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ComparatorComparatorComparator



Vigor Study Group. N Engl J Med 
2000
Vigor Study GroupVigor Study Group. . N Engl J Med N Engl J Med 
20002000



TimeTime to cardiovascular adverse eventsto cardiovascular adverse events in the VIGOR trialin the VIGOR trial

Mukherjee etMukherjee et al, JAMA, 2001al, JAMA, 2001



Lancet 2006; 368: 1771–81



Interpretation Rates of thrombotic 
cardiovascular events in patients with 
arthritis on etoricoxib are similar to those 
in patients on diclofenac with long-term 
use of these drugs.

InterpretationInterpretation Rates of thrombotic Rates of thrombotic 
cardiovascular events in patients with cardiovascular events in patients with 
arthritis on etoricoxib are similar to those arthritis on etoricoxib are similar to those 
in patients on diclofenac with longin patients on diclofenac with long--term term 
use of these drugs.use of these drugs.

MEDAL Trial, Lancet 2006MEDAL Trial,MEDAL Trial, LancetLancet 20062006



CARDIOVASCULARCARDIOVASCULAR
TOXICITYTOXICITY

PLACEBOPLACEBO 11

COXIBsCOXIBs 1.42*1.42*

(1.13(1.13--1.76)1.76)

* 121 RCT* 121 RCT
Psaty and Weiss, 2007
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4177 * 42 RCT

CARDIOVASCULARCARDIOVASCULAR
TOXICITYTOXICITY

NAPROXENNAPROXEN 11

COXIBsCOXIBs 1.57*1.57*

(1.21(1.21--2.03)2.03)

* 42 RCT Psaty and Weiss, 2007



CARDIOVASCULARCARDIOVASCULAR
TOXICITYTOXICITY

DICLOFENACDICLOFENAC 11

COXIBsCOXIBs 0.92*0.92*

(0.81(0.81--1.05)1.05)

* 26 RCT* 26 RCT
Psaty and Weiss, 2007
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POINT ESTIMATES AND SUMMARY RELATIVE RISKS OF CARDIOVASCULAR POINT ESTIMATES AND SUMMARY RELATIVE RISKS OF CARDIOVASCULAR 
EVENTS ASSOCIATED WITH NAPROXEN AND DICLOFENACEVENTS ASSOCIATED WITH NAPROXEN AND DICLOFENAC

4180 Psaty and Weiss, 2007



ALLHAT, JAMA 2002 ALLHAT, JAMA 2002 
TheThe AntihypertensiveAntihypertensive andand LipidLipid--LoweringLowering TreatmentTreatment to Prevent Heart Attackto Prevent Heart Attack Trial Trial 



LowLow--dose diuretics associated with reduced risks of all the major oudose diuretics associated with reduced risks of all the major outcomes, includingtcomes, including

stroke (relative risk [RR], 0.66; 95% confidence interval [CI], stroke (relative risk [RR], 0.66; 95% confidence interval [CI], 0.550.55--0.78), 0.78), 
coronary heart disease (RR, 0.72; 95% CI, 0.61coronary heart disease (RR, 0.72; 95% CI, 0.61--0.85),0.85),
heart failure (RR, 0.58;heart failure (RR, 0.58;95% CI, 0.4495% CI, 0.44--0.76), and 0.76), and 
totaltotal mortalitymortality (RR, 0.90; 95% CI,(RR, 0.90; 95% CI,0.810.81--0.99). 0.99). 



Controls in anti-hypertensive trialsControlsControls inin antianti--hypertensive trialshypertensive trials

Psaty et al, JAMA, 2006; 295:1704-6Psaty etPsaty et al, JAMA, 2006; 295:1704al, JAMA, 2006; 295:1704--66



LowLow--dose diuretics associated with reduced risks of all the major oudose diuretics associated with reduced risks of all the major outcomes, includingtcomes, including

stroke (relative risk [RR], 0.66; 95% confidence interval [CI], stroke (relative risk [RR], 0.66; 95% confidence interval [CI], 0.550.55--0.78), 0.78), 
coronary heart disease (RR, 0.72; 95% CI, 0.61coronary heart disease (RR, 0.72; 95% CI, 0.61--0.85),0.85),
heart failure (RR, 0.58;heart failure (RR, 0.58;95% CI, 0.4495% CI, 0.44--0.76), and 0.76), and 
totaltotal mortalitymortality (RR, 0.90; 95% CI,(RR, 0.90; 95% CI,0.810.81--0.99). 0.99). 

BetaBeta--blockers, primarily atenolol, associated with reduced risks ofblockers, primarily atenolol, associated with reduced risks of

stroke (RR, 0.71; 95% CI, 0.59stroke (RR, 0.71; 95% CI, 0.59--0.86) and0.86) and
heart failure (RR, 0.58; 95% CI, 0.40heart failure (RR, 0.58; 95% CI, 0.40--0.84) 0.84) 
but not of coronary heart disease (RR, 0.93; 95% CI,0.80but not of coronary heart disease (RR, 0.93; 95% CI,0.80--1.09) or 1.09) or 
total mortality (RR, 0.95; 95% CI, 0.84total mortality (RR, 0.95; 95% CI, 0.84--1.07).1.07).



BetaBeta--blocker therapyblocker therapy

--
Different effect on diseasesDifferent effect on diseases

clear mortality benefit in the treatment of patients with coronclear mortality benefit in the treatment of patients with coronary heart disease ary heart disease 
regardless of hypertension status regardless of hypertension status 

apparent inability to prevent coronary heart disease in the treapparent inability to prevent coronary heart disease in the treatment of patients with atment of patients with 
high high blood pressureblood pressure

Different effects within the classDifferent effects within the class

patients with coronary heart disease, strong evidence of a mortapatients with coronary heart disease, strong evidence of a mortality benefit associated lity benefit associated 
with the with the useuse ofof

metoprololmetoprolol (RR, 0.80; 95% CI, 0.66(RR, 0.80; 95% CI, 0.66--0.90),0.90),
propranololpropranolol (RR, 0.71; 95% CI, 0.59(RR, 0.71; 95% CI, 0.59--0.85), and0.85), and
timololtimolol (RR, 0.59; (RR, 0.59; 95% CI, 0.4695% CI, 0.46--0.77) 0.77) 

whereas the mortality in patients assigned to receive whereas the mortality in patients assigned to receive atenololatenolol was similar to the was similar to the 
mortality in those assigned to receive placebo (RR, 1.02; 95% mortality in those assigned to receive placebo (RR, 1.02; 95% CI, 0.51CI, 0.51--1.99).1.99).

N.N.FreemantleFreemantle,, etet al, BMJ 1999; 318:1730al, BMJ 1999; 318:1730--77



Comparator and dosesComparatorComparator andand dosesdoses



Exenatide Exenatide is an incretin mimetic such as glucagon like peptide 1 (GLPis an incretin mimetic such as glucagon like peptide 1 (GLP--1), facilitate insulin secretion following its release from the 1), facilitate insulin secretion following its release from the 
gut into the circulation in response to food intake. gut into the circulation in response to food intake. 

http://www.http://www.emeaemea..europaeuropa..eueu//humandocshumandocs//PDFsPDFs/EPAR//EPAR/byettabyetta/H/H--698698--en6.en6.pdfpdf



Exenatide, Byetta, EPARExenatideExenatide,, ByettaByetta, EPAR, EPAR

http://www.emea.europa.eu/humandocs/PDFs/EPAR/byetta/H-698-en6.pdfhttp://www.http://www.emeaemea..europaeuropa..eueu//humandocshumandocs//PDFsPDFs/EPAR//EPAR/byettabyetta/H/H--698698--en6.en6.pdfpdf



European Tacrolimus vs Ciclosporin Microemulsion Renal Transplantation trial, 
Lancet 2002; 359:741–46

tacrolimus ciclosporin

Acute renal 
rejection 32.5% 51.3%

mean trough concentrations 
were 10-20 ng/mL: within this 
range efficacy is optimum and 
toxic effects at a minimum.

mean blood concentration was lower 
than 300 ng/mL while the risk of 
acute renal rejection is at a 
minimum when trough 
concentrations are 330–430 ng/mL

…subtherapeutic ciclosporin concentrations were 
compared with therapeutic tacrolimus concentrations!!



Comparator and dosesComparator and doses

fluoxetinefluoxetine average doses > average doses > 
30 mg/day in30 mg/day in benefit in benefit in 

as a test drugas a test drug 43%43% 70%70%

as a reference drugas a reference drug 13%13% 58%58%

Barbui C, Hotopf M, Garattini S. Fluoxetine dose and outcome in Barbui C, Hotopf M, Garattini S. Fluoxetine dose and outcome in antidepressant drug antidepressant drug 
trials. trials. Eur J Clin Pharmacol 2002; 58:379Eur J Clin Pharmacol 2002; 58:379--8686



≤ 12 mg haloperidol

> 12 mg haloperidol

-0.5 -0.4 -0.3 -0.2 -0.1 0 0.1

Favours
atypical

Favours
haloperidol

Overall symptom score by dose of comparator drug in trials of
patients with schizophrenia or related disorders (standardised
weighted mean difference and 95 % confidence intervals)

Geddes et al., 2000

277



Favours
atypical

Favours
haloperidol

Drop out rates by dose of comparator drug in trials of patients
with schizophrenia or related disorders (risk difference and
95 % confidence intervals)

Geddes et al., 2000

≤ 12 mg haloperidol

> 12 mg haloperidol

-0.5 -0.4 -0.3 -0.2 -0.1 0 0.1
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Comparator and co-treatmentComparatorComparator andand coco--treatmenttreatment



LancetLancet 2004; 364: 5032004; 364: 503––1212



Comparator and sponsorshipComparatorComparator andand sponsorshipsponsorship



2087



2089
Wilcock et al., 2003
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Jones et al., 2003
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PAIN RELIEF CARDIOVASCULAR GASTROINTESTINAL
TOXICITY EVENTS

DICLOFENAC 1 1 0.32/100

ETORICOXIB 1 1.05 0.30/100
(0.93-1.19)

Psaty and Weiss, 2007
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GI RISK FACTORS WITHOUT cv RISK WITH cv RISK

NO GI RISK NSAID SELECTED NSAID
(NO COXIB)

INTERMEDIATE GI RISK NSAID + SELECTED NSAID +
MISOPROSTOL MISOPROSTOL

HIGH GI RISK
(PREVIOUS ULCER NO COXIB and NO NSAID NO COXIB and NO NSAID
COMPLICATION) IF NECESSARY COXIB + PPI IF NECESSARY SELECTED NSAID +

PPI OR MISOPROSTOL

4297



Baker et al., 2003
3434



Psaty et al, Jama 2006



MARGREITER et al., 2002 TRIAL
CYCLOSPORINE < 300 ng/ml

TACROLIMUS VS CYCLOSPORINE

32.5 % 51.3 %

ACUTE REJECTIONS

ACUTE RENAL REJECTIONS ARE MINIMIZED 
WHEN TROUGH LEVELS ARE KEPT BETWEEN 

330 - 430 ng/ml

552



PATIENTS WITH EVENTS ON PHASE APATIENTS WITH EVENTS ON PHASE A

Remuzzi et al, 2004Remuzzi et al, 2004
2026



2027
Rem i et al 2004Remuzzi et al 2004

PATIENTS WITH EVENTS ON PHASE APATIENTS WITH EVENTS ON PHASE A



3436 Barbui et al., 2004



3435 Barbui et al., 2004



• ATYPICAL ANTIPSYCHOTICS HAVE A 
SIMILAR EFFECT ON SYMPTOMS TO 
CONVENTIONAL ANTIPSYCHOTICS AT 
AN AVERAGE DOSE OF  ≤ 12 mg 
HALOPERIDOL OR EQUIVALENT

• ATYPICAL ANTIPSYCHOTICS CAUSE 
FEWER EXTRAPYRAMIDAL SIDE 
EFFECTS, BUT OVERALL TOLERABILITY 
IS SIMILAR TO CONVENTIONAL DRUGS.

GEDDES et al., 2000

256



Quality of Reporting of Noninferiority
and Equivalence Randomized Trials

Anne Le Henanff, MSc
Bruno Giraudeau, PhD
Gabriel Baron, MSc

JAMA, March 8, 2006—Vol 295, No. 10 1147

3339



Results
A total of 162 reports were included in the analysis 
(116 reports of noninferiority and 46 of equivalence). 
The margin defining noninferiority or equivalence was 
described in most reports (156 [96.3%]), with 
justification of the margin in only 33 (20.4%).
Almost one quarter of the reports (35 [21.6%]) did not 
describe a sample size calculation, and an additional 
11 (6.8%) did not take into account a prespecified 
noninferiority or equivalence margin. 

3340



Tiihonen et al., 20063774



Tiihonen et al., 20063775



Rabinowitz et al., 20013640



3641 Patel et al., 2002



3642 Coley et al., 1999



Outcome of Studies by Support of Research

Cho and Bero, 1996

2877



WITH DOSES OF CHLORPROMAZINE < 600 mg

NO DIFFERENCE WITH ATYPICAL ANTIPSYCHOTICS
IN TERMS OF EPS

NO DIFFERENCE FOR 9/10 OF PATIENTS
IN TERMS OF EFFICACY

LEUCHT et al., 2003
1329


	Comparator and doses

