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(and the implications for guideline producing bodies and also

for quality assessment programs)
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DOGMA BASED MEDICINE

One size fits all



Evidence Based Medicine
(old school)




Evidence Based Medicine




Where are we coming from?

And where we should go to




Evidence Based Medicine

Decision making on (medical) actions, intentionally
based on a transparant and systematic analysis of
available evidence, and this applied to a real-life clinical
context



Evidence Based Medicine

Decision making on (medical) actions, intentionally
based on a transparant and systematic analysis of
available evidence, and this applied to a real-life clinical
context

With the goal to decrease the discrepancy between
medical actions

And
Medical knowledge



Evidence Based Medicine

IS a way of thinking about
your everyday caring for
patients



Evidence Based Medicine

1. Individual level
a) Individual patient individual physician
b) Individual physician and his patients with a specific problem
(systematic review)
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Evidence Based Medicine

1. Individual level
a) Individual patient individual physician
b) Individual physician and his patients with a specific problem
(systematic review)

2. Organisational (Hospital) level
a) Group of physicians and their patients with a specific problem
(Protocolized medicine, standing orders)
b) Different groups of physicians and a patient
 with one problem on the borderline of different specialties
 With different comorbidities

3. Society level
e Sustainability
* Fairness/Equity
(guidance/guidelines)
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ERBP Mission

improve the outcome of patients with
kidney disease in a sustainable way,
through enhancing the accessibility of
knowledge on patient care, in a format
that stimulates its use in clinical
practice.
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Why we need guidelines
1° Objective scientific reasons

(because science is not always scientific)

2° Asking the right question
(WYSIATI effects and anchoring effects)

3° Subjective reasons

(because we take emotional decisions)

4° Socio-economic

(because we want to make people healthy, not ill)
(because a Euro can only be spent once, even in Cyprus or Greece)

www.european-real-best-practice.org
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Why we need guidelines

Objective scientific reasons (because science is not always scientific)

too much information, but also too much information lacking
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Why we need guidelines

Objective scientific reasons (because science is not always scientific)
1. too much information

Pubmed: Mesh term “acute kidney injury”: yield 30885 papers
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Of these: only 211 are randomised controlled trials
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Impact of non-published evidence: the reboxetine case

Placebo or selective
Reboxetine seroloninreuptake Odds ratio Odds ratio Ratio of odds ratios; Publication
(n/N) inhibitor (n/N) (95% <N (95% Q) published:unpublished bias (%6)
Rebaxetine v placebo (95% 1)
Remission
Published (1) 60/126 34/128 —- 2.51 (1.49 to 4.25)
Unpublished (6} 395/938 379/930 —_— 106 (0.8B8101.28) 237 (1.36104.13) 115
Total (7) 45571064 413/1058 = 1.17 (0.91 t0 1.51)
Response
Published (1) 70/126 43/128 _— s 247 (1,49 10 4.11)
Unpublished (6) £69/938 439/930 - 1312 (0.93101.35) 221 (1.28103.79) o9
Total (7) 539/1064 482/1058 — 1.24 (0.98 10 1,56)
Patients with adverse evenls
Published (2) 108/154 91/156 —t——> 267 (0.521013.79)
Unpublished (6) 839/979 713/959 —— 215 (1.66 10 2.80) 1.24 (0.24 10 6.53) 25
Total (8) 947/1133 80471115 e 214 (1.59 to 2.88)
Withdrawal owing to adver se evenls
Published (2) 15/154 16/156 —_— 0.95 (0.45 t0 1.99)
Unpublished (6) 122/979 48/959 —— 261 (1.7910 3.80) 036 (0.16 to 0.84) 57
Total (8) 13771133 6471115 | ——— 221 (1.45 to 3.37)

Reboxetine v selective serotonin reuplake inhibitors

Remission
Published (3) 123/247 132/260 —&— 098 (0.68 to 1.40)
Unpublished (5) 372/824 432/833 —-— 075 (0.61 t0 0.948) 131 (0.86 1o 1.99) 23
Total (8) 49571071 564/1093 - 0.BO (0.67 to 0.96)
Response
Published (3) 157 /247 169/260 - 095 (0.66 to 1.38)
Unpublished (5) 425/8B24 486/833 —— 076 (0.62100.92) 125 (0.82 to 1.90) 19
Total (8) 58271071 655/1093 e 0.80 (0.67 10 0.95)
Patients with adverse evenls
Published (2) 137/205 141/216 107 (0.72 to 1.61)
Unpublished (5) 754872 756/880 ? 108 (0.74101.58) 099 (0.57 101.72) 1
Total (7) 891/1077 B97/1096 1.06 (0.82 to 1.36)
Withdrawalowing to adverse evenis™
Published (2) 23/205 16/216 1 1.58 (0.81 to 3.08)
Unpublished (2) 32/193 16/192 —t— 88— 172 (0.46106.42) 092 (0.21 10 4.03) -12
Total (&) 55/398 32/408 | ——— 1.79 (1.06 to 3.05)
0.20 0.33 050 1 2 3 5
For remission/response Control Rebaxeline
better better
For patients with adverse events and withdrawals Control Reboxeltine
owing to adverse events worse worse

Fig 6| Forest plot showing meta-analyses of published, unpublished, and all trials. Publication bias (right column) is presented
as the ratio of odds ratios of published results versus overall results. The extent of publication bias is expressed as

Eyding et al, BMJ, 2010



Why we need guidelines

Objective scientific reasons (because science is not always scientific)

1. too much information, but also too much information lacking
2. Available information presented in a biased way
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Why we need guidelines

Objective scientific reasons (because science is not always scientific)

1. too much information, but also too much information lacking
2. Available information presented in a biased way

The incidence of hyponatremia is estimated to be as high as
30% in the hospitalized setting“1 and 21% in ambulato
patients.” Importantly, the incidence of hyponatremia increases
with age and has been reported in up to 53% of elderly patients
in chronic care settings.”®® Hyponatremia is associated with
complications of comorbid conditions,” significantly greate

length of hospital stay,'” and higher readmission rates.'’
Further, hyponatremia is a strong predictor of both inhospital
and postdischarge mortality. Inhospital mortality rates of 16%
have been reported in patients >65 years of age with
hyponatremia compared with 8% in those with normal
sodium concentrations on admission.'”

G =3
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Why we need guidelines

Objective scientific reasons (because science is not always scientific)

1. too much information, but also too much information lacking
2. Available information presented in a biased way

4. Hoorn EJ, Rivadeneira F, van Meurs JB et al. Mild hyponatremia as a risk
factor for fractures: The Rotterdam Study. J Bone Miner Res 2011; 26:

1822-1828.

The incidence of hyponatremia is estimated to be as high as
30% in the hospitalized setting’ and 21% in ambulato
patients.” Importantly, the incidence of hyponatremia increases
with age and has been reported in up to 53% of elderly patients
in chronic care settings.”®® Hyponatremia is associated with
complications of comorbid conditions,” significantly greate
length of hospital stay,'” and higher readmission rates."’
Further, hyponatremia is a strong predictor of both inhospital
and postdischarge mortality. Inhospital mortality rates of 16%
have been reported in patients >65 vyears of age with
hyponatremia compared w1th 8% in those with normal
sodium concentratio

. Chin MH, Goldman L. Correlates of major complications or death in
patients admitted to the hospital with congestive heart failure. Arch
Intem Med 1996; 156: 1814—1820

www.europedn-redi-pest-
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Study of Heart and Renal Protection

Interpretation: Reduction of LDL cholesterol with simvastatin 20mg plus ezetimibe 10mg
daily safely reduced the incidence of major atherosclerotic events in a wide range of
patients with advanced kidney disease

Relative risk reduction: 17%

Baigent et al, Lancet 2011
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Relative risk reduction: 17%
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Study of Heart and Renal Protection

Interpretation: Reduction of LDL cholesterol with simvastatin 20mg plus ezetimibe 10mg
daily safely reduced the incidence of major atherosclerotic events in a wide range of
patients with advanced kidney disease

Relative risk reduction: 17%

Absolute risk reduction: from 619/4620 to 526/4650 so from 13.4% to 11.3% or 2.1%
Number needed to treat: 50

So: you need to treat 50 patients during 5 years to avoid one event

No difference in mortality; 68 of 93 events were “revascularisation”

“there was no good evidence that the treatment effect was different in any of the
subgroups”

HOWEVER: Palmer et al, Ann Int Medicine, 2012: SHARP data to assess interaction of
subgroups on treatment effect were not available; conclusion of their meta-analysis:
Moderate- to high-quality evidence indicated that statins had little or no effect on all-
cause mortality (RR, 0.96 [CI, 0.88 to 1.04]), cardiovascular mortality (RR, 0.94 [CI, 0.82 to

1.07]), or cardiovascular events (RR,0.95.[€Cl,0.87.£0,1.03]).n persons receiving dialysis.
Baigent et al, Lancet 2011



Why we need guidelines

Objective scientific reasons (because science is not always scientific)

1. too much information, but also too much information lacking

2. Available information Biased

3. Available information prejudiced based on “surrogate outcomes”(CKD-MBD,
anaemia)

www.european-real-best-practice.org
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Impact of calcimimetics on outcome
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Why we need guidelines

Objective scientific reasons (because science is not always scientific)

1. too much information, but also too much information lacking

2. Available information Biased

3. Available information prejudiced based on “surrogate outcomes”(CKD-MBD,
anaemia)

4. Available information Incomplete or not answering the right question

5. Problem of generalisibility

www.european-real-best-practice.org




Why we need guidelines
Objective scientific reasons (because science is not always scientific)
too much information, but also too much information lacking

. Available information Biased
. Available information prejudiced based on “surrogate outcomes”(CKD-MBD.

anaemla) Table 3 Percentage of individuals who potentially meet
. Available information Incomplet eliglibility criteria for included asthma randomised controlled
. Problem of generalisibility s

RCT Current asthma (%), Current asthma on
reference n=179 treatment (%), n=127
13 5 7
14 7 10
15 6 Q
16 (o) 8
17 0 0
18 4 6
19 2 3
20 1 1
21 7 9
22 8 11
23 7 9
24 36 43
25 2 2
26 1 0
27 ] 2
28 2 3
29 3 5

O : :

(3 a - ) WWW.EL RCT, randomised controlled trial.
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Asking the right (clinical) question rigorously

1. Question : PICOM REERBP
P I’ Patient
* Population
I * |Intervention

« Comparator

e Qutcomes

 Methodology: question type,
best feasible study design
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Asking the right (clinical) question

1. Question : PICOM SERBP
| P  Patient
* Population

.‘\ g

Wintervention

Comparator

Qutcomes

M » Methodology: question type,
~ best feasible study design
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2. Systematic Search WIERBP.,

* Goal: to retrieve the relevant studies

— Without bias <« those you know/believe

— Efficient : balance between

* Sensitivity: avoids missing relevant studies

* Specificity: avoids too many irrelevant studies:
noise

* Time-efficient

* World-wide accepted methodology:

— Electronic database-search: Cochrane
Library, Medline using PICOM



Why we need guidelines

3° Subjective reasons (because we take emotional decisions)
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Why we need guidelines

3° Subjective reasons
(because objective information does not exist)
(because we take emotional decisions)
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Question 1

A 85 year old women with long standing diabetes and
amputations, dialysis dependence, bilateral diabetic retinopathy,
is hospitalised because of diarrhea.

* A last Chest X ray before dismission shows an enlarged hilus,
suspicious for a malignancy. What do you do?

— A:you plan a CT thorax and a bronchoscopy to establish the diagnosis
more certain.

— B:you plan a CT thorax, a PET scan, a bone scintigraphy and a
bronchoscopy for a complete staging.

— C:you just dismiss the patient as planned

— D: You ask the opinion of the patient and discuss the option of withdrawal
of dialysis if things go worse

— E: You ask the opinion of the family, but do not speak with the patient



Question 1

* Your 85 year old grandmother with long standing diabetes and
amputations, dialysis dependence, bilateral diabetic retinopathy,
is hospitalised because of diarrhea.

* Alast Chest X ray before dismission shows an enlarged hilus,
suspicious for a malignancy. What do you do?

— A:you plan a CT thorax and a bronchoscopy to establish the diagnosis
more certain.

— B:you plan a CT thorax, a PET scan, a bone scintigraphy and a
bronchoscopy for a complete staging.

— C:you just dismiss the patient as planned

— D: You ask the opinion of the patient and discuss the option of withdrawal
of dialysis if things go worse

— E: You ask the opinion of the family, but do not speak with the patient
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METFORMIN
in advanced CKD:

Scheen AJ. Metformin and lactate acidosis. Acta Clin Belg 2011, 66 (5): 329-331



METFORMIN
in advanced CKD:

LACTIC ACIDOSIS

Scheen AJ. Metformin and lactate acidosis. Acta Clin Belg 2011, 66 (5): 329-331



A coctail of risk aversion and WYSIATI effects

Table 1 Predicted absolute number of deaths caused by the lfe-threatening complications of metformin and sulphonylureas

Metformin-
assoctated lactic
acidoss

Incidence of lactic acidosis or severe hypoglycaemia 6.3 [4]
in type 2 DM (number per 100,000 patient years)

Mortalty (percentage; most pessimistic available figure) 0% [22]
Predicted absolute no. of deaths (number per 100,000 pt years) 3

Herrington WG, Levy JB. Metformin: effective and safe in renal disease. Int Urol Nephrol
2008; 40: 411-417



ARGUMENTS AGAINST-







A coctail of risk aversion and WYSIATI effects

Table I' Predicted absolute number of deaths caused by the life-threatening complications of metformin and sulphonylureas

Metformin- Sulphonylurea- ~ Insulin-induced
associated lactic ~ Induced hypoglycagmia
acidosts hypoglycaemia
Incidence of lactic acidosis or severe hypoglycaemia 6.3 4] 1,000 [2] 1,800 2]
1n type 2 DM (number per 100,000 patient years)
Mortality (percentage; most pessimistic available figure) 50% [22] 43% [21] 4.3% [21]
Predicted absolute no. of deaths (number per 100,000 pt years) 3 83 114

Herrington WG, Levy JB. Metformin: effective and safe in renal disease. Int Urol Nephrol
2008; 40: 411-417
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Impact of “evidence based medicine”

35-
30-
25-
20-
E Q1
15- Q2

10-
5 -

O_

Never Rarely Sometime  Often Always

Q1: change to “newer” treatment if shown to be superior
Q2: change to “older” treatment if shown to be equally effective but less expensive than
“newer”



Why we need guidelines

3° Subjective reasons (because we take emotional decisions)

1° Physicians
2° Patients
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Why we need guidelines

3° Subjective reasons (because we take emotional decisions)

1° Physicians
2° Patients

* Buridan’s donkey

* Immediate vs anticipated emotions
* Hyperbolic distorsion

* Harm vs benefit
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7. Recommendations/GRADE

Recommendation

J L J L
A High
“Strong”
Strength of Quality of B Moderate
Recommendation evidence
C Low
“Weak” D Very low

Strong

* most patients would want the treatment, most clinicians would want to provide it: “We

recommend...”

* most patients would not want the treatment, most clinicians would not want to provide

it:”We do not recommend...”

Weak

* Some patients would want the treatment, some clinicians would want to provide it, but
others might not, dependent on their values and preferences: “We suggest...”
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Why we need guidelines

3° Subjective reasons (because we take emotional decisions)

1° Physicians
2° Patients

* Buridan’s donkey

* Immediate vs anticipated emotions
* Hyperbolic distorsion

* Harm vs benefit

Differing Levels of Clinical Evidence : Exploring Communication
Challenges in Shared Decision Making
Quentin W. Smith, Richard L. Street, Jr., Robert J. Volk and Michael Fordis
Med Care Res Rev 2013 70: 3S originally published online 6 December 2012
DOI: 10.1177/1077558712468491
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ERBP Mission

improve the outcome of patients with
kidney disease in a sustainable way,
through enhancing the accessibility of
knowledge on patient care, in a format
that stimulates its use in clinical
practice.



Why we need guidelines

1° Objective scientific reasons
(because science is not always scientific)

2° Asking the right question
3° Subjective reasons
4° Socio-economic

(because we want to make people healthy, notill)
(because a Euro can only be spent once)

www.european-real-best-practice.org



MAKING PEOPLE SICK IN
THE PURSUIT OF HEALTH

DR. H. GILBERY WELCH,

PR LREA N WUVRARTI AND DO TTE RN oLt

Knowin -H'-eﬂ did not need deSinctae
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condrions ‘o DSM- So

Siatatcally-funny blogspot com
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RRT at ICU: a cost utility analysis

Fig. 2 Five-year cost utility
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adjusted life years (QALYs) for  ial year costs/ 5-year QALYs
el iatiog b ags. oo 1 s00000¢
mark cost utility and solid line 3.0 - %
g G5 . e
i S A oo
- 2.0 §§ - 1000000 €
| -
1.5 1 :eoooooe
‘§ § § -eoo 000 €
. 1]
S -
°o7 :2000006
ey (0 §§ AATRN § N §X§|§\\k\\\“§ §§ :50 000 €

1519 2529 3539 4549 5550 6569  75-79 8589

(n=6)  (n=9) (n=24) (=29) (n=40) (n=45) (n=44)  (n=5 ,
2024  30-34 4044 50-54 6064 7074  80-84 Patient's age

-—

(=7) (=9 (=19) (n=50) (n=42) (n=56) (n=24)

Laukkanen et al, Intensive Care Medicine, 2012
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ERBP Mission

improve the outcome of patients with
kidney disease in a sustainable way,
through enhancing the accessibility of
knowledge on patient care, in a format
that stimulates its use in clinical practice.
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This is an easy job

This is an easy job
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This is an easy job
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This is an easy job
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Do we need guidelines
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Measuring quality

* Measures vs indicators . Some representation that reflects

another entity

Direct measuring of a physical concept eg body weight

* Structures vs procedures vs outcomes ~_

\
How many nurses, is there a CT Number of bacteraemias in the HD unit
scan etc Cardiovascular deaths/year
Hepatitis B vaccination
Hand washing etc
% of patients having a bone densitometry

How many patients receive a statin Type of outcomes:

* clinical outcomes
* Clinical correlates
* surrogate markers

www.european-real-best-practice.org



Measuring quality

* Aim of the quality measurement

e Performance monitoring (eg registries; cave confounding, cave cherry
picking)
* Formative monitoring: to improve quality
* Summative monitoring
 evidence based
(1 measurable in a reliable way
 direct relation with hard outcome
[ no negative/undesired influence on behavior (eg the fistula first debacle)

www.european-real-best-practice.org



Quis custodiet
Ipsos custodies?



