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Klinicke smjernice
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Research * Recherche

The effects of clinical practice guidelines on patient outcomes in primary
care: a systematic review

G. Worrall, P. Chaulk and D. Freake

Conclusion: There is very little evidence that the use of CPGs
improves patient outcomes in primary medical care, but most
studies published to date have used older guidelines and
methods, which may have been insensitive to small changes in
outcomes. Research is needed to determine whether the new,
evidence-based CPGs have an effect on patient outcomes.
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Klinicke smjernice
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Why Don't Physicians Follow Clinical Practice Guidelines?
A Framoework for Inmprovemaent

Mchael D, Cabana, MD, MEs, Cynthia S. Rand, PhD. Nedl R Powe, MO, MM, MBA, albert W. Wu, MDD, MPNH;
Modena M. Witon, MD, NP | Paul-Anddrd C, Abboud, MO Haya R, Rubn, MD, FHO

ARMA. 1995, 02 1450+ 1408

Conclusions Studies on improving physician guideline
adherence may not be generalizable, since barriers in one
setting may not be present in another. Our review offers a
differential diagnosis for why physicians do not follow practice
guidelines, as well as a rational approach toward improving
guideline adherence and a framework for future research.
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Klinicke smjernice

POZITIVNO

= Informacije o recentnim spoznajama o zbrinjavanju
bolesnika

= ZzZnanstvene rasprave
= plan istrazivanja - kliniCka primjena
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Klinicke smjernice

= NISU KUHARICE

= ne mogu biti toliko detaljne da obuhvate sve
iIndividualne posebnosti

- pridruzene bolesti
- potrebe bolesnika
- dostupna sredstva
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Klinicke smjernice

“systematically developed statements to
assist practitioner and patient
decisions about appropriate health
care for specific clinical circumstances”

Institute of Medicine’s 1990 report
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Klinicke smjernice

= evidence-based when they are
derived from systematic reviews, meta
analyses ....

Uhling et al, NDT 2006
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evidence-based pristup

sistematski pregled literature u citiranim Casopisima

radne interdisciplinarne skupine
ekspertiza odredenih klinickih domena

neovisne radne skupine
bez utjecaja industrije, institucija, organizacija

revizija smjernica

gradacija “tezine” odredenih preporuka

1° temeljene na pojedinacnim studijama
2 ° viSe studija istog dizajna i cilja
3 ° meta-analize
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Stvaranje smjernica

- aktivan, trajan proces

Biomedical research (aefficacy)
Health sarvices rassarch (effectivencas)

b

Scientific resaarch findings on efficacy and
effectiveness

-

Systamatic reviews of scientific avidance
devalopment of evidence raports

e e

L L
——  Research agenda +— FBEvaluation of guidalinas,
health care procasses,
outcomeas and cost
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Klinicke smjernice

Clinical Practice Guidelines in nephrology

- for worse or for better
Uhling et al, NDT, 2006;21:1145

Evidence-based medicine in hypertension:

what type of evidence ?
Zanchetti, J of Hypertension 2005;23:1113

Hypertension Control Rates: Time for Translation

of Guidelines into Clinical Practice
Hart et Bakris Am J Med 2004; 117:62
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Klinicke smjernice - ogranicenja

= uglavnom fokusirane na poboljsanju lijecenja SAMO JEDNE
BOLESTI ili ponekad samo dijela poremecaja

= kako integrirati sve u jednim smjernicama ?

sMICC

Medical Information Conference Croatia



KliniCke smjernice - evidence based ?

= Randomizirane kontrolirane studije

najstrozi oblik CinjeniCne potvrde o ucCinkovitosti
lijeCenja
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KliniCke smjernice - evidence based ?

= HOPE studija

- bolesnici s visokim kardiovaskularnim rizikom
- smanjenje kardiovaskularnog mortaliteta
- dodatak ACE-inhibitora

sMICC

Medical Information Conference Croatia



KliniCke smjernice - evidence based ?

= Randomizirane kontrolirane studije

najstrozi oblik CinjeniCne potvrde o ucCinkovitosti
lijeCenja

ALl

zanemaren komorbiditet, napose subklinicki
(npr. utjecaj pocetne renalne lezije na KV smrtnost)

©
o
=)
N Medical Information Conference Croatia



HOPE Trial:
Primarni ishod ovisi o bubreznoj funkciji

1 Placebo M Ramipril
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Mann JFE, et al. Ann Intern Med. 2001;134(8):629-636.



Pravi rizik bubrezne bolesti je kardiovaskularni pobol i smrtnost,

a ne terminalno zatajenje i dijaliza

28.000 bolesnika s GFR <90 ml/min; prac¢enje S godina

KV uzroci znacajno
CeSc¢i od svih ostalih uzroka

% smrti

50

40

30 24%

20 19%
Smrtnost

10

9 1%
0o P i D / dijaliza

GFR (ml) 90-60 60-30
Keith et al JAMA 2004;164:659



KliniCke smjernice - evidence based ?

= Meta analize - temel| smjernica

ALI

mogqu li biti krivi putokaz ?



CaB pogorsavaju KV ishod - upitno koriStenje u lijeCenju hipertenzije !?

Myocardial infarction

Study CaA Other
n/N n/N Odds ratio

(95% ClI fixed)

ABCD 27/235
CASTEL 7/146
FACET 13/191
INSIGHT 77/3157
MIDAS 6/442
NICS-EH 2/215
NORDIL 183/5410
STOP-2 179/2196 293/4418

VHAS 5/707 5/707
Total 499/12699 551/15044

9/235
9/205
10/189
61/3164
5/441
2/214
157/5471

>

02 05 1 2
Favours

Heterogeneity p=0-61
2=3-61 p=0-0003

Odds ratio
(95% CI)

——=ap 3:26 (1-50-7-09)

1-10 (0-40-3-02)
1-31 (0-56-3:06)
1-27 (0-91-1-79)
1-20 (0-36-3-96)
1-00 (0-14-7-13)
1-19 (0-95-1-47)
1-25 (1-03-1-52)
1-00 (0-29-3-47)

1-26 (1-11-

Favours

Ca other agents

ABCD 11/235
CASTEL 5/146
FACET 107191
INSIGHT  67/3157
MIDAS 6/442
NICS-EH 6/215
NORDIL 159/5410
STOP-2 207/2196 452/4418
VHAS 3/707 4/707

Total 474/12699 753/15044

7/235
5/205
4/189
74/3164
3/441
8/214
196/5471

02 05 1 2
Favours

Heterogeneity p=0-51

Z=1-64 p=0-10

1-60 (0-61-4-20)
1-42 (0-40-4-99)
2-56 (0-79-8-30)
0-91 (0-65-1-26)
2-01 (0-50-8-08)

0-75 (0-17-3-36)
0-90 (0-80-1-02)

5
Favours

Ca other agents

antagonists

Congestive heart failure
Study CaA Other
n/N n/N

ABCD 8/235
CASTEL 18/146
FACET 0/191
INSIGHT  26/3157
MIDAS 2/442
NICS-EH 0/215

63/5410

10/235
8/205
0/189

12/3164
0/441
3/214

53/5471

326/4418

2/707 0/707

Total 305/12699 412/15044
Heterogeneity p=0-07
Z=2-81 p=0-005

ABCD 14/235
40/205
4/189
172/3164
9/441
2/214
228/5471

18/235
CASTEL  49/146
FACET 5/191
INSIGHT 176/3157
MIDAS 8/442
NICS-EH  2/215
NORDIL 231/5410
STOP2 362/2196 749/4418
VHAS 5/707 4/707

856/12699 1222/15044

0Odds ratio
(95% ClI)

0:79 (0-31-2-05)

—=p 346 (1:46-8-20)
No events

—a— 2:18 (1:10-4-33)
5:01 (0-24-104-69)

0-14 (0-01-2:73)

1-20 (0-83-1-74)

1-16 (0-96-1-40)

5-01 (0-24-104-63)

Odds ratio
(95% ClI fixed)

1-25 (1-07-1-4p

025060 -2 D
Favours
Ca other agents

Favours

1-31 (0:64-2-70)
2:08 (1-28-3-39)
1-24 (0-33-4-70)
1-03 (0-83-1-27)
0-88 (0-34-2-31)
1-00 (0-14-7-13)
1-03 (0-85-1-24)
0:97 (0-84-1-11)
1-25 (0-33-4-68)

1-03 (0:94-1-13)

Q-2 0:55 4552 5

p=0-54

Favours
Ca other agents

Favours

antagonists

Pahor, Lancet, 2000



CaB NE pogorsavaju KV ishod — ravnopravni s ostalim

Number of events/
total patients

Calcium  Placebo Relative risk
antagonists (95% CI)

Stroke

PREVENT 5/417 5/408 0-98 (0-:29-3-35)
SYST-EUR 49/2398 80/2297 «—g— 0-59 (0-41-0-83)
Overall 54/2815 85/2705 wgme— 0-61 (0-44-0-85)
(p homog=0-45)

Coronary heart disease

PREVENT 19/417 20/408 0-93 (0-50-1-72)
SYST-EUR 60/2398 76/2297 0-76 (0-54-1-06)
Overall 79/2815 96/2705 0-79 (0-59-1-06)
(p homog=0-56)

Heart failure

PREVENT 1/417 5/408 0-20 (0-02-1-67)
SYST-EUR 40/2398 51/2297 0-75 (0-50-1-13)
Overall 41/2815 56/2705 0-72 (0-48-1-07)
(p homog=0-23)

Major cardiovascular events

PREVENT  24/417  30/408 0-78 (0-47-1-32)

SYST-EUR 142/2398 192/2297 —F— 0-71 (0-57-0-87)
e

Overall 166/2815 222/2705
(p homog=0-73)

Cardiovascular death

PREVENT 2/417 7/408 0-28 (0-06-1-34)
SYST-EUR 64/2398 82/2297 0-75 (0-54-1-03)
Overall 66/2815 89/2705 et 0-72 (0-52-0-98)
(p homog=0-23)

Total mortality

PREVENT 6/417 8/408 (0-26-2-10)
SYST-EUR 135/2398 147/2297 ’ ;

Overall 141/2815 155/2705

(p homog=0-74)

0-72 (0-59-0-87)

e risk
Favours Favours
calcium placebo
antagonists
Figure 2: Comparisons of calcium-antagonist-based therapy

with placebo
p homog=p-value from y? test for homogeneity. BPLTTC, LanCet, 2000




CaB povoljniji u¢inak na inzult u usporedbi s ostalim

Calcium Channel Blockade to
Prevent Stroke in Hypertension

A Meta-Analysis of 13 Studies With 103,793 Subjects

Fabio Angeli, Paolo Verdecchia, Gian Paolo Reboldi, Roberto Gattobigio,
Maurizio Bentivoglio, Jan A. Staessen, and Carlo Porcellati

Study Odds Ratio (85% Cl) p value

Dihydropiridine CCBs
ABCD
ALLHAT-CCB vs

Diuretic

ACE-I
ELSA
FACET
INSIGHT
MIDAS
NICS
SHELL

STOP2-CCB vs
Conventional

ACE-/
Heterogeneity:
+1=9.32; df=10 <
p=0502 <

Non-dihydropiridine CCBs
CONVINCE
INVEST
NORDIL
VHAS
Heterogeneity:
12=4.64; df=3
p =0.201

Heterogeneity between
subgroups:
x2=0.06; df=1p = 0.804

All CCBs

Heterogeneity:
x?=14.02; df=14
p =0.448

&

0.6 0.3 1

Favours
cce

Fixed effect
Random effect

14 1.6 1.8 2.0 2.2 24 2.6
Favours other
drugs

1.60 (0.61 - 4.20)

0.94 (0.83 - 1.07)
0.82 (0.71 - 0.94)
0.63 (0.27 — 1.46)
2.56 (0.79 — 8.29)
0.91 (0.65 - 1.26)
2.01 (0.50 — 8.08)
1.03 (0.38 — 2.80)
0.97 (0.61 - 1.54)

0.87 (0.71 - 1.06)
0.96 (0.79 - 1.18)

0.90 (0.84 - 0.97,
0.90(0.84 - 0.9

1.15 (0.89 - 1.47)
0.88 (0.72 - 1.08)
0.81(0.66 — 1.01)
1.25 (0.33 — 4.68)
0.92 (0.81 - 1.04)
0.93 (0.78 - 1.10)

0.90 (0.85 - 0.97)
0.90 (0.85 - 0.97)

Am J Hypertens, 2004



Mala analiza studija iz metaanaliza
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KliniCke smjernice - evidence based ?

= Meta analize - temel| smjernica

ALI

mogqu li biti krivi putokaz ?



Paradoks blokatora kalcijskih kanala - najpropisivaniji bez dokaza !

P < 0.001

W 1984 [ 1988
1992 ] 1996

P < 0.001

% of patients

P < 0.001

Diuretics B-blockers BP control

W 1984 ] 1988
1992 11996

2
c
2
]
a
K]
3

Diuretics B-blockers BP control

Time trends in the use of different classes of first-line antihypertensive drugs by male and female patients with treated hypertension in the Brisighella
Heart Study from 1984 to 1996. CCBs, calcium-channel blockers. ACEI, angiotensin-converting enzyme inhibitors; BP, blood pressure.

Hl =

1984 1988 1992 1994 1996 1997 1998 1999 2000 2001 2002 2003
CASTEL MIDAS VHAS ABCD STOP-2 NORDIL AASK ALLHAT SHELL
FACET NICS-EH INSIGHT ELSA
SYST-EUR PREVENT

CaB — najpropisivaniji od 1993.



KliniCke smjernice - evidence based ?

= CaB najpropisivaniji razred antihipertenziva prije
evidence based, prije smjernica

= dokaz o korisnosti - poboljsanje regulacije tlaka

= objasnjenje - iskustvo praktiCara o ucCinkovtosti u
svakodnevnom radu

gdje su ovdje smjernice ?
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Klinicke smjernice - ogranicenja

= vecina studija prati u€inak na tzv.“surogat” ishod
npr. hipertrofija lijeve klijetke, mikroalbuminurija...
kako bi krace trajale
moze li se to primjeniti na duzi period ?

Ideally, evidence would be global,
and implementation would be local.

sMICC

Medical Information Conference Croatia



Klinicke smjernice - ogranicenja

= joS jedno bitno ogranicenje studija

publication bias

neobjavljivanje negativnih rezultata !
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KliniCke smjernice - evidence based ?

= Kako objasniti razlike u smjernicama razliCitih drustava npr.
JNC-7 1 ESH/ESC ?

= Razli¢ita klasifikacija hipertenzije
= Razli¢ita procjena kardiovaskularnog rizika
= Razlicit terapijski pristup

sMICC

Medical Information Conference Croatia



= evidence-based pristup

. sistematski pregled literature u citiranim ¢asopisima

= radne interdisciplinarne skupine

. ekspertiza odredenih klinickin dome

= neovisne radne skupine
. bez utjecaja industrije, institucija, organizacija

= revizija smjernica

= gradacija “tezine” odredenih preporuka

. 1 ° temeljene na pojedinacnim studijama
. 2 ° viSe studija istog dizajna i cilja
. 3 ° meta-analize
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neovisne radne skupine

bez utjecaja industrije, institucija, organizacija

Utjecaj NHBLI na JNC -7
direktor HNBLI - dizajn ALLHAT
vecina autora ALLHAT autori JNC 7

Ograni¢enja ALLHAT

-odabir bolesnika Crnci, dijabeticari

-dizajn prekid tD

-procjena ishoda -subjektivno, edemi

-komentar ishoda - nema razlika u primarnom cilju !

-ne obaziru se na dugorocne posljedice (vise DM uz tD)
-cilj - viSe propisivanja jeftinijeg lijeka kao pocCetne terapije
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Why Don't Physicians Follow Clinical Practice Guidelines?
A Framoework for Improvemaent

Michael D, Cabana, MD, ME, Cynthia S. Rand, PhD. Nell B Powe, MO, MM, MBa, albert W. Wu, MD, MPNH;
Modena M, Witon, MD, MPM | Paul-Anchrd C, Abboud, MO Haya R, Rubn, MD, FHO

AMA. 1995, 302 1450+ 1508

Conclusions Studies on improving physician guideline
adherence may not be generalizable, since barriers in one
setting may not be present in another. Our review offers a
differential diagnosis for why physicians do not follow practice
guidelines, as well as a rational approach toward improving
guideline adherence and a framework for future research.
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BEL-AH Kontrola hipertenzije (prema smjernicama) na prvom pregledu

W Kontrolran tlak 16310(1616) / 9516(919)

OBlam

B Unyerena

m Teika

7,6 < 44,1

Udio bolesnika za koje su lijecnici procijenili da je AH kontrolirana

W kontrolirani

O nekontroliram

sponzorstvo i suradnja

Belupo B.Jelakovic, 2006




BEL-AH Bolesnikovo zadovoljstvo postignutim vrijednostima tlaka

ZADOVOLJSTVO VRIJEDNOSTIMA KRVNOG TLAKA

N=1012

Muski ispitanici su zadovoliniii od Zena wrjednostima s nog flaka

ZADOVOLJSTVO VRIJEDNOSTIMA KRVNOG TLAKA

MLEKD

sponzorstvo i suradnja
Belupo

B.Jelakovic, 2006



Distribucija arterijskoga tlaka
cijela skupina razvrstana na NT, nelijeCene 1 lijeCene HT

optimalan —183 , | NT 122,1 / /8,1
| 124,3
normalan E——2 kont HT 130,8/81,7
visoko norm | 167
O nekontrolirani HT
.. O kontrolirani HT
stadij 1 43,8 O nelijegeni HT
N | 43 NT
stadij2 ——151
g C—/116,6
stadij 3 Cgee u-
I= D28 43% ne bi lijec¢ilo RRS < 160 mmHg
33% ne bi lijecilo RRD < 95 mmHg
ISH | 138,1
Hyman, Pavlik 2000
sponzorstvo i suradnja "Pf%rr't'}ﬁm" _ _ B. Jelakovié, projekt Min.znanosti 0108109
Abbott Laboratories e Medical Information Conference T.Smuc, projekt Min.znanosti 2002-057

Croatia 2005
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Why Don't Physicians Follow Clinical Practice Guidelines?

A Framoework for Inmprovemaent

Michael O, Cabana, MD, MEs, Cynthia S. Rand, PhD. Nedl R Powe, MO, M, MBA; albert W. Wy, MD, MPH;
Modena M. Wison, MD, NP | Paul-Anddrd C, Abboud, MO Haya R, Rubn, MD, FHO

AMA. 1995 202 1450+ 150

76 studija
46 nedovoljna svjesnost
31 nepoznavanje
19 neslaganje
8 neocekivanje povoljnog ishoda
14 inertnost
34 “vanjski” razlozi
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Klinicke smjernice i cijena

= treba li cijena biti ukljucena u smjernice ?



Klinicke smjernice

= sistematski pregled Cinjenica
s ciljem priblizavanja informacija lijeCniku praktiCaru

= Krajnji cilj je poboljsati donosenje zakljuCaka i ishod
lijeCenja

= orude kojim se nastoji smanijiti varijabilnost kliniCckog
rada
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Klinicke smjernice za bolju skrb

= “The implementation of rigorously
developed practice guidelines can lead
to even greater improvements in
patient care than the introduction of
some new technologies.”

Ann Intern Med 1999; 130:454
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Klinicke smjernice

= trebaju biti primjenjene prilagodeno svakom
pojedinom bolesniku

SVAKI POJEDINI LIJECNIK
ima konacnhu odgovornost

i donosi konacénu odluku o lijeCenju svog
bolesnika

PRATECI SMJERNICE ILI NE
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* NISU SVETO PISMO

“systematically developed statements to assist
practitioner and patient decisions about
appropriate health care for specific clinical circumstances™
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= SMJERNICE | ALGORITMI SU ZA
PAMETNE

M.Radonicé

(JER AKO SE SLIJEPO SLUSAJU MOGU VISE STETITI).



