Assignment for Small Group Wed 11/5 2:00-2:50: Assessing a Document on Diagnosis

Seattle, WA

(Exercise 1 extended by Peter Tarczy-Hornoch MD from cases developed Fall 2007

by Robert J Flaherty, MD MIDM/CREM course chair, Montana State)
A. Exercise 1

Karen Selby calls you to say that her mother, Seraphina Capelli, a long time patient of yours, seems to be having more problems with her memory and sometimes gets a little confused. Karen would like to make an appointment for you to check Seraphina. You are concerned that Seraphina might be developing a dementia, like Alzheimer’s Disease, and you wonder what would be the best test to screen her for dementia. You find two abstracts:

Holsinger T et al. Does this patient have dementia? JAMA. 2007 Jun 6;297(21):2391-404. PMID: 17551132 (Abstract modified for class use)
CONTEXT: While as many as 5 million individuals in the United States have dementia, many others have memory complaints. Brief tests to screen for cognitive impairment could help guide dementia diagnosis. OBJECTIVE: To review the literature concerning the practicality and accuracy of brief cognitive screening instruments in primary care. DATA SOURCES: A search of MEDLINE (including data from AIDSLINE, BioethicsLine, and HealthSTAR) and psycINFO was conducted from January 2000 through April 2006 to update previous reviews. STUDY SELECTION: Studies of patients aged 60 years and older and use of an acceptable criterion standard to diagnose dementia were considered. DATA EXTRACTION: Studies were assessed by 2 independent reviewers for eligibility and quality. A third independent reviewer adjudicated disagreements. Data for likelihood ratios (LRs) were extracted. DATA SYNTHESIS: Twenty-nine studies using 25 different screening instruments met inclusion criteria; some studies evaluated several different instruments, thus, information could be examined for 38 unique instrument/study combinations. RESULTS: For the commonly used Mini-Mental State Examination, the median LR for a positive result (LR+) was 6.3 (95% confidence interval [CI], 3.4-47.0) and the median LR for a negative result (LR-) was 0.19 (95%CI, 0.06-0.37). Briefer approaches are available but have not been studied as frequently. Reports from an informant that the patient has memory loss yields an LR+ of 6.5 (95% CI, 4.4-9.6) for dementia. The Memory Impairment Screen takes 4 minutes to ask 4 items and has an LR+ of 33 (95% CI, 15.0-72.0) and an LR- of 0.08 (95% CI, 0.02-0.3). Clock drawings are helpful in 1- to 3-minute forms, but must be scored appropriately and sensitivity to mild forms of impairment can be low. CONCLUSIONS: Clinicians should select 1 primary tool based on (1) the population receiving care; (2) an awareness of the effects of educational level, race, and age on scoring; and (3) consideration of adding 1 or 2 other tools for special situations as needed.
Ray S et al. Classification and prediction of clinical Alzheimer's diagnosis based on plasma signaling proteins. Nat Med. 2007 Nov;13(11):1359-62. Epub 2007 Oct 14

A molecular test for Alzheimer's disease could lead to better treatment and therapies. We found 18 signaling proteins in blood plasma that can be used to classify blinded samples from Alzheimer's and control subjects with close to 90% accuracy and to identify patients who had mild cognitive impairment that progressed to Alzheimer's disease 2-6 years later. Biological analysis of the 18 proteins points to systemic dysregulation of hematopoiesis, immune responses, apoptosis and neuronal support in presymptomatic Alzheimer's disease. 

In the paper is this table. Based on the two abstracts and this table and PPICONS which is the better test for Seraphina?

	
	Clinical Diagnosis

of AD
	Non-demented Control

	Classified as AD
	41
	7

	Classified as non-AD
	2
	33


B. Exercise 2

Jack Johnson comes to your office for his quarterly checkup for his congestive heart failure and asks you why you are giving him foxglove which is poisonous and doesn’t work anyway. After a few minutes you figure out that he has been searching the Web and found a) some slides from a medical school pharmacology lecture saying digitalis is a foxglove derivative and that foxglove is poisonous, and b) some articles in PubMed that say digitalis is not effective in congestive heart failure. You use PPICOS to frame your search and find the following systematic review (which happens to be written by one of the MIDM small group instructors!):

Hood WB et al Digitalis for treatment of congestive heart failure in patients in sinus rhythm: a systematic review and meta-analysis. J Card Fail. 2004 Apr;10(2):155-64

BACKGROUND: This review summarizes the current status of randomized trials of digitalis in treating patients with congestive heart failure who are in sinus rhythm.Methods and results Randomized double-blind placebo-controlled trials of 20 or more adult patients followed for 7 weeks or more were selected. We identified 13 trials that met the inclusion criteria, comprising a total of 7896 patients. Of this number, 7755 patients contributed to information on mortality, 7262 to information on hospitalization for worsening heart failure, and 1096 to information on clinical status. Patients treated with digitalis compared with placebo had an odds ratio and confidence intervals for mortality of 0.98 (0.89, 1.09), for hospitalization of 0.68 (0.61, 0.75), and for a lesser degree of deterioration in clinical status of 0.31 (0.21, 0.43). CONCLUSIONS: The literature indicates that the drug has no effect on long-term mortality, but reduces the incidence of hospitalization, and has a positive effect on the clinical status of symptomatic patients. The drug has beneficial effects in patients who remain symptomatic despite being appropriately treated with diuretics and angiotensin-converting enzyme inhibitors. However the effects of coadministration with beta-blockers, spironolactone, and valsartan remain uncertain
On the next page are forest plots from the paper

Using PPICONSS framework and statistics from MIDM how would you interpret the abstract above and the forest plots on the next page? What would you tell Jack?
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C. Exercise 3

You are home from medical school visiting your family. Your brother and sister get into a heated debate over whether or not stretching before exercise helps reduce soreness the next day. Since they now view you as the doctor they ask you what you think.

You find the following Cochrane review:

Herbert RD, de Noronha M. Stretching to prevent or reduce muscle soreness after exercise. Cochrane Database of Systematic Reviews 2007, Issue 4. Art. No.: CD004577. DOI: 10.1002/14651858.CD004577.pub2.

Background: Many people stretch before or after (or both) engaging in athletic activity. Usually the purpose is to reduce risk of injury, reduce soreness after exercise, or enhance athletic performance. Objectives: The aim of this review was to determine effects of stretching before or after exercise on the development of post-exercise muscle soreness. Search strategy: We searched the Cochrane Bone, Joint and Muscle Trauma Group Specialised Register (to April 2006), the Cochrane Central Register of Controlled Trials (The Cochrane Library 2006, Issue 2), MEDLINE (1966 to May 2006), EMBASE (1988 to May 2006), CINAHL (1982 to May 2006), SPORTDiscus (1949 to May 2006), PEDro (to May 2006) and reference lists of articles. Selection criteria: Eligible studies were randomised or quasi-randomised studies of any pre-or post-exercise stretching technique designed to prevent or treat delayed-onset muscle soreness (DOMS), provided the stretching was conducted soon before or soon after exercise. To be eligible studies must have assessed muscle soreness or tenderness. Data collection and analysis: Methodological quality of the studies was assessed using the Cochrane Bone, Joint and Muscle Trauma Group's methodological quality assessment tool. Estimates of effects of stretching were converted to a common 100-point scale. Outcomes were pooled in a fixed-effect meta-analysis. Main results: Of the 10 included studies, nine were carried out in laboratory settings using standardised exercise protocols and one involved post-exercise stretching in footballers. All participants were young healthy adults. Three studies examined the effects of stretching before exercise and seven studies investigated the effects of stretching after exercise. Two studies, both of stretching after exercise, involved repeated stretching sessions at intervals of greater than two hours. The duration of stretching applied in a single session ranged from 40 to 600 seconds. All studies were small (between 10 and 30 participants received the stretch condition) and of questionable quality. The effects of stretching reported in individual studies were very small and there was a high degree of consistency of results across studies. The pooled estimate showed that pre-exercise stretching reduced soreness one day after exercise by, on average, 0.5 points on a 100-point scale (95% CI -11.3 to 10.3; 3 studies). Post-exercise stretching reduced soreness one day after exercise by, on average, 1.0 points on a 100-point scale (95% CI -6.9 to 4.8; 4 studies). Similar effects were evident between half a day and three days after exercise. Authors' conclusions: The evidence derived from mainly laboratory-based studies of stretching indicate that muscle stretching does not reduce delayed-onset muscle soreness in young healthy adults. 
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Applying the PPICONSS approach and statistics from MIDM what do you tell your siblings?











































