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Getting to grips with Archie Cochrane’s agenda

All randomised controlled trials should be registered and reported

Sir lain Chalmers

ol gyl jl GSu
eSS

Preparing and Updating Systematic Reviews
of Randomized Controlled Trials
of Health Care

IAIN CHALMERS, MURRAY ENKIN,
and MARC J.N.C. KEIRSE

The UK Cochrane Centre, United Kingdom;
McMaster University, Canada;
University of Leiden, The Netherlands

It is surely a great criticism of our profession that we have not
organised a critical summary, by specialty or subspecialty,
updated periodically, of all relevant randomised controlled
trials.

Archie Cochrane

Twenty vears ago, in Effectiveness and Efficiency, Archie
Cochrane emphasised the importance of randomised con-
trolled trials in guiding decisions about health care.’ Ran-
domised trials are not always required to assess the effects of
health care (the good and bad effects of some forms of health
care are obvious), and sometimes trials are not feasible. But,
for many forms of care, trials involving sufficient numbers of
participants are essential to distinguish reliably between the
effects of care and the effects of biases or chance. Just as
important as conducting the trials, though, is disseminating
the results through systematic reviews of the findings. Such
reviews depend on the difficult task of identifying all relevant
trials, and several efforts are going on internationally to
coordinate this work.

If people are to benefit from the results of trials all the steps
between research and practice must be accomplished effec-
tively. Trials must be properly designed, conducted,
analysed, and reported. Their results must be assembled in
systematic, up to date, and accessible reviews. The results of
these reviews must be taken into account by decision makers,
and finally, based on these decisions, there must be effective
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systems to audit how well local or national guidelines for
health care are followed.

Currently weaknesses exist at all these steps. Cochrane
drew attention to a particular weakness, however, when he
criticised the medical profession for not having organised a
system for producing up to date reviews of the results of
randomised controlled trials. Experience gained over the past
decade provides a useful basis for developing such a system.?
In particular, it has become clear that the same scientific
principles that are applied to the design and conduct of
primary research must also be applied to the process of
reviewing that research.**

Impressive examples now exist of the power of systematic
reviews to provide reliable answers to important questions—
for example, the effects of treatment on early breast cancer.’
Recent studies have shown that if systematic reviews, updated
periodically, had been started at the beginning of a series of
related trials reliable recommendations for treatment would
have been made earlier.* Unsystematically conducted reviews
in journals and textbooks have sometimes taken more than a
decade to recommend treatments that a systematic review of
trials would have shown to prevent premature death; in
addition, other treatments have been endorsed long after
evidence from trials had suggested that they were useless or
actually harmful.”

The usual, unsystematic approach to reviewing the effects
of care’ also increases the probability that resources will be

BM] voLuME 305 3 OCTOBER 1992
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Pravastatin for lowering lipids

¥ Stephen P Adams?, Nima Alaeiilkhchi?®, Sara Tasnim, James M Wright Authors' declarations of interest Download PDF -
Version published: 18 September 2023 Version history
https://doi.org/10.1002/14651858.CD013673.pub2 & ™ Cite this Review
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Collapseall Expand all Print  Comment  Share Follow
Abstract - @ 15
Available in English | Espafiol | s | 3t

glish | Espaiol | = Contents
Background Abstract
PICOs

A detailed summary and meta-analysis of the dose-related effect of pravastatin on lipids is not available. Plain language summary

. : Authors' conclusions

Objectives uthor ust
Summary of findings

Primary objective Background
Objectives

To assess the pharmacology of pravastatin by characterizing the dose-related effect and variability of the effect of pravastatin on Methods

the surrogate marker: low-density lipoprotein (LDL cholesterol). The effect of pravastatin on morbidity and mortality is not the Results

objective of this systematic review. Discussion

Secondary objectives Appendices

Figures and tables

« To assess the dose-related effect and variability of effect of pravastatin on the following surrogate markers: total cholesterol; References

high-density lipoprotein (HDL cholesterol); and triglycerides. Characteristics of studies

» To assess the effect of pravastatin on withdrawals due to adverse effects. Data and analyses

Download statistical data

Search methods
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PICOs© -
Population (5) Intervention (1) Comparison (1) Outcome (2)

Aged 80 and over 80+ years Pravastatin Placebo Adverse Reaction

Adult 19-44 years Low Density Lipoprotein

Middle Aged 45-64 years Cholesterol Measurement

Young Adult 19-24 years
Aged 65-79 years

@ The PICO model is widely used and taught in evidence-based health care as a strategy for formulating questions and search
strategies and for characterizing clinical studies or meta-analyses. PICO stands for four different potential components of a

clinical question: Patient, Population or Problem; Intervention; Comparison; Outcome.

See more on using PICO in the Cochrane Handbook Z.
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Plain language summary -

Available in English | Espafiol | s | 820

Pravastatin for lowering lipids

Key messages

« Pravastatin decreases low-density lipoprotein cholesterol and the effect is dependent on the dose over the range of 5 mg to 160

mg.
« Pravastatin at 80 mg/day is the maximal licensed dose.

« From other systematic reviews we conducted, pravastatin has a similar effect on cholesterol to fluvastatin and has a lesser effect

on cholesterol than the other statins.
What are cholesterol and blood fats?

Cholesterol is required to build and maintain all animal cell membranes and is critical to human life. Main components of
cholesterol are low-density lipoprotein, high-density lipoprotein, and triglycerides. Low-density lipoprotein transports fat
molecules around the body in the blood and delivers fat molecules to cells. High-density lipoprotein removes fat molecules from
cells and transports it to the liver. Cholesterol and its components low-density lipoprotein cholesterol, and high-density
lipoprotein cholesterol can be measured in the blood. Triglycerides are found in all lipoproteins and can also be measured in the

blood. Blood fats are thought to be related to adverse events affecting the heart and blood vessels.
What is pravastatin?

Pravastatin is one of a class of medication called statins that lower blood cholesterol. What are other statins? Do they have any

unwanted effects?
What did we want to find out?

How do different doses of pravastatin affect fats in our blood?

https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD013673.pub2/full
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Antiplatelet agents for chronic kidney disease

Patrizia Natale, 3% Suetonia C Palmer, Valeria M Saglimbene, Marinella Ruospo, Mona Razavian, Jonathan C Craig,
Meg J Jardine, Angela C Webster, Giovanni FM Strippoli  Authors' declarations of interest

Version published: 28 February 2022 Version history
https://doi.org/10.1002/14651858.CD008834.pub4 &

Implications for practice

Overall evidence ratings and recommendations for antiplatelet agents to prevent cardiovascular and dialysis access outcomes in

major and minor bleeding that may impact the decision-making process by patients and clinicians bz
benefits and harms of therapy. Antiplatelet agents given at the time of access surgery may reduce thn
vascular access, but effects on dialysis vascular access suitability for dialysis and access maturation a
benefits of treatment in kidney transplant recipients and with primary prevention strategies in CKD a
practice. Based on absolute risks of clinical outcomes, it might be expected that antiplatelet agentsw
CKD and 3 treated with HD for every 1000 people treated over 1 year (summary of findings Table 1), w
1 people treated with HD might experience a major bleeding event without strong evidence that treat
implies that the balance of benefits and harms for people with CKD and those treated with dialysis de

and the relative importance of reducing the risk of Ml or aveoiding a serious bleeding event.

people with CKD using the GRADE system for grading evidence are summarised (GRADE 2011b). Qg sls E1=le BV d=ly B elol ST
has shown that antiplatelet agents in people with CKD and HD probably reduces the risk of MI, while the impact on death from

any cause, cardiovascular death and stroke is uncertain or there is little evidence of impact from treatment. QLTS

Implications for research

This review shows that there are little data for antiplatelet agents to prevent cardiovascular events in kidney transplant recipients
with chronic or acute coronary artery disease. Further, adequately powered placebo-controlled RCTs are required to determine
whether antiplatelet agents provide primary prevention against cardiovascular disease in people with CKD, including kidney

HERERE N N TN R ELEATIGEB I RN LIS T To inform decisions in clinical practice, powered RCTs on any

antiplatelet therapy-based cardiovascular study should include at least 2000 participants for each stage of CKD to meet the
optimal information size criterion and evaluate adequately the confidence in the estimate of effect, with a relative risk reduction
el (e LB RSpecific head-to-head studies of antiplatelet agent regimens in individuals with all stages CKD and
established atherosclerotic disease, acute coronary syndrome or undergoing percutaneous coronary intervention are required,
particularly comparing thienopyridines (prasugrel or ticagrelor) or P2Y antagonists versus clopidogrel, different doses of
clopidogrel, glycoprotein IIb/Illa inhibitors versus another glycoprotein IIb/Illa inhibitor or adenosine reuptake inhibitors,
cilostazol versus sarpogrelate and beraprost sodium versus cilostazol or sarpogrelate. Studies should be designed to use
standardised criteria to capture systematically all cardiovascular outcomes and major bleeding events in studies in which severe
CKD is not an exclusion criterion. More information is required on the relative benefits of antiplatelet agents compared with other
antiplatelet agents in people with CKD and the effects of therapy on cardiovascular mortality and bleeding. The role of
antiplatelet agents as a primary prevention strategy to reduce death (any cause) and cardiovascular death in individuals with

CKD, dialysis (HD and PD) and kidney transplant without existing cardiovascular disease appears to be a lower research priority.



SUMMARY OF FINDINGS

Summary of findings 1. Effect of pravastatin on low-density lipoprotein (LDL) cholesterol

Fravamﬁn versus placebo for lowering LDL cholesterol

Patient or population: participants with normal or abnormal lipid profiles
Settings: ambulatory clinics

Intervention: pravastatin

feaqi ££
aueaydo) \f

“pY1 “suos 7 A2)im uyor Aq paysigng “uoneloqe|jo) aueys0) ay1 €207 @ ySukdod

(ma1nay) spidn) Suiamo) 10j unejseneld

Comparison: placebo

Pravastatin dose (3-12 Relative effect (Mean Dlﬂ‘er-\ No of participants hemlnty of the evi- i Comments
weeks) ence) dence
(studies)
(95% CI) (GRADE)

10 mg/day MD -21.59 765 Selsieb 12=33%

High
LDL cholesterol {-23.58 to -19.60) (11) Effect predicted from log dose-response curve, -21.7%
20 mg/day MD -25.70 3117 BEEO 12 =58%

Moderate?
LDL cholesterol (-26.77 to -24.63) (22) Effect predicted from log dose-response curve, -25.1%
40 mg/day MD -28.37 4869 2060 12=74%

Moderate?
LDL cholesterol (-29.22 t0 -27.52) (35) Effect predicted from log dose-response curve, -28.5%
80 mg/day MD -34.39 881 DEED 12=0%

High
LDL cholesterol \ (-37.00t0 -31.77) ) (4) Effect predicted from log dose-response curve, -31.9%

Cl: confidence interval; LDL: low-density lipoprotein; MD: mean difference

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is

substantially different.

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate; the true effect is likely to be substantially different from the estimate of effect.

Pravastatin 10 mg/day to 80 mg/day reduced LDL cholesterol by 22% to 34%. The certainty

of evidence for these effects was judged to be moderate to high.
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