
Summary

Introduction

One of the original missions of the Agency for Health Care Policy and Research (AHCPR) was to facilitate the development of clinical practice guidelines.  The Agency’s Clinical Practice Guideline Program ran from 1990 to1996 and was perceived to have advanced significantly the science of practice guideline development and to have created guidelines that represented “state of the art” management for the selected conditions.  It has now been five to ten years since the various clinical practice guidelines were developed, and some of these guidelines may no longer represent the best in clinical practice.  Thus, the Agency (now renamed the Agency for Healthcare Research and Quality, AHRQ) recently asked the Southern California Evidence-based Practice Center to conduct a systematic assessment of the current validity of the Agency’s existing clinical practice guidelines and make recommendations about which of those guidelines should be withdrawn from circulation. 

Methodology

We first developed a conceptual model for evaluating when guidelines may need to be updated or withdrawn.  Based on consultation with several experts, we propose that there are six situations, listed below, that may require a guideline to be updated (or withdrawn) relating to changes in evidence, changes in the values placed on evidence, changes in resources available for health care, and changes in performance.

1. New preventive, diagnostic, or treatment interventions may have emerged to complement or supercede other interventions. 

2. New evidence may require updating of the estimates of benefits and harms for existing interventions. 

3. New evidence may identify as important outcomes that were previously unappreciated or wholly unrecognized. 

4. Evidence that current practice is optimal may change. 

5. The values that individuals or society place on different outcomes may change over time. 

6. The resources available for health care may change significantly. 

The process of assessing whether there have been sufficient changes in any of these factors to warrant updating a guideline includes two stages: (1) identifying significant new evidence, and (2) assessing whether the new evidence warrants updating or withdrawal.  Ideally, the most thorough way to identify significant new evidence would be to conduct a new systematic review (including a search for evidence about current performance), but such a process would be costly and time consuming.  Therefore, our model uses the combination of limited literature searching and the guidance of experts from relevant disciplines as a more pragmatic way to help identify potentially significant new evidence (including current performance).  We reason that evidence sufficient to invalidate an existing practice guideline would, in general, be of a magnitude that it is known to experts in the field or has been published as significant articles in major general interest or specialty medical journals.  Questioning experts from relevant disciplines about possible new evidence, accompanied by a search of the major relevant medical journals, should then suffice to identify the presence or absence of important new evidence.  

We implemented this process by identifying individual statements within each guideline under review.  We then asked the original guideline panel chair(s) to identify those panel members who are knowledgeable about particular guideline statements and other relevant clinical experts.  The panelists so identified were sent a survey with the specific guideline statements, and asked to answer two major questions.  First, were they aware of new evidence or developments in the field relevant to the guideline statement?  If the answer was yes, then the expert was asked whether the evidence was sufficient to invalidate the guideline statement.  This judgment of “sufficiency” was based on the criteria presented above (new interventions, new data on benefits and harms, new outcomes, or evidence that the guideline is no longer needed). The expert was asked to provide supporting references for any new evidence.  The second question was whether a need has arisen to address new issues in the guideline that were not covered previously, assuming that the issues fall within the original scope of the guideline.  If the answer was yes, then the clinical experts were asked to specify the issues.

Supplementing this process were limited literature searches which were focused and expedient starting from the point in time when the literature search for the original guideline panel ended.  For most guidelines the searches were restricted to the major general interest and important specialty medical journals.  One or two physicians trained in evidence-based medicine reviewed the literature searches.  Titles, abstracts and articles were sequentially reviewed, seeking new evidence regarding the guideline statements.   A second search was performed for newly published guidelines on the same topics by searching the U.S. National Guidelines Clearinghouse (www.guidelines.gov) and other sources, including ten government agencies.  Finally, we identified guidelines from professional societies, disease societies, medical organizations, medical associations, and patient advocacy groups.  

The process described above identified evidence on the current validity of each individual statement within each guideline.  In order to make a judgment about retaining or withdrawing the entire guideline, we reviewed all of the evidence for each entire guideline.  We assigned guidelines into one of the following categories:

· Withdraw.  New evidence called into question one or more key diagnostic or therapeutic recommendations, or new evidence suggested the need for new key diagnostic or therapeutic guideline recommendations.

· Retain, append new evidence.  All key diagnostic or therapeutic recommendations were still valid, but new evidence supported changes to other recommendations, or supported greater refinement of existing recommendations.

· Retain.  The guideline continued to represent good clinical care.

Findings

We received replies from the original panel chair(s) for 15 of the 17 clinical practice guidelines.  For one of the two practice guidelines for which we did not have a response, we contacted the Evidence-based Practice Center that had participated in the review of the literature for a recent “guideline update” process, and asked the lead member of the task order team complete the survey concerning validity.  For the remaining clinical practice guideline, we used information from one of the members of the guideline development team to determine of which statements to send to which experts.  

We sent out the individual guideline statements to a total of 175 experts. Five surveys were returned with the notation that the panelist was no longer at the given address and no forwarding address was known.  Of the remaining 170 outstanding surveys, 121 (71%) were returned.  The number of responses varied by guideline; however, for all but three guidelines more than 60% of the surveys were returned.

We retrieved 5,860 titles during our initial search, which focused on review articles and editorials.  We identified 1,232 titles when our search was focused on key specialty journals and journals of major general interest.  Overall, we reviewed a total of 6,994 titles.  From these titles, 613 were selected for further review based on their potential for providing new information relating to the respective guideline areas.  Abstracts were obtained and reviewed for all 613 of these titles.  From these, 181 full-text articles were retrieved and reviewed by our physician reviewers.  In addition, 159 guidelines were also retrieved and reviewed.  With the addition of evidence suggested by the experts, we reviewed 766 abstracts and 208 articles.

After considering the results of our limited literature searches and survey, along with our assessment of the relative importance each guideline statement contributes in producing good outcomes, we classified the AHRQ guidelines into the three categories described above.  The following table presents our recommendations for each of the guidelines. In all, we recommended that (1) seven guidelines be completely withdrawn, because diagnostic or therapeutic recommendations that we judged contributed greatly to improving patient outcomes were obsolete or missing; (2) three guidelines be retained in circulation, as they were judged to still represent good clinical care; and (3) six guidelines be retained with new evidence appended, as the new evidence was judged to be insufficient to warrant total withdrawal of the guideline but of sufficient importance that clinicians interested in the guideline should be made aware of its existence.  This new evidence could be appended to the guideline either electronically or via a paper insert.  For one guideline pertaining to quality mammography, we had an insufficient response to our survey and inadequate technical knowledge in radiologic technique to adequately assess the new evidence we identified regarding developments in mammographic imaging.

Evaluation of AHRQ Clinical Practice Guidelines

	Guideline
	Assessment of important new evidence
	Recommendation 

	Acute Pain Management
	New analgesics and routes of administration have superseded some recommendations
	Retain, append new evidence

	Urinary Incontinence in Adults
	A new antimuscarinic drug for incontinence, tolteridine, is now available, which is similar to the recommended drug (oxybutynin) but with less cholinergic side effects
	Retain, append new evidence

	Pressure Ulcers in Adults
	
	Retain

	Depression in Primary Care
Vols 1 & 2
	There is evidence to support the expanded use of psychotherapy, cognitive therapy, and selective serotonin receptor inhibitor pharmacotherapy in select patients, which contradicts guideline recommendations.
	Withdraw

	Cataract in Adults
	A key factor recommended for making the decision to operate, visual acuity, has been shown to not be a predictor of good outcomes.

Routine pre-operative evaluation has been shown to be of no value, in contradiction to a guideline recommendation.

There have been significant changes in surgical techniques.
	Withdraw

	Sickle Cell Disease
	There is now available two specific therapies for sickle cell disease, hydroxyurea and bone marrow transplantation.
	Withdraw

	Benign Prostatic Hyperplasia
	One recommended therapy has disappeared from use (balloon dilation), and another has been shown in a randomized trial to be no better than placebo (finasteride)
	Withdraw

	Management of Cancer Pain
	New analgesics and routes of administration have superceded some recommendations
	Retain, append new evidence

	Unstable Angina
	There is a new class of therapeutic agents, specifically, glycoprotein  IIB/ IIIA inhibitors, that have been demonstrated to have life-saving benefits. 

Low molecular weight heparin has been shown to be superior to unfractionated heparin for select patients.
	Withdraw

	Heart Failure
	Several key recommended therapeutics have been superceded by new evidence regarding beta blockers, spironolactone, and the emergence of angiotensin receptor antagonists as the preferred alternative for patients intolerant of ACE inhibitors.

There are expanded indications for intracardiac defibrillators.
	Withdraw

	Otitis Media with Effusion
	There are new data about the effects of otitis media with effusion on receptive and expressive language development that in turn effect recommendations for the timing of a key therapeutic intervention, myringostomy tube placement. 
	Withdraw

	Quality Determinants of Mammography
	Not enough information
	Uncertain

	Acute Low Back Problems in Adults
	Some preventative and therapeutic statements need more refined estimates of effects, mostly tempering already lukewarm recommendations for effectiveness of back schools, lumbar corsets, and epidural steroid injections.
	Retain, append new evidence

	Treatment of Pressure Ulcers
	
	Retain

	Post-Stroke Rehabilitation
	There is more evidence for the benefit of stroke units in improving outcomes, probably sufficient to support a more specific statement with a stronger level of recommendation.
	Retain, append new evidence

	Cardiac Rehabilitation
	
	Retain

	Alzheimer’s Disease and Related Dementias
	There is clinical trial evidence of a modest benefit of cholinesterase inhibitors in select patients.
	Retain, append new evidence.


Conclusions

New information has made seven, or almost half, of the AHRQ clinical practice guidelines sufficiently obsolete that we recommend they be withdrawn.  For an additional six guidelines (35%), we believe that clinicians should be made aware of important new evidence that has developed, however, the information is not sufficient to warrant withdrawal of the entire guideline.  For these guidelines, we recommend retaining the original guideline with the new evidence appended to it, either electronically or as a paper insert.  We judged three of the guidelines as valid and continuing to represent good care, and for one guideline we could not reach a conclusion.

We used a combination of limited literature searches and a survey of expert opinion to identify new evidence.  These were complementary techniques in this evaluation, as some evidence identified using one method was not identified using the other method.  For most of the guidelines, we received an acceptable response rate to our survey, which is a testimony to the dedication of those members of the original guideline panel as they took the time to complete the survey without compensation.  The limited literature searches were easier to implement than a full literature search, but more difficult to implement than the survey of experts, particularly for those clinical areas where we were less familiar with the literature.  It is likely that an updated limited literature search by the original guideline development team could be implemented more easily.  Both methods, survey and limited literature search, could be improved, and our initial experience with these techniques have been a valuable learning lesson.

Another lesson from this project is empiric evidence of the rate at which guidelines go out of date.  Over a four-to-eight year period, three quarters of the AHRQ guidelines were judged to be sufficiently out of date as to recommend withdrawal, or to require that new evidence be appended.  In almost all of the cases, the significant new information concerned improvements in therapy.  Guideline programs need to have systems in place to regularly assess their guidelines for current validity.  This process could be made more efficient if, during development of guidelines, it was specified what type of new information (size of new clinical trial, magnitude of result, amount of new resources, changes in the costs of interventions, etc.) could trigger a change in the recommendations 

The paper formats in which most guidelines are currently published make it difficult to withdraw or update specific statements, a further barrier to an efficient method for ensuring guidelines remain valid.  However the increasingly widespread publication of guidelines in electronic format could facilitate a modular approach in which specific statements could be easily removed or replaced as new evidence emerges.  Even if guideline statements are not replaced with new ones, an electronic format makes it easy to append comments about important content areas that the guideline does not address.  
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