ ®

Mair 1991 - @

Mair 1996 —— ®

Mach 1995 —o><————©@

Hetland 1996 —— ——

Hamm 1997 —o— ——

Gust 1998 —0— L

Meta-analysis 0.7 (0.6-0.8) = - 54 (3.7t07.9)
| | l | | l l |

0.01 0.05 0.1 05 1 5 10 50 100

Likelihood ratio (95% confidence intervals)

Balk et al. Ann. Emerg Med 2001; 37: 478-494
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Kritikus értékelés szempontjai
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o Az eredmények
alkalmazhatok-e sajat
gyakorlatunkban?
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Mire jok a bizonyitékok a
oyakorlatban?

¢ The CRUSADE initiative has shown that for each
10% improvement in guideline adherence, there is
an 11% decrease in hospital mortality.

Hoekstra JW et al. Acad Emerg Med. 2002 Nov;9(11):1146-55.
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A jo iranyelvek betartasa életet menthet!

6.33
5.95

416 4.17

Every 10% T in guidelines adherence —
11% 4 in mortality (OR=0.89, 95% CI: 0.81-0.98)

<=25% 25 - 50% 50 - 75% >=T75%
Hospital Composite Quality Quartiles

B Adjusted W Unadjusted

Peterson et al, ACC 2004



Az ellatas minoségindikatorai az USA-ban

Condition No. of No. of Indicator % of
Indicators Subjects Met Rec. Care

Breast cancer 9 192 202 75.7 (69.9-81.4)
CAD 37 410 2083 68.0 (64.2-71.8)
CHF 36 104 1438 63.9 (55.4-72.4)
Colorectal cancer 12 231 329 53.9 (47.5-60.4)
BPH 5 138 147 53.0 (43.6-53.2)
Diabetes mellitus 13 488 2952 45.4 (42.7-48.3)
UTI 13 459 1216 40.7 (37.3-44.1)
Atrial fibrillation 10 100 407 24.7 (18.4-30.9)
ETOH dependence 5 280 1036 10.5 (6.8-14.6)

+-

TUDOR

N Engl J Med 2003,348:2635-45.



Bizonyitékok a
syakorlatban...

»Clinicians follow guidelines only ~

50%o of the time.”
Steinberg EP. NEJM 2003, 348:2681-2683.

»It is getting to be harder to ‘run’ a
constitution than to frame one”

Woodrow Wilson, 1887

» 1t was not enough to produce
satisfactory soap, it was also
necessary to induce people to wash.”
Joseph Schumpeter, 1939

+-

TUDOR
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Klinikai audit

Segitseghivastol a thrombolytikus kezelésig eltelt ido
Klinikai audit 48 brit korhazban 1997-ben
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AZ EGESZSEGUGYI, SZOCIALIS ES CSALADUGYI MINISZTERIUM HIVATALOS LAPJA
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Az Egészségiigyi, Szociilis és Csaladiigyi Minisztérium
szakmai iranyelve

a klinikai audit végzéséhez

Tartalom
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CASP International — LdV project
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IFCC C-EBLM adatbazis: www.ifcc.or
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ut About us

o1 Definitions ¢ C-EBLM Database of Systematic Reviews in Laboratory Medicine
+ Educational materials. presentations, slide bank
o2 News and courses
o Users are free to use the committee’s educational materials provided they cite the
me SEEEEES source and refer to the author(s)! Committee
on Ev

a8 Links
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www.ifcc.org June 2005

Christenson R,

+ Recommended reading

af L C-EBLM Database of Systematic Reviews and Meta-Analyses in Laboratory Medicine

un About us

tool below has been updated in Octcber 2004, whereas

Last update: 1 Apgril 2005, | Print The current searc
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