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* Placebo: supravietuire: 10 ani
* Tratament: supravietuire 10 ani + 1h
* p=0,0001.



* Tratamentul imbunatateste semnificativ
supravietuirea (p= 0,0001)

1. Uitati-va intotdeauna dupa marimea efectului!



Tratamentul Tmbunatateste semnificativ
supravietuirea (p= 0,0001)

— Cl dau mai multe informatii decat p, asadar sunt de
preferat

— p-urile amesteca marimea efectului cu marimea
esantionului

— p-urile nu au ce cauta in medicina
Schulz, Grimes. The Lancet Handbook of Clinical Research, 2006

— 1986: Ken Rothman a interzis p-urile in Epidemiology
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ASCOT-BPLA: mortalit. cv. RAR = 0,8%, p=0.001




p=0.01, putere=80%
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2. Daca esantionul este foarte mare, efectul este mic.

9762 pts

2246 pts



3. Este efectul important?

Ce inseamna efect important?
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Effect measure for quantitative endpoints: Statistical versus clinical significance,
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Table X.1. Topical diclofenac local (DLO) versus vehicle control (VC) or placebo solution (PLA) for

osteoarthritis (OA) of the knee at 28 days (modified, from 3).

Mean change from baseline Difference in mean Size of the
QOutcomes” DLO vC PLA change from baseline scale
(95%CI)
Pain -3.9 -2.5 1.4 (1.2to 1.5) 50
-3.9 -2.5 1.4 (1.2to 1.5) 50
Physical function | -11.6 -5.7 59 (5.11a6.4) 170
-11.6 -7.1 4.5 (4.0to 5.4) 170
Stiffness -1.5 -0.7 0.8 (0.7 to 0.8) 20
-1.5 -0.6 0.9 (0.9 to 0.9) 20
Pain in walking -0.8 -0.4 0.4 (0.4 to 0.5)
-0.8 -0.6 0.2 (0.21t00.3)

* Measured by the Western Ontario and McMaster Universities Osteoarthritis Index (WOMAC)
subscale.

“The 4 week blinded RCT by Bookman et al in patients with primary OA of the knee found that
topical diclofenac was significantly better than both vehicle controlled and placebo solutions
in reducing WOMAC pain, physical dysfunction, and stiffness”

Cranney, O’Donnell. EBM 2005



Tabelul X.2. Effect of 52 weeks treatment on health status and symptoms (from 6).

SGRQ" total score Placebo Salmeterol Fluticasone Combination
Mean 46,3 45,2 45,5 141
Difference (95%CI) § -2.2(-33t0-1) | -1.1 -1.4

ps 0,0003 0,071 0,021

* St George’s Respiratory Questionnaire
¥ versus combination

* Tratamentul combinat a produs o imbunatatire
semnificativa clinic: modificarea medie a scorului

SGRQ a fost de —4.5 (SD 12.9) in grupul tratat cu
combinatia

* Modificarea medie a scorului SGRQ in grupul tratat
cu combinatia a fost semnificativ mai mare decat in
grupurile placebo si fluticazona.

Calverley et al. TRISTAN. Lancet 2003




3. Este efectul important?

Ce inseamna efect important?
1. Criteriu statistic

2. Criteriu clinic (modificarea scorului
corespunde unei modificari validate de
pacient insusi)



3. Este efectul important?

e Criteriul statistic

— Cohen (1988): diferenta medie/SD
e 0,2-0,5 (mic); 0,5-0,8 (moderat); >0,8 (mare)
— Norman (2003): 0.5 SD

— Rosenthal (1996)
e OR:1,5(mica); 2,5 (medie); 4 (mare); >10 (f mare)
(OR: 0,66 0,4 0,25 <0,10)
e RAR: 7% (mica); 18% (medie); 30% (mare); [15-85%]
—  12%-2%=10% (0,88SD); 50%-40%=10% (0,25SD).
— Sackett et al. (1991): RRR>25% (importanta)

— Pearson (1905) corelatii

e <0,25 (mica); 0,25-0,50 (moderata); 0,51-0,75
(considerabila); >0,75 (mare)
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Table 2. 1 Cohen's effect size benchmarks

Effect size classes

Relevant
Test effect size Small Medium Large
Comparison of independent means d, A, Hedpes™ g i) S0 Al
Comparison of two correlations q Al 30 ]l
Difference between proportions Cohen’s g 05 A3 23
Correlation r A0 3 20
rl 0l 09 25
Crosstabulation W, e VC A0 30 20
ANOVA i A0 2 A0
e 01 06 14
Multiple regression R 02 A3 26
I 02 A3 33

Cohen, 1988



3. Este efectul important?

e Criteriul clinic

modificarea scorului corespunde unei modificari
validate de pacient insusi

“anchor method” G Guyatt (scale Likert)

fiecare scala trebuie sa primeasca, in timpul
procesului de validare, si valoarea MID/ MCID

MID = “cea mai mica diferenta a scorurilor pe
care pacientul o percepe ca benefica si care
permite, in lipsa unor efecte adverse importante
si a costului excesiv, o schimbare in
mangementul pacientului”



Tabelul X.2. Effect of 52 weeks treatment on health status and symptoms (from 6).

SGRQ" total score Placebo Salmeterol Fluticasone Combination
Mean 463 452 455 441
Difference (95%CI) § -2.2(-33t0-1) | -1.1 -1.4

ps 0,0003 0,071 0,021

* St George’s Respiratory Questionnaire
¥ versus combination

* Tratamentul combinat a produs o imbunatatire
semnificativa clinic: modificarea medie a scorului
SGRQ a fost de —4.5 (SD 12.9) in grupul tratat cu

combinatia 4,5:12,9=0,34

* Modificarea medie a scorului SGRQ in grupul tratat
cu combinatia a fost semnificativ mai mare decat in
grupurile placebo si fluticazona.

SGRQ: 100 p; A=4 (mica); 8 (medie); 12 (mare) 3




Table 2. Primary and secondary efficacy variables

Placebo 50 mg Mirabegron

Co-primary end points: change from baseline to final visit
Incontinence episodes/24 hrs:*

Mean + SE —1.13 + 0.1 —-147 = 01*

95% CI (—1.35, —0.91) (—1.69, —1.25)
Micturitions/24 hrs:

Mean + SE —1.05 +0.13 —166 + 0.13*

95% Cl (—1.31, —0.79) (—1.92, —1.40)

Key secondary endpoints: change from baseline to final visit
Vol voided {ml)/micturition:

Mean = SE 710 =241 182 =+ 2447
95% ClI (2.3, 11.7) (134,22 9)
Mean = 5D micturitions/24 hrs 115+ 33 M8 = 35
Mean = 5D ml voided/micturition 1575 = 587 156.0 = 58.7
Mean = SD urgency episodes (grade 3 or 4)/24 hrs hex 3.2 59+ 38
Mean = 5D nocturia episodes/24 hrs 19+ 16 19+ 16
0AB parameters: FAS-I||
No. pts 325 32
Mean = 5D incontinence episodes/24 hrs 30 = 31 28+ 27

Mean = 5D urgency incontinence episodes/24 hrs 2h+x 25 23+ 24
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Acetylcholinesterase inhibitors versus placebo in people with Alzheimer's disease:
We found one systematic review comparing acetylcholinesterase inhibitors as a group versus
placebo;[20] one systematic review comparing the acetylcholinesterase inhibitors donepezil,
galantamine, and rivastigmine individually versus placebo;[21] one systematic review of
rivastigmine versus placebo;[22] and one subsequent RCT comparing galantamine versus
placebo.[23] There was widespread overlap of RCTs between the reviews. The first review
(search date 2005; 13 multicentre double-blind RCTs; people with mild, moderate, or severe
Alzheimer's disease) included RCTs in which treatment had been given for 6 months or
longer, and at the dose recommended as optimal by the manufacturing pharmaceutical
company.[20] It performed an intention-to-treat analysis, and where full data were not
available, it performed an analysis with the last observation carried forward (LOCF). The
review found that people leaving before the end of studies ranged from 16% to 43% in the
treatment group and 0% to 30% in the placebo group. The review found that
acetylcholinesterase inhibitors significantly improved cognitive outcomes compared with
placebo at 6 months or later (Alzheimer's Disease Assessment Scale cognitive subscale
[ADAS-cog]: 10 RCTs, 4236 people; WMD —2.4, 95% CI 2.7 to —2.0; Mini Mental State
Examination [MMSE]: 9 RCTs, 3118 people;: WMD 1.4, 95% Cl 1.1 to 1.6).[20] There was
significant heterogeneity among RCTs included in both analyses. The review reported that in
one analysis (MMSE), this resulted from one RCT (466 people) that found a larger treatment
effect than other RCTs. It also found that acetylcholinesterase inhibitors significantly improved
global assessment compared with placebo at 6 months (Clinician's Interview-Based
Imoression of Chanae-Plus [CIBIC-Plus] scale: number of people improved: 8 RCTs:
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Acetylcholinesterase inhibitors versus placebo in people with Alzheimer's disease:
We found one systematic review comparing acetylcholinesterase inhibitors as a group versus
placebo;[20] one systematic review comparing the acetylcholinesterase inhibitors donepezil,
galantamine, and rivastigmine individually versus placebo;[21] one systematic review of
rivastigmine versus placebo;[22] and one subsequent RCT comparing galantamine versus
placebo.[23] There was widespread overlap of RCTs between the reviews. The first review
(search date 2005; 13 multicentre double-blind RCTs; people with mild, moderate, or severe
Alzheimer's disease) included RCTs in which treatment had been given for 6 months or
longer, and at the dose recommended as optimal by the manufacturing pharmaceutical
company.[20] It performed an intention-to-treat analysis, and where full data were not
available, it performed an analysis with the last observation carried forward (LOCF). The
review found that people leaving before the end of studies ranged from 16% to 43% in the
treatment group and 0% to 30% in the placebo group. The review found that
acetylcholinesterase inhibitors significantly improved cognitive outcomes compared with
placebo at 6 months or later (Alzheimer's Disease Assessment Scale cognitive subscale
[ADAS-cog]: 10 RCTs, 4236 people; WMD —2.4, 95% CI 2.7 to —2.0; Mini Mental State
Examination [MMSE]: 9 RCTs, 3118 people;: WMD 1.4, 95% Cl 1.1 to 1.6).[20] There was
significant heterogeneity among RCTs included in both analyses. The review reported that in
one analysis (MMSE), this resulted from one RCT (466 people) that found a larger treatment
effect than other RCTs. It also found that acetylcholinesterase inhibitors significantly improved
global assessment compared with placebo at 6 months (Clinician's Interview-Based
Imoression of Chanae-Plus [CIBIC-Plus] scale: number of people improved: 8 RCTs:
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Acetylcholinesterase inhibitors versus placebo in people with Alzheimer's disease:
We found one systematic review comparing acetylcholinesterase inhibitors as a group versus
placebo;[20] one systematic review comparing the acetylcholinesterase inhibitors donepezil,
galantamine, and rivastigmine individually versus placebo;[21] one systematic review of
rivastigmine versus placebo;[22] and one subsequent RCT comparing galantamine versus
placebo.[23] There was widespread overlap of RCTs between the reviews. The first review
(search date 2005; 13 multicentre double-blind RCTs; people with mild, moderate, or severe
Alzheimer's disease) included RCTs in which treatment had been given for 6 months or
longer, and at the dose recommended as optimal by the manufacturing pharmaceutical
company.[20] It performed an intention-to-treat analysis, and where full data were not
available, it performed an analysis with the last observation carried forward (LOCF). The
review found that people leaving before the end of studies ranged from 16% to 43% in the
treatment group and 0% to 30% in the placebo group. The review found that
acetylcholinesterase inhibitors significantly improved cognitive outcomes compared with
placebo at 6 months or later (Alzheimer's Disease Assessment Scale cognitive subscale
[ADAS-cog]: 10 RCTs, 4236 people; WMD —2.4, 95% CI 2.7 to —2.0; Mini Mental State
Examination [MMSE]: 9 RCTs, 3118 people;: WMD 1.4, 95% Cl 1.1 to 1.6).[20] There was
significant heterogeneity among RCTs included in both analyses. The review reported that in
one analysis (MMSE), this resulted from one RCT (466 people) that found a larger treatment
effect than other RCTs. It also found that acetylcholinesterase inhibitors significantly improved
global assessment compared with placebo at 6 months (Clinician's Interview-Based
Imoression of Chanae-Plus [CIBIC-Plus] scale: number of people improved: 8 RCTs:




(¥

[21] The review also found that dﬂnepezil; gal.antamine:, and rivaatig}nine siénificantly
improved functional outcomes compared with placebo (SMD in functional outcome change

from baseline: donepezil 5 mg or 10 mg: 7 RCTs; SMD 0.31, 95% CI1 0.21 to 0.40;

RCTs; SMD 0.26, 95% CI 0.11 to 0.40; numbers of people not reported for any of the pooled
analyses).[21] There was significant heterogeneity among RCTs included in the rivastigmine
comparison. The review found that rivastigmine and donepezil significantly improved global
assessment of change scores compared with placebo at 3 to 6 months (CIBIC-Plus scale:
donepezil 5 mg or 10 mg: 3 RCTs; RR 1.88, 95% CI 1.50 to 2.34; rivastigmine 6 mg or 12 mg:
2 RCTs; RR 1.64, 95% CI 1.29 to 2.09), but that galantamine did not significantly improve
CIBIC-Plus scores (galantamine 16-32 mg: 4 RCTs; RR 1.15, 95% CI1 0.96 to 1.39; numbers
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IrT t a t owe Sy ndrom B b u | ] ng age n t S bowel syndrome. Cochrane Database Syst Rev. 2011;(8):CD003460.
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Antispasmodic drugs, antidepressant drugs, or bulking agents vs placebo in patients with
the irritable bowel syndrome®

Treatment type Outcomes  Number of Weighted
trials (m) event rates RBI (95% CI) NNT (CI)
Standardized mean
difference (C1)%
Bulking agents Improved abdominal pain 2 (116)§ 0.03 (—0.34 to 0.40)
Improved symptom score 2 (B1)§ 0.00 (-0.43 to 0.43)1

http://annals.org/article.aspx?articleid=1033249&resultClick=3

In addition, the effect of antidepressants might not be clinically important because the lower margins of the
confidence intervals are <05 standardized mean differences for continuous measures of abdominal pain
and symptom scores.

e e e

Cristian Baicus, MD

Theodor Vaiosu, MD
Colentina University Hmpffaf
Bucharest, Romania
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Uitati-va intotdeauna dupa marimea efectului!
Daca esantionul este foarte mare, efectul este mic.
Este efectul important?

Care este intervalul de incredere?

Cum a raspuns acest pacient?



