Assignment for Session 3: Assessing a Document on Treatment

Seattle, WA, Small Group October 29, 2008

(Exercise 1 & 2 adapted by Peter Tarczy-Hornoch MD from cases developed Fall 2007

by Robert J Flaherty, MD MIDM/CREM course chair, Montana State)
Your Medical Practice: You are a Family Physician in Lewistown, MT. Your practice involves adult and adolescent medicine, pediatrics, obstetrics, gynecology and dermatology. You also do some surgery and orthopedics.

A. Exercise 1

Your patient, George DeWitt, asks you about a vaccine he has been hearing about, which is supposed to prevent shingles (herpes zoster). His wife, Sara, had a lot of with pain and post-herpetic neuralgia from trouble with a bout of shingles a couple of years ago, and George wonders if he should get this vaccine.

You find this abstract:

Oxman MN et al. A vaccine to prevent herpes zoster and postherpetic neuralgia in older adults. N Engl J Med. 2005 Jun 2;352(22):2271-84. PMID: 15930418 (Abstract modified for class use)
BACKGROUND: The incidence and severity of herpes zoster and postherpetic neuralgia increase with age in association with a progressive decline in cell-mediated immunity to varicella-zoster virus (VZV). We tested the hypothesis that vaccination against VZV would decrease the incidence, severity, or both of herpes zoster and postherpetic neuralgia among older adults. METHODS: We enrolled 38,546 adults 60 years of age or older in a randomized, double-blind, placebo-controlled trial of an investigational live attenuated Oka/Merck VZV vaccine ("zoster vaccine"). Herpes zoster was diagnosed according to clinical and laboratory criteria. The pain and discomfort associated with herpes zoster were measured repeatedly for six months. The primary end point was the burden of illness due to herpes zoster, a measure affected by the incidence, severity, and duration of the associated pain and discomfort. The secondary end point was the incidence of postherpetic neuralgia. RESULTS: More than 95 percent of the subjects continued in the study to its completion, with a median of 3.12 years of surveillance for herpes zoster. A total of 957 confirmed cases of herpes zoster (315 among 19,270 vaccine recipients (1.6%) and 642 among 19,276 placebo recipients (3.3%)) and 107 cases of postherpetic neuralgia (27 among vaccine recipients (0.1%) and 80 among placebo recipients (0.4%)) were included in the efficacy analysis. The use of the zoster vaccine reduced the burden of illness due to herpes zoster by 61.1 percent (P<0.001), reduced the incidence of postherpetic neuralgia by 66.5 percent (P<0.001), and reduced the incidence of herpes zoster by 51.3 percent (P<0.001). Reactions at the injection site were more frequent among vaccine recipients but were generally mild. CONCLUSIONS: The zoster vaccine markedly reduced morbidity from herpes zoster and postherpetic neuralgia among older adults.

Question: Which treatment statistics can you calculate:  RR, RRR, ARR, NNT, NNH?

Question: Using the PPICONSS approach, determine the relevance and validity of this article (Problem, Patient/Population, Intervention, Comparison, Outcomes, Numbers, Statistics). What can you tell George?
B. Exercise 2

Sheila Spencer has had borderline elevated blood pressure (prehypertension) for about a year. You know that antihypertensive drugs can effectively treat hypertension once it is fully developed. You wonder if there is a drug that would prevent Sheila from progressing into full-blown hypertension.

You find this abstract:

Julius S et al. Feasibility of treating prehypertension with an angiotensin-receptor blocker. N Engl J Med. 2006 Apr 20;354(16):1685-97. PMID: 16537662 (Abstract modified for class use)
BACKGROUND: Prehypertension is considered a precursor of stage 1 hypertension and a predictor of excessive cardiovascular risk. We investigated whether pharmacologic treatment of prehypertension prevents or postpones stage 1 hypertension. METHODS: Participants with repeated measurements of systolic pressure of 130 to 139 mm Hg and diastolic pressure of 89 mm Hg or lower, or systolic pressure of 139 mm Hg or lower and diastolic pressure of 85 to 89 mm Hg, were randomly assigned to receive two years of candesartan (Atacand, AstraZeneca) or placebo, followed by two years of placebo for all. When a participant reached the study end point of stage 1 hypertension, treatment with antihypertensive agents was initiated. Both the candesartan group and the placebo group were instructed to make changes in lifestyle to reduce blood pressure throughout the trial. RESULTS: A total of 409 participants were randomly assigned to candesartan, and 400 to placebo. Data on 772 participants (391 in the candesartan group and 381 in the placebo group; mean age, 48.5 years; 59.6 percent men) were available for analysis. During the first two years, hypertension developed in 154 participants (40.4%) in the placebo group and 53 (13.5%) of those in the candesartan group (relative risk reduction, 66.3 percent; P<0.001). After four years, hypertension had developed in 240 participants (63.0%) in the placebo group and 208 (53.2%) of those in the candesartan group (relative risk reduction, 15.6 percent; P<0.007). Serious adverse events occurred in 3.5 percent of the participants assigned to candesartan and 5.9 percent of those receiving placebo. CONCLUSIONS: Over a period of four years, stage 1 hypertension developed in nearly two thirds of patients with untreated prehypertension (the placebo group). Treatment of prehypertension with candesartan appeared to be well tolerated and reduced the risk of incident hypertension during the study period. Thus, treatment of prehypertension appears to be feasible.

Question: Which treatment statistics can you calculate:  RR, RRR, ARR, NNT, NNH?

Question: Using the PPICONSS approach, determine the relevance and validity of this article (Problem, Patient/Population, Intervention, Comparison, Outcomes, Numbers, Statistics). What should you do for Sheila?
C. Exercise 3

Your former college roommate has a young infant he has taken to the emergency room for vomiting from the stomach flu (gastroenteritis). He calls you on your cell phone to ask about the following abstract he found using his iPhone:

Freedman SB, Adler M, Seshadri R, Powell EC. Oral ondansetron for gastroenteritis in a pediatric emergency department. N Engl J Med. 2006 Apr 20;354(16):1698-705.

BACKGROUND: Vomiting limits the success of oral rehydration in children with gastroenteritis. We conducted a double-blind trial to determine whether a single oral dose of ondansetron, an antiemetic, would improve outcomes in children with gastroenteritis. METHODS: We enrolled 215 children 6 months through 10 years of age who were treated in a pediatric emergency department for gastroenteritis and dehydration. After being randomly assigned to treatment with orally disintegrating ondansetron tablets or placebo, the children received oral-rehydration therapy according to a standardized protocol. The primary outcome was the proportion who vomited while receiving oral rehydration. The secondary outcomes were the number of episodes of vomiting and the proportions who were treated with intravenous rehydration or hospitalized. RESULTS: As compared with children who received placebo, children who received ondansetron were less likely to vomit (14 percent vs. 35 percent; relative risk, 0.40; 95 percent confidence interval, 0.26 to 0.61), vomited less often (mean number of episodes per child, 0.18 vs. 0.65; P<0.001), had greater oral intake (239 ml vs. 196 ml, P=0.001), and were less likely to be treated by intravenous rehydration (14 percent vs. 31 percent; relative risk, 0.46; 95 percent confidence interval, 0.26 to 0.79). Although the mean length of stay in the emergency department was reduced by 12 percent in the ondansetron group, as compared with the placebo group (P=0.02), the rates of hospitalization (4 percent and 5 percent, respectively; P=1.00) and of return visits to the emergency department (19 percent and 22 percent, P=0.73) did not differ significantly between groups. CONCLUSIONS: In children with gastroenteritis and dehydration, a single dose of oral ondansetron reduces vomiting and facilitates oral rehydration and may thus be well suited for use in the emergency department. 

The following Table is in the paper

[image: image1.png]Table 3. Outcome Measures.*

Ondansetron  Placebo Group Relative Risk

Outcome Group (N=107) (N=107) (95%Clji P Valueg
Vomited during oral rehydration — no. (%) 15 (14) 37 35) 040 (0.26-061)  <0.001
Mean no. of vomiting episodes 018 065 030 (0.18-0.50)  <0.001
Vomiting episodes per patient — no. (%)

0 92 (86) 70 (65) <0001

1 12(11) 21 (20) 013

2 2(2) 7(7) 017

=3 1) 9 002
Intravenous rehydration — no. (%) 15 (14) 33(31) 046 (0.26-0.79)  0.003
Hospitalization — no. (%) 44 5(5) 080 (0.22-290) 100
Oral-rehydration fluid consumed — ml 239:112 19692 0001
Intravenous fluid administered — ml/kg 38:8.9 46291 0002
Length of stay in emergency department —min 106253 120163 002

* Plus—minus values are means +SD.
+ The adjusted relative risk is reported for dichotomous outcomes. Cl denotes confidence interval.
Il reported P values were adjusted as described in the text.





Question: Which treatment statistics can you calculate:  RR, RRR, ARR, NNT, NNH?

Question: Using the PPICONSS approach, determine the relevance and validity of this article (Problem, Patient/Population, Intervention, Comparison, Outcomes, Numbers, Statistics). What do you tell your ex-roommate?

D. Exercise 4

You are looking for information about treatment of nasal polyps and find the following document.

Oral steroids effective for nasal polyps

Clinical question

Are oral steroids effective in the management of nasal polyps? 

Bottom line

Fourteen days of oral prednisolone (50 mg daily) significantly improves nasal function scores and reduces polyp size. The duration of this benefit, however, is not clear. (Level of Evidence = 1b) 

Reference

Hissaria P, Smith W, Wormald PJ, et al. Short course of systemic corticosteroids in sinonasal polyposis: A double-blind, randomized, placebo-controlled trial with evaluation of outcome measures. J Allergy Clin Immunol 2006;118:128-133. 

Study design: Randomized controlled trial (double-blinded) 

Allocation: Concealed 

Setting: Outpatient (specialty) 

Synopsis

These investigators identified 41 adults, aged 18 years to 64 years, with symptomatic polyp disease diagnosed by nasendoscopy. Patients randomly received (concealed allocation assignment) prednisolone (50 mg) or matched placebo once daily for 14 days. Individuals assessing outcomes remained blinded to treatment group assignment. Follow-up occurred for more than 97% of patients for 14 days. Subscores from a cluster of 6 nasal symptoms (congestion, rhinorrhea, sneezing, hyposmia, postnasal discharge, and thick nasal debris) derived from a 31-item questionnaire assessing rhinosinusitis outcomes were reported at baseline and after 2 weeks of therapy. Using intention-to-treat analysis, a clinically significant (> 20%) improvement in scores occurred in 95% of prednisolone-treated patients, compared with 37% in the placebo group (number needed to treat = 2; 95% CI, 1-3). Polyp size as assessed by nasendoscopy was also significantly reduced. Insomnia occurred significantly more often in the prednisolone group, but other side effects were infrequent and not different between the treatment groups.
Question: Which treatment statistics can you calculate:  RR, RRR, ARR, NNT, NNH?

What does Level of Evidence = 1b mean? Hint: see slides from class 










































