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PREVENTIVE INDICATOR—ADULTS

BREAST CANCER SCREENING

	Indicator
	Percentage of eligible female patients screened at appropriate intervals for breast cancer

	Numerator
	Eligible female patients screened at appropriate intervals for breast cancer

	Denominator


	All female veterans using VHA (except those only receiving comp and pension examinations); all female DoD beneficiaries using the DoD health care system

NOTE: Exclude VHA/DoD patients currently under treatment.

	Definitions & Methodology

	· Eligible female patients meet PI sampling selection criteria, AND:

a) ages between 52 and 69

b) have not had bilateral mastectomy

· Screened for breast cancer: evidence of mammography performed; test done in the VAMC must have results in the medical record or Vista, with interpretation.  If done in the private sector or another VAMC, historical documentation in progress note that test performed with dates close enough to determine if accomplished in the qualifying time period, is sufficient.  It is strongly urged, findings as appropriate are also included in the documentation, e.g., “normal”.

· Every two years: during the period starting the 1st of the 24th month prior to “study interval” beginning date extending to EPRP pull list date.

· Annually: during the period starting the 1st of the 12th month prior to the “study interval” beginning date extended to EPRP pull list date.



	Rationale from

USPSTF 2nd   

Ed. (1996):
	In the U.S. in 1995, there were an estimated 182,000 new cases of breast cancer diagnosed and 46,000 deaths from this disease in women.  Approximately 32% of all newly diagnosed cancers in women are cancers of the breast, the most common cancer diagnosed in women.  The annual incidence of breast cancer increased 55% between 1950 and 1991.   For women, the estimated lifetime risk of dying from breast cancer is 3.6%.  Breast cancer is the leading contributor to cancer mortality in women ages 15-54, although 48% of new breast cancer cases and 56% of breast cancer deaths occur in women age 65 and over.  As the large number of women in the “baby boom” generation age, the number of breast cancer cases and deaths will increase substantially unless age-specific incidence and mortality rates decline.  

Routine screening for breast cancer every 1-2 years, with mammography alone or mammography and annual clinical breast examination (CBE), is recommended for women aged 50-69.  There is insufficient evidence to recommend for or against routine mammography or CBE for women aged 40-49 or aged 70 or older, although recommendations for high-risk women aged 40-49 and healthy women aged >70 may be made on other grounds.



	Reference

	http://odphp.osophs.dhhs.gov/pubs/guidecps/

	Task Force Ratings: Level of Evidence

	http://odphp.osphs.dhhs.gov/pubs/guidecps/
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Appendix I. Search Strategy Table

	Query
	Retrieved
	Excluded*
	Retained



	((((((((("breast"[MeSH Terms] OR breast[Text Word]) AND ("neoplasms"[MeSH Terms] OR cancer[Text Word])) AND ((("diagnosis"[Subheading] OR "mass screening"[MeSH Terms]) OR "diagnosis"[MeSH Terms]) OR screening[Text Word])) NOT (("drug therapy"[Subheading] OR "drug therapy"[MeSH Terms]) OR chemotherapy[Text Word])) AND Randomized Controlled Trial[ptyp]) AND English[Lang]) AND "adult"[MeSH Terms]) AND "human"[MeSH Terms]) AND ("1996"[PDat] : "2001"[PDat]))
	221


	211


	10




· Exclusions: Related to interventions/treatment/compliance/prognosis(115), Related to education/recruitment of patients & physicians (52), Not related to breast cancer (12), Not primary screening(11), Not new info.(8), Not RCT (5), Related to Breast Self Exam(5), Outcomes of Treatment(1), Duplicate (1), No Abstract(1-Kane)

Appendix II.  Table of Evidence 

	
	Intervention
	Source of Evidence
	QE
	R

	1
	In women aged 50-59 yrs., the addition of annual mammography screening to physical examination has no impact on breast cancer mortality.
	Miller et al., 2000
	I
	A

	2
	This study shows a 23% reduction in the breast cancer mortality in women 40-49 years due to screening < age 50.
	Larsson et al.,1997
	I
	A

	3
	With a two-year interscreening interval, the smaller and later effect of invitation to screening on breast cancer mortality in women 40-49 years old is due to the failure of screening to reduce mortality from grade 3 ductal carcinoma in this age group.
	Tabar et al.,1997
	I
	B

	4
	Digital mammography will become an acceptable diagnostic tool although improvement, especially in spatial resolution, is desirable.
	Perlet et al., 1998
	II-2
	B

	5
	The dose measurements show that the use of a higher tube potential with the grid mitigates the dose increase that may have been expected. The choice between these two techniques is therefore neither automatically made by greater cancer detection nor made on grounds of dose. 
	Warren and Duffy, 1997
	I
	B

	6
	Mammographic screening can reduce mortality from breast carcinoma in women ages < 50 years. The mortality reduction can be substantial if high quality mammography is used and an 18-month interscreening.
	Bjurstam et al., 1997
	I
	A

	7
	Larger studies are needed to answer the question whether mammographic screening can be successful in younger age groups.
	Frisell et al., 1997
	I
	B

	8
	Results suggest that menstruating women who have used hormones may have an increased risk of false-negative results for screening mammograms performed in the luteal phase of the menstrual cycle. This requires further study.
	Baines et al., 1997
	I
	B


References:
1. Miller AB, To T, Baines CJ, Wall C. Canadian National Breast Screening Study-2: 13-year results of a randomized trial in women aged 50-59 years.  J Natl Cancer Inst. 2000 Sep 20;92(18):1490-9.
2. Larsson LG, Andersson I, Bjurstam N, Fagerberg G, Frisell J, Tabar L, Nystrom L.  Updated overview of the Swedish Randomized Trials on Breast Cancer Screening with Mammography: age group 40-49 at randomization. J Natl Cancer Inst Monogr. 1997;(22):57-61.
3. Tabar L, Chen HH, Fagerberg G, Duffy SW, Smith TC.  Recent results from the Swedish Two-County Trial: the effects of age, histologic type, and mode of detection on the efficacy of breast cancer screening.  J Natl Cancer Inst Monogr. 1997;(22):43-7.  
4. Thurfjell E, Thurfjell MG, Egge E, Bjurstam N.  Sensitivity and specificity of computer-assisted breast cancer detection in mammography screening.  Acta Radiol. 1998 Jul;39(4):384-8.
5. Jansen RH, Joosten-Achjanie SR, Arends JW, Volovics A, Hupperets PS, Schouten HC, Hillen HF.  CD44v6 is not a prognostic factor in primary breast cancer.  Ann Oncol. 1998 Jan;9(1):109-11.
6. Perlet C, Becker C, Sittek H, Pistitsch C, Jager L, Kessler M, Reiser M.  A comparison of digital luminescence mammography and conventional film - screen system: preliminary results of clinical evaluation.  Eur J Med Res. 1998 Mar 23;3(3):165-71.
7. Warren RM, Duffy S.  A comparison of the effectiveness of 28 kV (grid) versus 25 kV (no grid) mammographic techniques for breast screening.  Br J Radiol. 1997 Oct;70(838):1022-7.
8. Bjurstam N, Bjorneld L, Duffy SW, Smith TC, Cahlin E, Eriksson O, Hafstrom LO, Lingaas H, Mattsson J, Persson S, Rudenstam CM, Save-Soderbergh J.  The Gothenburg breast screening trial: first results on mortality, incidence, and mode of detection for women ages 39-49 years at randomization.  Cancer. 1997 Dec 1;80(11):2091-9.
9. Frisell J, Lidbrink E, Hellstrom L, Rutqvist LE.  Followup after 11 years--update of mortality results in the Stockholm mammographic screening trial.  Breast Cancer Res Treat. 1997 Sep;45(3):263-70.
10. Baines CJ, Vidmar M, McKeown-Eyssen G, Tibshirani R.  Impact of menstrual phase on false-negative mammograms in the Canadian National Breast Screening Study Cancer. 1997 Aug 15;80(4):720-4.
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Canadian National Breast Screening Study-2: 13-year results of a randomized trial in women aged 50-59 years.

Miller AB, To T, Baines CJ, Wall C.

Department of Public Health Sciences, University of Toronto, Canada. A.Miller@DKFZ-Heidelberg.de

BACKGROUND

Screening for breast cancer with mammography in women aged 50 years or more has been shown to reduce mortality from breast cancer. However, the extent to which mammography contributes to the reduction of mortality in women who also undergo physical examination of the breasts is not known. This study was designed to compare breast cancer mortality following annual screening consisting of two-view mammography and physical examination of the breasts with mortality following annual screening by physical examination only. Breast self-examination was taught to all participants. 

METHODS

This trial randomly and individually assigned 39 405 women aged 50-59 years, recruited from January 1980 through March 1985, to one of the study arms. The women were followed by record linkage with the Canadian National Cancer Registry and National Mortality Database to December 31, 1993, and by active follow-up of breast cancer patients to June 30, 1996. 

RESULTS

Randomization achieved virtually equal distribution of demographic and breast cancer risk variables. At the first annual screen, 21% of the cancers found by mammography alone (in the mammography plus physical examination group) were 20 mm or more in size compared with 46% of those found by physical examination in the mammography plus physical examination group and 56% in the physical examination-only group. The corresponding percentages for screens 2-5 were 10%, 42%, and 50%, respectively. Screening detected 267 invasive breast cancers in the mammography plus physical examination group compared with 148 in the physical examination-only group. By December 31, 1993, 622 invasive and 71 in situ breast carcinomas were ascertained in the mammography plus physical examination group, and 610 and 16 were ascertained in the physical examination-only group. At 13-year follow-up, with 107 and 105 deaths from breast cancer in the respective groups, the cumulative rate ratio was 1.02 (95% confidence interval = 0.78-1.33). 

CONCLUSION
In women aged 50-59 years, the addition of annual mammography screening to physical examination has no impact on breast cancer mortality.


Publication Types: 
· Clinical trial 

· Multicenter study 

· Randomized controlled trial 


PMID: 10995804 [PubMed - indexed for MEDLINE] 
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Updated overview of the Swedish Randomized Trials on Breast Cancer Screening with Mammography: age group 40-49 at randomization.

Larsson LG, Andersson I, Bjurstam N, Fagerberg G, Frisell J, Tabar L, Nystrom L.

Department of Oncology, Umea University, Sweden.

The purpose of this overview is to estimate more precisely the long-term effect of mammography screening by adding four more years of follow-up to women aged 40-49 years in the four Swedish trials on mammography screening. Data from the four, trials were merged and linked to the Swedish Cancer and Cause of Death Register for 1958-1993 and 1951-1993 respectively to identify date of breast cancer diagnosis and cause and date of death. The invited and control groups comprised 48,569 and 40,247 women respectively. At the December 1993 follow-up, 602 and 482 breast cancer cases were identified in the two groups respectively, of which 104 and 111 had breast cancer as the underlying cause of death. This corresponds to a relative risk (RR) of 0.77 (95% CI: 0.59-1.01) for the two groups. In the 40-44 age group at randomization, 94% of breast cancer patients in the study and 89% in the control group were diagnosed before the age of 50; however, among breast cancer deaths in this age group, only two in the invited and five in the control group died after age 50. At follow-up of women 40-44 years at randomization 208 women in the invited and 184 in the control group were reported to the Cancer registry with breast cancer. Out of these 195 (94%) and 163 (89%) respectively were reported before the age of 50. Further, the relative risk for the age group 40-44 years at randomization by age at follow-up was 1.11, 0.51 and 0.46 for the age groups 45-49, 50-54, and 55-59 at follow-up. This study shows a 23% reduction in the breast cancer mortality in women 40-49 years at randomization achieved from a median trial time of 7.0 years, a median follow-up time of 12.8 years, and a screening interval of 18-24 months. Almost all of the effect in the 40-44 year age group at randomization was due to screening before the age of 50.
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Recent results from the Swedish Two-County Trial: the effects of age, histologic type, and mode of detection on the efficacy of breast cancer screening.

Tabar L, Chen HH, Fagerberg G, Duffy SW, Smith TC.

Department of Mammography, Central Hospital, Cambridge, UK.


The effect of mammographic screening in reducing mortality from breast cancer is known to be smaller and more delayed in women aged 40-49 than in women over 50. In this study, we investigated how these phenomena relate to histology-specific breast cancer incidence and mortality. The data are from 2,468 women with breast cancer who participated in the Swedish Two-County Trial. The overall relative breast cancer mortality of invited to noninvited women aged 40-49 was 0.87, and the relative mortality from poorly differentiated (grade 3) ductal carcinoma was 0.95. These results were not statistically significant. The corresponding relative risks for invited women aged 50-74 were a statistically significant 0.65 and 0.61. We conclude that in this trial, with a two-year interscreening interval, the smaller and later effect of invitation to screening on breast cancer mortality in women 40-49 years old is due to the failure of screening to reduce mortality from grade 3 ductal carcinoma in this age group.
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The Canadian National Breast Screening Study: update on breast cancer mortality.

Miller AB, To T, Baines CJ, Wall C.

National Breast Screening Study, Department of Public Health Sciences, University of Toronto, Canada.

The Canadian National Breast Screening Study (CNBSS), conducted on women age 40-49, was designed to evaluate the efficacy of combined annual mammography and physical examination of the breasts in reducing breast cancer mortality in comparison to usual care (UC) controls. From January 1980 through March 1985, 25,214 women were individually randomized to the mammography/physical exam (MP) arm and 25,216 to the UC. The integrity of the randomization has been reviewed and confirmed to be unbiased. During an average, follow-up of 10.5 years from entry (range: 8.75-13 years), 82 women died from breast cancer in the MP arm and 72 in the UC, for a rate ratio of 1.14 (95% confidence interval: 0.83-1.56). All-cause mortality was almost identical comparing the two groups; the nonsignificant excess of breast cancer deaths in the MP arm was balanced by an excess of other cancer deaths in the UC arm.
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Sensitivity and specificity of computer-assisted breast cancer detection in mammography screening.

Thurfjell E, Thurfjell MG, Egge E, Bjurstam N.

Department of Diagnostic Radiology, Uppsala University Hospital, Sweden.

PURPOSE
To evaluate a system of computer-assisted diagnosis (CAD) in mammography. 

MATERIAL AND METHODS
A sample of 120 sets of two-view mammograms was examined by an expert screener, a screening radiologist, a clinical radiologist, and a CAD system. The screening and clinical radiologists examined the mammograms twice, first without and then with the help of CAD. The sample consisted of first-round screening films from a two-round population-based screening, and comprised: 32 women in whom breast cancer was detected at the first screening; 10 with cancer detected during the screening interval; 32 with cancer detected at the second screening; and 46 with normal mammograms at both screenings. 

RESULTS

The expert screener, the screening radiologist, the clinical radiologist, and the CAD system detected respectively 44, 41, 34 and 37 cancers. Their respective specificities were 80%, 83%, 100% and 22%. With the help of CAD, the screening radiologist detected 1 additional cancer and the clinical radiologist detected 3; their respective specificities were 80% and 100%. 

CONCLUSION

The sensitivity of the CAD system was satisfactory. The two radiologists helped by CAD achieved a modest increase in sensitivity with unaffected specificity. However, the CAD system by itself had a very low specificity and it needs improvement before it can be useful in mammographic screening.
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CD44v6 is not a prognostic factor in primary breast cancer.

Jansen RH, Joosten-Achjanie SR, Arends JW, Volovics A, Hupperets PS, Schouten HC, Hillen HF.

Department of Internal Medicine, University Hospital Maastricht, The Netherlands.

BACKGROUND
CD44 is an adhesion molecule and represents a highly variable family of isoforms. The isoform CD44v6 has been associated with metastasis formation and poor prognosis in animal models and human colon cancer. Results of studies in primary breast cancer are relatively small and contradictory.

PATIENTS AND METHODS
The immunohistochemical expression of CD44v6 was studied in a series of 338 patients with primary breast tumours, uniformly staged and treated in a single center with a long median follow-up of 128 months. The prognostic significance of CD44v6 as well as the correlation with several clinicopathological features were analysed. RESULTS: Two hundred nineteen of 338 (64.8%) of the breast cancer were CD44v6-positive (> 5% of tumour cells with positive staining). CD44v6 expression had no value for prognosticating disease-free or overall survival at this or any other cut-off point. 

CONCLUSION
CD44v6 expression is not a prognostic factor in primary breast cancer.
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A comparison of digital luminescence mammography and conventional film - screen system: preliminary results of clinical evaluation.

Perlet C, Becker C, Sittek H, Pistitsch C, Jager L, Kessler M, Reiser M.

Institute of Diagnostic Radiology, LMU Muenchen, Klinikum Grosshadern, Marchioninistrasse 15, Munich, D-81377, Germany.

The objective of this study was to determine if digital luminescence mammography can be used as a diagnostic tool. We investigated twenty-two patients with mammographically suspicious findings using a conventional film-screen system and a digital phosphor storage plate in order to compare these two techniques. Four radiologists experienced in mammography reviewed each pair of images. Our results indicate that detectability of microcalcifications and solid masses with digital systems is superior to conventional film-screen mammography due to the increased contrast enhancement associated with digital systems. We did, however, find that characterization of morphological details is inferior with the digital system, presumably due to reduced spatial resolution. In addition, we found no statistically significant difference in the differentiation of benign from malignant lesions with both techniques. The accuracy of mammographic diagnosis was investigated in a receiver operating characteristic study and similar values were found with both techniques. Our results indicate that digital mammography will become an acceptable diagnostic tool although improvement, especially in spatial resolution, is desirable.
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A comparison of digital luminescence mammography and conventional film - screen system: preliminary results of clinical evaluation.

Perlet C, Becker C, Sittek H, Pistitsch C, Jager L, Kessler M, Reiser M.

Institute of Diagnostic Radiology, LMU Muenchen, Klinikum Grosshadern, Marchioninistrasse 15, Munich, D-81377, Germany.

The objective of this study was to determine if digital luminescence mammography can be used as a diagnostic tool. We investigated twenty-two patients with mammographically suspicious findings using a conventional film-screen system and a digital phosphor storage plate in order to compare these two techniques. Four radiologists experienced in mammography reviewed each pair of images. Our results indicate that detectability of microcalcifications and solid masses with digital systems is superior to conventional film-screen mammography due to the increased contrast enhancement associated with digital systems. We did, however, find that characterization of morphological details is inferior with the digital system, presumably due to reduced spatial resolution. In addition, we found no statistically significant difference in the differentiation of benign from malignant lesions with both techniques. The accuracy of mammographic diagnosis was investigated in a receiver operating characteristic study and similar values were found with both techniques. Our results indicate that digital mammography will become an acceptable diagnostic tool although improvement, especially in spatial resolution, is desirable.
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A comparison of the effectiveness of 28 kV (grid) versus 25 kV (no grid) mammographic techniques for breast screening.

Warren RM, Duffy S.

Epping Breast Screening Service, Epping CM16 6TN, Cambridge, UK.

The purpose of this study was to compare the clinical effectiveness of breast screening using a mammographic technique of 25 kV without a grid, with one of 28 kV with a grid. Effectiveness is judged by cancer detection, interval cancer rates, sensitivity and specificity calculations and tumour characteristics. The doses on standard physics tests given by the three machines when these exposure factors are selected were compared to see whether there is any scientific basis for recommendations on which is the more effective technique. The experiment was undertaken in the prevalence round of a screening programme set up in the UK in 1987. The main comparison is on 25,078 women randomized to one or other technique after March 1989. Comparison can also be made with the preceding 8482 women, who were examined by the 25 kV method, but not randomized and in whom there were a variety of other differences. In the randomized group there was no statistically significant difference in cancer detection. A minor difference in overall numbers without statistical significance was seen in favour of the 28 kV grid technique, but is offset by a greater interval cancer rate in this group. Small cancer detection was equal in the two groups. By contrast, the first 8482 women showed significantly worse screening performance, both in lower overall and small cancer detection rate, and in increased number of interval cancers, for which the explanation is likely to be complex. The dose measurements show that the use of a higher tube potential with the grid mitigates the dose increase that may have been expected. The choice between these two techniques is therefore neither automatically made by greater cancer detection nor made on grounds of dose. There was a minor dose penalty in using the 28 kV technique with grid.
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The Gothenburg breast screening trial: first results on mortality, incidence, and mode of detection for women ages 39-49 years at randomization.

Bjurstam N, Bjorneld L, Duffy SW, Smith TC, Cahlin E, Eriksson O, Hafstrom LO, Lingaas H, Mattsson J, Persson S, Rudenstam CM, Save-Soderbergh J.

Department of Diagnostic Radiology, Sahlgrens University Hospital, Gothenburg, Sweden.

BACKGROUND
The effect of mammography screening on breast carcinoma mortality in women ages < 50 years remains unclear. 

METHODS
A randomized trial of invitation to breast carcinoma screening with mammography was performed in the city of Gothenburg, Sweden. The purpose was to estimate the effect of mammographic screening on breast carcinoma mortality in women ages < 50 years. Randomization was initially by day-of-birth cluster (18% of subjects), and subsequently by individual (82% of subjects). Between September 1983 and April 1984, 11,724 women ages 39-49 years were randomized to the study group. This group was invited to mammographic screening every 18 months. Two-view mammography was used at each screen unless the density of the breast at the previous screen indicated that single view was adequate. Fourteen thousand two hundred and seventeen women in the same age range were randomized to a control group that was not invited to undergo screening until the fifth screen of the study group (between 6 and 7 years after randomization). Women with breast carcinoma diagnosed up to the time immediately after the first screen of the control group were followed for death from breast carcinoma until the end of December 1994. 

RESULTS
A 45% reduction in mortality from breast carcinoma was observed in the study group compared with the control group (relative risk [RR] = 0.55, P = 0.035, 95% confidence interval [CI], 0.31-0.96). A conservative estimate based on removal of the tumors detected at the first screen of the control group gave a mortality reduction of 44% (RR = 0.56, P = 0.046, 95% CI, 0.31-0.99). In both cases, the effect was statistically significant.

CONCLUSIONS

Mammographic screening can reduce mortality from breast carcinoma in women ages < 50 years. The mortality reduction can be substantial if high quality mammography is used and an 18-month interscreening interval is strictly adhered to.
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Followup after 11 years--update of mortality results in the Stockholm mammographic screening trial.

Frisell J, Lidbrink E, Hellstrom L, Rutqvist LE.

Department of Surgery, Sodersjukhuset, Stockholm, Sweden.

Results from several randomised mammography screening trials have shown that it is possible to reduce mortality in breast cancer by mammographic screening at least for women above 50 years of age. The purpose of this article is to present data on mortality in breast cancer in study and control groups of the Stockholm trial after 11 years of followup, to analyse which age group benefits most from screening. In March 1981, 40,318 women in Stockholm, aged 40 through 64 years, entered a randomized trial of breast cancer screening by single view mammography alone, versus no intervention in a control group of 20,000 women. Two screening rounds were performed and the attendance rate was over 80% in the two rounds. During 1986 the control group was invited once to screening. Totally 428 and 217 cases of breast cancer were diagnosed in the study and control groups respectively. After a mean follow-up of 11.4 years a nonsignificant mortality reduction of 26% was observed for the whole study group, with a relative risk (RR) of death in breast cancer of 0.74 (CI(confidence interval) = 0.5-1.1). For women aged 50-64 years a significant 38% mortality reduction was observed with a RR of 0.62 (CI = 0.38-1.0). For women aged 40-49 years no effect on mortality was found, with a RR of death in breast cancer of 1.08 (CI = 0.54-2.17). The breakpoint for benefit in this study seemed to be at 50 years of age when 5-year age groups were analysed, but this tendency is uncertain because of the low statistical power in the analysis of the younger age groups. Long screening intervals, the use of single-view mammography, and the fact that more than 50% of the women in age group 40-49 years were still below 50 years of age when the study was closed, were all facts that could have influenced the results in age group 40-49 years. Larger studies are needed to answer the question whether mammographic screening can be successful in younger age groups.
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Impact of menstrual phase on false-negative mammograms in the Canadian National Breast Screening Study.

Baines CJ, Vidmar M, McKeown-Eyssen G, Tibshirani R.

Department of Public Health Sciences, Faculty of Medicine, University of Toronto, Ontario, Canada.

BACKGROUND

The efficacy of breast carcinoma screening should be enhanced if false-negative mammography were reduced. Prospectively collected data from the Canadian National Breast Screening Study were used to examine whether menstrual cycle phase was associated with false-negative outcomes for mammographic screening. 

METHODS
Of 8887 women ages 40-44 years at the onset of screening, randomized to receive annual mammography and clinical breast examination, reporting menstruation no more than 28 days prior to their screening examination, and with a valid radiologic report, 1898 had never used oral contraceptives or replacement estrogen with or without progesterone. The remainder were past (6573) and current (416) estrogen users. Similar selection criteria were applied at subsequent screens. The distribution of false-negative and false-positive mammography in relation to true-negative and true-positive mammography was examined with respect to the follicular (Days 1 to 14) and luteal (Days 15-28) menstrual phases. 

RESULTS

Comparing luteal with follicular mammograms in 6989 patients who ever used estrogen, the unadjusted odds ratio (2-sided P-values) for false-negatives versus true-negatives was 2.16 (0.05) and the adjusted odds ratio was 1.47 (0.05). In 1898 never-users, parallel odds ratios for luteal false-negatives were 0.55 (1.0) and 0.74 (1.0), respectively.

CONCLUSIONS

These results suggest that menstruating women who have used hormones may have an increased risk of false-negative results for screening mammograms performed in the luteal phase of the menstrual cycle. An increased risk of false-negative mammography might adversely affect screening efficacy. The impact of menstrual phase on mammographic interpretation, especially for women who ever used hormones, requires further investigation.
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RECOMMENDATION

Routine screening for breast cancer every 1-2 years, with mammography alone or mammography and annual clinical breast examination (CBE), is recommended for women aged 50-69. There is insufficient evidence to recommend for or against routine mammography or CBE for women aged 40-49 or aged 70 and older, although recommendations for high-risk women aged 40-49 and healthy women aged >=70 may be made on other grounds (see Clinical Intervention). There is insufficient evidence to recommend for or against the use of screening CBE alone or the teaching of breast self-examination. 
Burden of Suffering

In the U.S. in 1995, there were an estimated 182,000 new cases of breast cancer diagnosed and 46,000 deaths from this disease in women.1 Approximately 32% of all newly diagnosed cancers in women are cancers of the breast, the most common cancer diagnosed in women.1 The annual incidence of breast cancer increased 55% between 1950 and 1991.2 The incidence in women during the period 1987-1991 was 110/100,000.2 In 1992, the annual age-adjusted mortality from breast cancer was 22/100,000 women.3 The age-adjusted mortality rate from breast cancer has been relatively stable over the period from 1930 to the present.1,2 For women, the estimated lifetime risk of dying from breast cancer is 3.6%.2 Breast cancer resulted in 2.2 years of potential life lost before age 65 per 1,000 women under age 65 in the U.S. during 1986-1988.4 This rate was surpassed only by deaths resulting from motor vehicle injury and infections. Breast cancer is the leading contributor to cancer mortality in women aged 15-54,1 although 48% of new breast cancer cases and 56% of breast cancer deaths occur in women age 65 and over.2 As the large number of women in the "baby boom" generation age, the number of breast cancer cases and deaths will increase substantially unless age-specific incidence and mortality rates decline. 

Important risk factors for breast cancer include female gender, residence in North America or northern Europe, and older age.5 In American women, the annual incidence of breast cancer increases with age: 127 cases/100,000 for women aged 40-44; 229/100,000 for women aged 50-54; 348/100,000 for women aged 60-64; and 450/100,000 for women aged 70-74.2 The risk for a woman with a family history of breast cancer in a first-degree relative is increased about 2-3-fold, and for women under 50 it is highest when the relative had premenopausally diagnosed breast cancer.6-9 Women with previous breast cancer or carcinoma in situ and women with atypical hyperplasia on breast biopsy are also at significantly increased risk.6,7,10-12 Other factors associated with increased breast cancer risk include a history of proliferative breast lesions without atypia on breast biopsy, late age at first pregnancy, nulliparity, high socioeconomic status, and a history of exposure to high-dose radiation.6,7,10-12 Associations between breast cancer and oral contraceptives, long-term estrogen replacement therapy, obesity, and a diet high in fat have been suggested, but causal relationships have not been established.6,7,13,14 

Accuracy of Screening Tests

The three screening tests usually considered for early detection of breast cancer are clinical breast examination (CBE), x-ray mammography, and breast self-examination (BSE). Estimates of the sensitivity and specificity of these maneuvers depend on a number of factors, including the size of the lesion, the characteristics of the breast being examined, the age of the patient, the extent of follow-up to identify false negatives, the skill and experience of the examiner or radiographic interpreter, and (in the case of mammography) the quality of the mammogram. Because multiple clinical trials have demonstrated the effectiveness of screening, measures of screening test performance (such as sensitivity and specificity) are primarily helpful in comparing trials, screening programs, and community practice. Uniform definitions, however, are necessary for such comparisons. For example, different studies may use similar definitions of sensitivity, such as the number of screen-detected cancers compared to the total of screen-detected cancers plus interval cancers, but one may use a fixed interval (e.g., 12 months)15 and another a variable interval (e.g., time to next screen),16 making direct comparisons difficult. The ability to detect interval cancers may also vary and will affect such estimates. 

A review17 of the current clinical trial data, published and unpublished, summarized screening test performance for mammography using uniform definitions. Sensitivity of mammography did not dramatically differ across the trials. Estimates from three Swedish trials using mammography alone averaged about 75%, while estimates for mammography combined with CBE ranged from 75% in the Health Insurance Plan of Greater New York (HIP) to 88% in the Edinburgh trial and the Canadian National Breast Cancer Screening Study in women aged 50-59 (NBSS 2). Specificity estimates ranged from 98.5% in the HIP trial to 83% in the Canadian NBSS 2. Sensitivity estimates for mammography alone and for combined screening with CBE have generally been 10-15% lower for women aged 40-49 compared with women greater than age 50.15,17-19 Preliminary results from two North American demonstration projects suggest improved sensitivity of mammography, especially for women in their forties, with current mammographic techniques.20 Significant variations in interpreter performance have also been observed.21-23 In the Canadian trials, agreement was about 50% beyond that attributable to chance between radiologists at five screening centers and a single reference radiologist.21 

The effectiveness of CBE alone has not been evaluated directly, but comparisons of the sensitivity and specificity of this maneuver to that of mammography can be considered. The Canadian NBSS 2 was designed to assess the incremental value of mammography above a careful, thorough (5-10 minutes) CBE.24,25 Preliminary results showing no incremental benefit highlighted the fact that higher sensitivity (88% for mammography plus CBE vs. 63% for CBE alone)17 may not guarantee improved effectiveness. Specificity was comparable or slightly better for CBE alone. Sensitivity of CBE for women aged 40-49 (Canadian NBSS 1) was about 10% lower at initial screen compared to the estimate for women aged 50-59 (Canadian NBSS 2).26 Specificity estimates were similarly lower for younger women. 
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PREVENTIVE INDICATOR—ADULTS

CERVICAL CANCER SCREENING

	Indicator
	Percentage of patients screened every three years for cervical cancer


	Numerator
	Eligible patients screened every 3 years for cervical cancer


	Denominator

	All FEMALE veterans using VHA (except those only receiving comp & pension examinations): all FEMALE DoD beneficiaries using DoD health care system 

	Definitions & Methodology

	· Eligible female patients meet PI sampling selection criteria AND Female with cervix (exclude hysterectomy) AND under age 65.

· Screened for cervical cancer: evidence of Pap smear performed; test done in the VAMC must have results (interpretation) in the Medical record (e.g. H&P, Progress Note, Problem List) or Vista (e.g. lab package with interpretation). If test was done in the private sector, or another VAMC, historical documentation in progress note that test was performed is sufficient, but must be documented closely enough to judge whether done within the 36 month window.  It is strongly urged, findings as appropriate are also included in the documentation, e.g., “normal”.

Liquid-based cytology provides a more sensitive cervical cancer-screening test. Liquid-based cytology combined with reflex HPV testing would facilitate an 12-18 month reduction in time required to triage women with equivocal/atypical squamous cells of undetermined significance (ASCUS) results to definitive colposcopically directed diagnostic procedures.

· Every three years: during the period starting the 1st day of the 36th month prior to “study interval” beginning date extending to EPRP pull list date. 

	Rationale 
	Approximately 16,000 new cases of cervical cancer are diagnosed each year, with about 4,800 deaths annually.  The lifetime risk of dying from cervical cancer in the U.S is 0.3%.  Although the five-year survival rate is about 90% for persons with localized cervical cancer, it is considerably lower (about 14%) for persons with advanced (Stage IV) disease.  The incidence of invasive cervical cancer has decreased significantly over the past 40 years, due in large part organized early detection programs.  Although all sexually active women are at risk for cervical cancer, the disease is more common among women of low socioeconomic status, those with a history of multiple sex partners or early onset of sexual intercourse, and smokers.  The incidence of invasive cervical cancer among young white women has increased recently in the United States.  Infection with human immunodeficiency virus (HIV) and certain types of human papilloma virus (HPV) also increases the risk of cervical cancer (USPSTF 2nd   Ed., 1996).


Pap test screening is recommended at least every three years until age 65.  Declines in cervical cancer incidence and mortality reported in the United States since the 1950s have been attributed to early detection and treatment of precancerous and cancerous lesions through the use of Papanicolaou (Pap) test.  All women who are or have been sexually active should have regular Pap tests.  Testing should begin at the age when the woman first engages in sexual intercourse.  Adolescents whose sexual history is thought to be unreliable should be presumed to be sexually active at age 18.  There is little evidence that annual screening achieves better outcomes than screening every 3 years.  Pap tests should be performed at least every three years.  The interval for each patient should be recommended by the physician based on risk factors (e.g. early onset of sexual intercourse, history of multiple sex partners, low socioeconomic status). Women infected with human immunodeficiency virus require more frequent screening according to established guidelines.  There is insufficient evidence to recommend for or against an upper age limit for 


	Rationale (cont.):
	Pap testing, but recommendation can be made on other grounds to discontinue regular testing after 65 years of age in women who have had regular previous screening with consistently normal results.  Women who have undergone a hysterectomy in which the cervix was removed do not require Pap testing, unless the hysterectomy was performed because of cervical cancer or its precursors (USPSTF 2nd   Ed., 1996)..

Liquid-based cytology is the latest technology for cervical cancer screening. Liquid-based cytology removes obscuring material such as blood, mucus and inflammatory cells in an automated fashion and has been associated with a 50% reduction in screening errors1 and a 93% improvement in specimen adequacy 2.  The sensitivity of conventional Pap smear is 51%3.  The sensitivity for liquid-base cytology specimen is 85%4.  The increase in test sensitivity with LBC is well validated and translates into an increased ability to detect lower grade lesions, (i.e. an ability to detect cervical pre-cancer instead of treating cervical cancer). Replacement of the conventional pap smear with LBC for all cervical cancer screening and the implementation of HPV reflex testing for all equivocal results significantly decreases the cervical cancer rate while compressing the triage of equivocal Pap smears to a single visit.5 The decreased rate of cervical cancer is accomplished through a reduction of false negative results of up to 60%, 6 and a decrease in inconclusive results by up to 90%. 7  Reports of increased LSIL detection range between 43% and 267%. 8,9 In summary, liquid-based cytology provides a more sensitive cervical cancer-screening test. Liquid-based cytology combined with reflex HPV testing would facilitate an 12-18 month reduction in time required to triage women with equivocal/ASCUS results to definitive colposcopically directed diagnostic procedures.  
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4 Solomon D, Schiffman M, Tarrone R. Comparison of three management strategies for patients with atypical squamous cells of undetermined significance: baseline results from a randomized trial. Journal of the National Cancer Institute. 2001;93:293-299.
5 Manos MM et al: Identifying women with cervical neoplasia using HPV DNA testing for equivocal Papanicolaou results. JAMA 1999;281: 1605-10.

6 Sprenger E et al., The false negative rate in cervical cytology: comparison of monolayers to conventional smears. Acta Cytol 1996;40: 81-9.
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	Task Force Ratings: Level of Evidence
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Appendix I. Search Strategy Table

	Query
	Retrieved
	Excluded*
	Retained



	((((((((((cervical[All Fields] AND ((("diagnosis"[Subheading] OR "mass screening"[MeSH Terms]) OR "diagnosis"[MeSH Terms]) OR screening[Text Word])) AND ("prevention and control"[Subheading] OR prevention[Text Word])) NOT (("surgery"[Subheading] OR "surgery"[MeSH Terms]) OR surgery[Text Word])) NOT ("labor"[MeSH Terms] OR labor[Text Word])) AND Randomized Controlled Trial[ptyp]) AND English[Lang]) AND "adult"[MeSH Terms]) AND "human"[MeSH Terms]) AND "female"[MeSH Terms]) AND ("1996"[PDat] : "2001"[PDat]))


	31


	29


	2




· Exclusions: Screening recruitment/follow-up (13 ); Related to Contraception(4 ), Other risk behavior/disease education/prevention/treatment (10), Related to Technique (2 )

Appendix II.  Table of Evidence 

	
	Intervention
	Source of Evidence
	QE
	R

	1
	Urgent care visits opportunities to perform Pap tests as women unlikely to adhere to screening schedules.
	Batal et al., 2000
	I
	A

	2
	Cognitive strategies lead to greatest improvement in compliance with F/U of abnormal Pap smears.
	Yabroff et al., 2000
	I
	A
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Cervical cancer screening in the urgent care setting.

Batal H, Biggerstaff S, Dunn T, Mehler PS.

Urgent Care Clinic at Denver Health and Department of Medicine at the University of Colorado Health Sciences Center, Denver 80204, USA. hbatal@dhha.org

OBJECTIVE

To determine the feasibility of cervical cancer screening in an urgent care clinic. DESIGN: Prospective randomized trial. 

SETTING

Public teaching hospital.

PATIENTS

Women presenting to the urgent care clinic whose evaluation necessitated a pelvic examination were eligible for participation. Women who had a hysterectomy, had a documented Pap test at our institution in the past year, did not speak English or Spanish, or had significant vaginal bleeding were excluded. Women presenting to the gynecology clinic for a scheduled Pap test were used as a comparison group for rates of follow-up, Pap smear adequacy, and Pap smear abnormalities. 

INTERVENTIONS

Women randomized to the intervention group had a Pap test performed as part of their pelvic examination, while women in the usual care group were encouraged to schedule an appointment in the gynecology clinic at a later date. The women in the two groups completed identical questionnaires regarding cervical cancer risk factors and demographic information. 

MEASUREMENTS AND MAIN RESULTS

Ninety-four (84.7%) of 111 women in the intervention group received a Pap test, as compared with 25 (29%) of 86 in the usual care group (P <.01). However, only 5 (24%) of 21 women with abnormal Pap smears in the intervention group received follow-up compared with 6 (60%) of 10 women seen during the same time period in the gynecology clinic for self-referred, routine annual examinations (P =.11). Pap smears obtained in the urgent care clinic were similar to those in the gynecology clinic with regard to abnormality rate (22.3% vs 20%; P =.75, respectively) and specimen adequacy (67% vs 72%; P =.54, respectively). 

CONCLUSIONS

Urgent care clinic visits can be used as opportunities to perform Pap test screening in women who are unlikely to adhere to cervical cancer screening recommendations. However, to accrue the full potential benefit from this intervention, an improved process to ensure patient follow-up must be developed.
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Effectiveness of interventions to improve follow-up after abnormal cervical cancer screening.

Yabroff KR, Kerner JF, Mandelblatt JS.

MEDTAP International, Bethesda, Maryland, USA.

OBJECTIVE
The purpose of this study was to determine the effectiveness of interventions designed to improve follow-up after an abnormal Pap smear. 

METHODS

We performed a qualitative meta-analysis of interventions designed to improve follow-up after an abnormal Pap smear and included studies that met the following criteria: randomized or concurrently controlled study design, defined outcomes, and data available for abstraction. Interventions were classified as behavioral, cognitive, sociologic, or combined strategies (e.g., behavioral and cognitive). Abnormal Pap smears were defined as any test result requiring additional follow-up. Effectiveness was measured by the rate of compliance with recommended follow-up.

RESULTS

Twenty-two interventions in 10 studies met the inclusion criteria. Cognitive interventions utilizing interactive telephone counseling were the most effective, improving compliance by 24 to 31%. Behavioral interventions, such as patient reminders, were also effective, increasing follow-up by up to 18%. Not all of these results achieved statistical significance. The single sociologic intervention we identified used video-taped peer discussions to provide a message about abnormal Pap smears and appropriate follow-up. This intervention was not associated with increased follow-up after an abnormal test. The effectiveness of interventions using multiple types of strategies to improve follow-up was inconsistent. 

CONCLUSIONS

Cognitive strategies led to the greatest improvement in compliance with follow-up of abnormal Pap smear screening tests. Extension of similar interventions to follow-up of abnormal breast and colon cancer screening, development of physician- and system-targeted interventions, and evaluation of the cost-effectiveness of these strategies are important priorities for future research. Copyright 2000 American Health Foundation and Academic Press.
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Appendix IV. Screening for Cervical Cancer

Guide to Clinical Preventive Services: Second Edition (1996)

Section One SCREENING

Part B. Neoplastic Diseases

Chap. 9 Screening for Cervical Cancer

Reference: 

http:// www.ahrq.gov/clinical/prevnew.htm

RECOMMENDATION

Routine screening for cervical cancer with Papanicolaou (Pap) testing is recommended for all women who are or have been sexually active and who have a cervix. Pap smears should begin with the onset of sexual activity and should be repeated at least every 3 years (see Clinical Intervention). There is insufficient evidence to recommend for or against an upper age limit for Pap testing, but recommendations can be made on other grounds to discontinue regular testing after age 65 in women who have had regular previous screenings in which the smears have been consistently normal. There is insufficient evidence to recommend for or against routine screening with cervicography or colposcopy, or for screening for human papilloma virus infection, although recommendations against such screening can be made on other grounds (see Clinical Intervention). 

Burden of Suffering

Approximately 16,000 new cases of cervical cancer are diagnosed each year, and about 4,800 women die from this disease annually.1 The lifetime risk of dying from cervical cancer in the U.S. is 0.3%.1a Although the 5-year survival rate is about 90% for persons with localized cervical cancer, it is considerably lower (about 14%) for persons with advanced (Stage IV) disease. The incidence of invasive cervical cancer has decreased significantly over the last 40 years, due in large part to organized early detection programs. Although all sexually active women are at risk for cervical cancer, the disease is more common among women of low socioeconomic status, those with a history of multiple sex partners or early onset of sexual intercourse, and smokers. The incidence of invasive cervical cancer among young white women has increased recently in the United States. Infection with human immunodeficiency virus (HIV) and certain types of human papilloma virus (HPV) also increases the risk of cervical cancer.2 

Accuracy of Screening Tests
The principal screening test for cervical cancer is the Pap smear. Although the Pap smear can sometimes detect endometrial, vaginal, and other cancers,3,4 its use as a screening test is intended for the early detection of cervical dysplasia and cancer. Other proposed cervical screening tests include cervicography, colposcopy, and testing for HPV infection. The role of pelvic examination, which usually accompanies the collection of the cervical specimen, is discussed in Chapter 14 in relation to ovarian cancer screening. 

Precise data on the sensitivity and specificity of the Pap smear in detecting cancer and dysplasia are lacking due to methodologic problems. Depending on study design, false-negative rates of 1-80% have been reported; a range of 20-45% has been quoted most frequently, primarily in studies comparing normal test results with subsequent smears.5-11 Studies using cone biopsy results as the reference standard have reported false-negative rates as low as 10%.12 Although reliable data are lacking, specificity is probably greater than 90%13 and may be as high as 99%.6,11 The detection of precursor cervical intraepithelial neoplasia (CIN) by Pap smears may have poor specificity for cervical carcinoma, however, because a substantial proportion of CIN-1 lesions do not progress to invasive disease or may regress spontaneously. The test-retest reliability of Pap smears is influenced to some extent by variations in the expertise and procedures of different cytopathology laboratories. 

A large proportion of diagnostic errors may be attributable to laboratory error. In one study of over 300 laboratories given slides with known cytologic diagnoses, false-negative diagnoses were made in 7.5% of smears with moderate dysplasia or frank malignancy, and false-positive diagnoses were made in 8.9% of smears with no more than benign atypia.14 A survey of 73 laboratories in one state revealed a false-negative rate of 4.4% and a false-positive rate of 2.7%.15 These data were reported in 1990, before the introduction of federal legislation designed to improve the accuracy of cytopathologic laboratory interpretation.16 With the adoption of the Bethesda system for classification of cervical diagnoses,17 a large proportion of benign smears are interpreted as "atypical," a finding that poses little premalignant potential but that often generates intensive follow-up testing. 

Another cause of false-negative Pap smears is poor specimen collection technique. A 1991 survey of 600 laboratories found that 1-5% of specimens received were either unsatisfactory or suboptimal, generally because endocervical cells were absent from the smear.18 Another study found that poor sampling technique accounted for 64% of false-negative results.19 The Pap smear has traditionally been obtained with a spatula, to sample the ectocervix, and a cotton swab, to obtain endocervical cells. A 1990 survey found that about half of physicians used a spatula and cotton swab to collect Pap smears.20 In recent years, new devices have been introduced to improve sampling of the squamocolumnar junction. Controlled studies have shown that using an endocervical brush in combination with a spatula is more likely to collect endocervical cells than using a spatula or cotton swab.21-30 There is conflicting evidence, however, that the endocervical brush increases the detection rate for abnormal smears or affects clinical outcomes.31-33 There is also conflicting evidence regarding the importance of collecting endocervical cells. Although some large series have reported that CIN is detected over 2 times more frequently when endocervical cells are present,34,35 other series36,37 have shown no association between the presence of endocervical cells and the detection rate for dysplasia. The brush is more expensive than the cotton swab, but studies suggest that this cost is easily recovered by the reduced need for repeat testing.38 Other methods for improving the sensitivity of cervical cancer screening, such as acetic acid washes to improve the visibility of lesions, remain investigational.39,40 

There are important potential adverse effects associated with inaccurate interpretation of Pap smears. False-negative results are significant because CIN or more invasive lesions may escape detection and progress to more advanced disease during the period between tests. The potential adverse effects of false-positive results include patient anxiety regarding the risk of cervical cancer,41,42 as well as the unnecessary inconvenience, discomfort, and expense of follow-up diagnostic procedures. Studies have shown that the distribution of patient education materials that explain the meaning of abnormal results is associated with a reduction in patient anxiety and stress and a better patient.
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PREVENTIVE INDICATOR—ADULTS

CHLAMYDIAL INFECTION SCREENING

	Indicator
	Percentage of patients screened for chlamydial infection during the past year



	Numerator
	Eligible patients screened for chlamydial infection during the past year



	Denominator


	All veterans using VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system

	Definitions & Methodology

	· Eligible patients meet PI sampling selection criteria AND sexually active FEMALE age 16 through 26 years (including asymptomatic pregnant women).

· Screened for chlamydial infection: evidence of chlamydial screening performed; test done in the VAMC must have results in the medical record.  If done in the private sector or another VAMC, historical documentation in progress note that test performed with dates close enough to determine if accomplished in the qualifying time period, is sufficient.  It is strongly urged, findings as appropriate are also included in the documentation e.g., “normal.”

· Annually: during the period starting the 1st of the 12th month prior to the “study interval” beginning date extending to EPRP pull date.
The USPSTF makes no recommendation for or against routinely screening asymptomatic low-risk women in the general population or asymptomatic, low-risk pregnant women aged 26 years and older for chlamydial infection. 

The USPSTF concludes that the evidence is insufficient to recommend for or against routinely screening asymptomatic men for chlamydial infection. 

	Rationale from

USPSTF 2nd   

Ed. (1996):
	Infection with C. trachomatis is the most common bacterial sexually transmitted disease (STD) in the U.S., affecting an estimated 4 million persons at a cost of $2.4 billion each year.  The medical consequences and costs of infection are greatest in women, who may develop urethritis, cervicitis, or pelvic inflammatory disease (PID; i.e., salpingitis or endometritis).  Chlamydial infections are responsible for 25-50% of the 2.5 million cases of PID that are reported annually in the U.S.  PID is an important cause of infertility and ectopic pregnancy in American women and may lead to chronic pelvic pain.  Data from other countries suggest that infection with chlamydia may be a cofactor in heterosexual transmission of HIV infection.  In men, chlamydia is responsible for 30-40% of the 4-6 million visits each year for nongonococcal urethritis and half of over 150,000 cases of acute epididymitis. 
Age is the most important risk marker.  Women and adolescents through age 20 years are at highest risk for chlamydial infection, but most reported data indicate that infection is prevalent among women aged 20-25.  Other patient characteristics associated with a higher prevalence of infection include being unmarried, African-American race, having a prior history of sexually transmitted disease (STD), having new or multiple sexual partners, having cervical ectopy, and using barrier contraceptives inconsistently.  Individual risk depends on the number of risk markers and local prevalence of the disease.  Specific risk-based screening protocols need to be tested at the local level.

	Reference

	http://www.ahcpr.gov/clinic/ajpmsuppl/chlarr.htm
National Committee for Quality Assurance (NCQA), Stats of Managed Care Report, 6 September 2000;  

 HYPERLINK http://www.ncqa.org 
http://www.ncqa.org

	Task Force Ratings: Level of Evidence
	http://www.ahcpr.gov/clinic/ajpmsuppl/chlarr.htm#appa
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Appendix I.  AHRQ Guide to Clinical Preventive Services: Second Edition (1996)
Section One SCREENING
Part D. Infectious Diseases
29. Screening for Chlamydial Infection -- Including Ocular Prophylaxis in Newborns
RECOMMENDATION

Routine screening for Chlamydia trachomatis infection is recommended for all sexually active female adolescents, high-risk pregnant women, and other asymptomatic women at high risk of infection (see Clinical Intervention). There is insufficient evidence to recommend for or against routine screening in asymptomatic men. Recommendations to screen selected high-risk male adolescents may be made on other grounds (see Clinical Intervention). Routine screening is not recommended for the general adult population. See Chapter 27 for recommendations regarding ocular prophylaxis to prevent ophthalmia neonatorum. 
Burden of Suffering

Infection with C. trachomatis is the most common bacterial sexually transmitted disease (STD) in the U.S., affecting an estimated 4 million persons at a cost of $2.4 billion each year.1,2 The medical consequences and costs of infection are greatest in women, who may develop urethritis, cervicitis, or pelvic inflammatory disease (PID; i.e., salpingitis or endometritis). Chlamydial infections are responsible for 25-50% of the 2.5 million cases of PID that are reported annually in the U.S.3 PID is an important cause of infertility and ectopic pregnancy in American women and may lead to chronic pelvic pain. Data from other countries suggest that infection with chlamydia may be a cofactor in heterosexual transmission of HIV infection.4 In men, chlamydia is responsible for 30-40% of the 4-6 million visits each year for nongonococcal urethritis and half of over 150,000 cases of acute epididymitis.1 

Up to 25% of men and 70% of women with chlamydial infection are asymptomatic.5 Immunologic surveys suggest that chlamydial infection increases the risk of infertility and ectopic pregnancy even in women who never develop clinical PID, most likely because the symptoms of salpingitis may be mild or nonspecific.1 Asymptomatic infections in men and women also serve as an important reservoir for new infections. 

Age is the strongest demographic predictor of chlamydial infection. Men and women under 25 account for the large majority of cases,6 and prevalence of infection is highest among young women age 15-19. Although risk factors for chlamydia are similar to those for other STDs, chlamydia is distinct in that the prevalence of infection is substantial (>5%) among sexually active female adolescents in general, regardless of race, place of residence, or socioeconomic status.1,7 For example, infection was present in 5-8% of North American female college students at student health clinics8,9 and 8-26% of teenage girls attending adolescent clinics.10,11 The high risk in young women probably reflects both behavioral and physiologic factors (increased exposure of cervical columnar epithelium in young women).12 Other important risk factors for chlamydial infection include having multiple sex partners, a new sex partner, or an infected sex partner; inconsistent use of barrier contraceptives; and cervical ectopy on examination.1,7,13-18 Among 1,800 women ages 15-34 screened in a health maintenance organization, marital status was the single strongest predictor of infection: prevalence was less than 1% among married women, 7% among single women, and 3-4% among those divorced or living as married.15 Chlamydial infection is more prevalent among blacks than among whites or Hispanics.15,19 In routine screening, women with vaginal discharge, cervicitis, or cervical friability (i.e., bleeding induced by swab) were more likely to be infected.7,15 Chlamydial infection is common among women with other STDs, incarcerated women,20 and women seeking abortions.21 In high-risk urban communities, chlamydia was detected in 6-11% of asymptomatic, sexually active male adolescents.22,23 

The overall prevalence of chlamydial infection among pregnant women in the U.S. is estimated to be about 5%, but it varies widely (0-37%), depending on age and other risk factors.24 Many sites serving younger women and high-risk urban communities have reported a substantially higher prevalence of infection (10-25%).25,26 Infection during pregnancy increases the risk of endometritis, both after delivery and after elective abortion.1,27 Each year more than 155,000 infants are born to chla-mydia-infected mothers, and the organism is transmitted to the fetus in over half of deliveries.24 Neonatal infection can result in ophthalmia neonatorum and pneumonia. 

Accuracy of Screening Tests

The most specific test for chlamydial infection in asymptomatic persons is culture. Urethral and endocervical cultures have been estimated to have a sensitivity of about 70-90% and a specificity of 100%.1,22 In addition to its variable sensitivity, culture is expensive, not uniformly available, requires careful handling of specimens, and takes 3-7 days for results. In one study, one fourth of women with positive cultures did not return for therapy.28 In men, screening with culture requires obtaining specimens with urethral swabs, which is unacceptable to many asymptomatic men.22 

A variety of nonculture tests are now available, offering the advantages of easier handling and processing, lower costs, wider availability, and more timely results. Commercially available tests employ enzyme immunoassay (EIA), direct fluorescent antibody (DFA), DNA probe, polymerase chain reaction (PCR), or solid-phase colorimetric assays28 to detect chlamydia in urethral or cervical specimens. Tests using ligase chain reaction (LCR) are awaiting Food and Drug Administration (FDA) approval.29 Of these tests, EIA and DFA tests have been most widely evaluated, with reported sensitivities of 70-90% and high specificity (97-99%).1 False-positive EIA results may result from cross-reaction with other vaginal flora or urinary pathogens, but confirmation of positive tests using blocking antibody increases specificity to close to 100%. Studies in STD clinics indicate that DNA probe, PCR, and LCR can each be very sensitive and specific (>95%).30,31 Sensitivity of commercial PCR and DNA probe kits was significantly lower (60-75%) in some studies,32,33 however, and the performance of these assays for screening asymptomatic patients needs further evaluation. The arrival of competitively priced, commercial kits is likely to make these increasingly popular alternatives to chlamydia culture. 

The ability to detect chlamydial infection in centrifuged, first-void urine specimens may make screening asymptomatic men more feasible.22-24 Urine dipsticks can detect leukocyte-esterase (LE) activity, an indicator of urethritis or upper urinary infections. However, the sensitivity of LE testing for chlamydial infection is variable (40-100%),1 and the low predictive value of LE in asymptomatic young men (11% in one study22) necessitates use of confirmatory tests. Testing urine specimens with EIA is more sensitive (77-91%) and specific (97-100%), but it substantially increases the cost per confirmed case.22,34 PCR and LCR assays appear to have the highest sensitivity and specificity (95-99%) for chlamydia using urine specimens.23,29,35 A recent study reported that LCR assays of urine were also very sensitive and specific for chlamydial infection in women (94% and 99.9%, respectively).36 
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COLORECTAL CANCER SCREENING
	Indicator
	Percentage of patients receiving timely colorectal cancer screening



	Numerator
	Eligible patients receiving colorectal cancer screening during specified timeframe


	Denominator


	All veterans using VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system



	Definitions & Methodology

	· Eligible patients meet PI sampling criteria AND at least 52 years of age at the time of the qualifying visit.

· Timely colorectal cancer screening : any one of the following:

a) Fecal occult blood test (FOBT); must be series of three samples.  One sample from digital rectal exam is not accepted as an adequate screen for colorectal cancer for the purposes of this measure.  FOBT is 12 month interval.

b) Sigmoidoscopy (either rigid or flex): 5 year interval

c) Colonoscopy: 10 year interval

· Time interval starting the 1st day of the month counted back the stated interval prior to the ‘study interval’ beginning date and extending to the EPRP pull list date.  

· If test was done in the VAMC, test results must be documented in the medical record or lab package.  Where the returned FOBT cards are developed within the facility and results determined is not a factor for compliance in this measure (e.g., whether done in ambulatory care as waived testing, satellite lab, main lab, etc.).  The critical data element is the documentation of the three results in the medical record of lab package.   Facilities are encouraged to record results in the lab package regardless of where results are determined.

· If done in the private sector or another VAMC, documentation indicating test was accomplished and the date documented closely enough to be able to compute if test was accomplished within the accepted time window.  It is strongly encouraged that findings from the test also be documented, e.g., ‘normal’, etc.

· See Appendix IV. Average/High risk: factors, target groups, screening tests and frequency for colorectal cancer.



	Rationale from

USPSTF 2nd   

Ed. (1996):
	Colorectal cancer is the second most common form of cancer in the U.S.,  second highest mortality rate and it accounts for about 140,000 new cases and about 55,000 deaths each year.  

An individual’s lifetime risk of dying of colorectal cancer in the U.S.has been estimated to be 2.6%.  About 60% of patients with colorectal   cancer have regional or distant metastases at the time of diagnosis.  Estimated 5-year survival rate is 91% in persons with localized disease, 60% in persons with regional spread, and only 6% in those with distant metastases.  The average patient dying of colorectal disease loses 13 years of life.  In addition to the mortality associated with colorectal cancer, this disease and its treatment-surgical resection, colostomies, chemotherapy, and radiotherapy-can produce significant morbidity.

Note: Sensitivity and specificity of various screening modalities continue to be researched.  It was felt to be reasonable to keep the same tests and frequencies this year, anticipating re-evaluation with the expected release of the 3rd Edition of the USPSTF.




	Reference

	· Lieberman DA, Weiss DG; Veterans Affairs Cooperative Study Group 380. One-time screening for colorectal cancer with combined fecal occult-blood testing and examination of the distal colon.  N Engl J Med 2001; 345(8):555-60

· Winawer SJ, Fletcher RH, Miller L. Colorectal Cancer Screening: clinical guidelines and rationale.  Gastroenterology. 1997; 112(2):594-642.

· http://odphp.osophs.dhhs.gov/pubs/guidecps/text/Ch08.txt


	Task Force Ratings: Level of Evidence

	http://odphp.osophs.dhhs.gov/pubs/guidecps/ 
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· Flexible sigmoidoscopy as a mass screening tool.

· Screening for colorectal neoplasia with faecal occult blood testing compared with flexible sigmoidoscopy directly in a 55-56 years' old population.

· Randomised controlled trial of faecal-occult-blood screening for colorectal cancer.

· Endoscopic and surgical complications of work-up in screening for colorectal cancer.

· Randomised study of screening for colorectal cancer with faecal-occult-blood test.

· One-time screening for colorectal cancer with combined fecal occult-blood testing and examination of the distal colon.

· The effect of faecal occult-blood screening on the incidence of colorectal cancer.

· Population based randomized study of uptake and yield of screening by flexible sigmoidoscopy compared with screening by faecal occult blood testing.

· Effect of faecal occult blood testing on colorectal mortality: results of a population based case-control study in the district of Florence, Italy.

Appendix IV.  Average/High: risk factors, target groups, screening tests and
15

frequency for colorectal screening.

Appendix V.  AHRQ Guide to Clinical Preventive Services, Screening for Colorectal Cancer 

(AHRQ Guide to Clinical Preventive Services, 2nd Edition, 1996,

Report of the U.S. Preventive Services Task Force, Chapter 8)
16

Appendix I. Search Strategy Table

	Query
	Retrieved
	Excluded*
	Retained



	(((((((colorectal[All Fields] AND (((("diagnosis"[Subheading] OR "mass screening"[MeSH Terms]) OR "diagnosis"[MeSH Terms]) OR screening[Text Word]) AND ("prevention and control"[Subheading] OR prevention[Text Word]))) NOT (("surgery"[Subheading] OR "surgery"[MeSH Terms]) OR surgery[Text Word])) AND Randomized Controlled Trial[ptyp]) AND English[Lang]) AND "adult"[MeSH Terms]) AND "human"[MeSH Terms]) AND ("1996"[PDat] : "2001"[PDat]))


	44
	36
	8


· Exclusions: Recruitment for screening(14); Supplements & dietary relationships to CRC (13); Adenoma chemotherapy (7), Limited sample-women only (1), No abstract-Zacks ref.(1)

Appendix II. Screening FS: Table of Evidence 

	
	Intervention
	Source of Evidence
	QE
	R

	1
	Estimates of mortality reduction and cost (financial, physical & emotional) are required before implementing FS as a mass screening tool.
	Atkin et al., 1998
	III


	B

	2
	A 0.3% mortality rate and 5% repeat laparotomy rate are acceptable if mortality related to colorectal cancer decreases.
	Kewenter & Brevinge, 1996
	I
	A

	3
	Obstacles to FS screening are surmountable . Efficacy evidence needed from a RCT.
	Verne et al., 1998
	I
	B

	4
	The relatively low prevalence of colorectal neoplasia at 55-60 years of age makes primary selection with rehydrated Hemoccult testing an alternative to endoscopy.
	Brevinge et al., 1997
	I
	A

	5
	National mass FOB screening should be considered to reduce CRC mortality.
	Hardcastle et al., 1996
	I
	B

	6
	Biennial FOB screening can reduce CRC mortality.
	Kronborg et al., 1996
	I
	B

	7
	Annual or biennial FOB testing significantly reduces the incidence of colorectal cancer.
	Mandel et al., 2000
	I
	A

	8
	FOB testing can reduce mortality from colorectal cancer.
	Zappa et al., 1997
	II-2
	A
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Flexible sigmoidoscopy as a mass screening tool.

Atkin WS.

ICRF Colorectal Cancer Unit, St Mark's Hospital, Northwick Park, Harrow, Middlesex, UK.

Endoscopic removal of premalignant adenomas from the distal bowels of the entire population, 3 to 5-yearly from age 50, is advocated in the US as a feasible method of reducing colorectal cancer mortality rates. In the UK, a single flexible sigmoidoscopy (FS) is regarded as a more cost-effective option. Although more acceptable than colonoscopy, FS and polypectomy are expensive and invasive procedures carrying a small risk of serious harm. We believe that, before implementing mass screening, precise estimates are required of the magnitude of the reduction in mortality and costs (financial, physical and emotional). Several randomized trials, including a large British study, are currently evaluating these aspects.


Publication Types: 
· Clinical trial 

· Randomized controlled trial 

· Review 

· Review, tutorial 
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Screening for colorectal neoplasia with faecal occult blood testing compared with flexible sigmoidoscopy directly in a 55-56 years' old population.

Brevinge H, Lindholm E, Buntzen S, Kewenter J.


Department of Surgery, Sahlgrenska University Hospital, Goteborg, Sweden.


Reduced mortality from colorectal cancer may be achieved by screening with faecal occult blood testing. Screening for neoplasia in the rectum and sigmoid colon with flexible sigmoidoscopy is suggested to be more effective, particular among persons between 50 and 60 years of age. A cohort of 6367 persons 55-56 years of age were randomised to screening with rehydrated Hemoccult II tests (HII group) or with flexible videosigmoidoscopy directly (FS group). In the HII group 59% (1893/3183) attended, compared to 49% (1353/3184) in the FS group. Of the 1893 persons who attended in the HII group, 4% had a positive HII test and in 13% (10/78) of them a neoplasm > or = 1 cm in the rectum or sigmoid colon was diagnosed by endoscopy. The corresponding rate in the FS group was 2.3%. Overall the number of persons with a neoplasm > or = 1 cm diagnosed in the HII group was 10 and in the FS group 31. A subgroup in the flexible sigmoidoscopy group, who also performed rehydrated HII tests, showed a sensitivity of the HII test for neoplasia > or = 1 cm of 26% and a specificity of 95.6%. To find a neoplasm > or = 1 cm in the rectum or sigmoid colon, 44 examinations were needed when using flexible sigmoidoscopy directly and 7 examinations when only those with positive HII tests were examined. In mass screening for neoplasia in the rectum and sigmoid colon, the relatively low prevalence of colorectal neoplasia at 55-56 years of age makes primary selection with rehydrated Hemoccult testing an alternative to the resource-consuming endoscopy of all invited persons.
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· Randomized controlled trial 
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Randomised controlled trial of faecal-occult-blood screening for colorectal cancer.

Hardcastle JD, Chamberlain JO, Robinson MH, Moss SM, Amar SS, Balfour TW, James PD, Mangham CM.

Department of Surgery, University Hospital, Queen's Medical Centre, Nottingham, UK.

BACKGROUND
There is growing evidence that faecal-occult-blood (FOB) screening may reduce colorectal cancer (CRC) mortality, but this reduction in CRC mortality has not been shown in an unselected population-based randomised controlled trial. The aim of this study was to assess the effect of FOB screening on CRC mortality in such a setting.

METHODS

Between February, 1981, and January, 1991, 152,850 people aged 45-74 years who lived in the Nottingham area of the UK were recruited to our study. Participants were randomly allocated FOB screening (76,466) or no screening (controls; 76,384). Controls were not told about the study and received no intervention. Screening-group participants were sent a Haemoccult FOB test kit with instructions from their family doctor. FOB tests were not rehydrated and dietary restrictions were imposed only for retesting borderline results. Individuals with negative FOB tests at the first screening, together with those who tested positive but in whom no neoplasia was found on colonoscopy, were invited to take part in further screening every 2 years. Screening was stopped in February, 1995, by which time screening-group participants had been offered FOB tests between three and six times. Screening-group participants who had a positive test were offered full colonoscopy. All participants were followed up until June, 1995. The primary outcome measure was CRC mortality. 

FINDINGS

Of the 152,850 individuals recruited to the study, 2599 could not be traced or had emigrated and were excluded from the analysis. Thus, there were 75,253 participants in the screening group and 74,998 controls. 44,838 (59.6%) screening-group participants completed at least one screening. 28,720 (38.2%) of these individuals completed all the FOB tests they were offered and 16,118 (21.4%) completed at least one screening but not all the tests they were offered. 30,415 (40.4%) did not complete any test. Of 893 cancers (20% stage A) diagnosed in screening-group participants (CRC incidence of 1.49 per 1000 person-years), 236 (26.4%) were detected by FOB screening, 249 (27.9%) presented after a negative FOB test or investigation, and 400 (44.8%) presented in non-responders. The incidence of cancer in the control group (856 cases, 11% stage A) was 1.44 per 1000 person-years. Median follow-up was 7.8 years (range 4.5-14.5). 360 people died from CRC in the screening group compared with 420 in the control group-a 15% reduction in cumulative CRC mortality in the screening group (odds ratio=0.85 [95%; CI 0.74-0.98], p = 0.026). 

INTERPRETATION

Our findings together with evidence from other trials suggest that consideration should be given to a national programme of FOB screening to reduce CRC mortality in the general population.
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Endoscopic and surgical complications of work-up in screening for colorectal cancer.

Kewenter J, Brevinge H.

Department of Surgery, Sahlgrenska University Hospital, Goteborg, Sweden.

BACKGROUND AND PURPOSE

In an ongoing randomized screening study of 68,306 patients for early detection of colorectal neoplasm, those with positive Hemoccult II tests (Smith Kline Diagnostic, Sunnyvale, CA) were examined with a flexible sigmoidoscope (FS; 60 cm) and double-contrast barium enema (DCE). The aim of this study was to determine the rate of complications to the work-up. 

METHODS

A total of 2,108 FS, 1,987 DCE, 190 colonoscopies, and 104 laparotomies were performed because of a positive Hemoccult. 

RESULTS
One patient's large bowel was perforated during diagnostic endoscopy. Four perforations of the large bowel occurred during endoscopic polypectomy (0.8 percent of 513 adenomas removed), and one case of bleeding occurred 12 days after polypectomy. No complications occurred in connection with the 1,987 DCE. Five of 104 laparotomized patients underwent relaparotomy, 3 after removal of a colorectal carcinoma, and 2 of 4 patients with diverticular disease. All five patients healed but required a longer stay at the hospital. 

CONCLUSIONS
Complications occurred in 0.3 percent of the endoscopies, and 5 percent of patients had to undergo laparotomy again. No mortality occurred. If mortality attributable to colorectal cancer will decrease because of screening, we find the complication rate is acceptable.
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Randomised study of screening for colorectal cancer with faecal-occult-blood test.

Kronborg O, Fenger C, Olsen J, Jorgensen OD, Sondergaard O.


Department of Surgery A, Odense University Hospital, Denmark.

BACKGROUND

Case-control studies and a voluntary-based follow-up study have suggested that repeated screening with faecal-occult-blood (FOB) tests can lead to a reduction in mortality from colorectal cancer (CRC). The aim of this randomised study was to compare mortality rates after FOB tests every 2 years during a 10-year period with those of unscreened similar controls. 

METHODS

140,000 people aged 45-75 years lived in Funen, Denmark, in August, 1985, and were considered for inclusion in our study. Before randomisation we excluded individuals who had CRC or precursor adenomas and those who had taken part in a previous pilot study. Randomisation of 137,485 people in blocks of 14 allocated three per 14 to the screening group (30,967), three per 14 to the control group (30,966), and eight not to be enrolled in the study (75,552). Controls were not told about the study and continued to use health-care facilities as normal. Hemoccult-II blood tests (with dietary restrictions but without rehydration) were sent to screening-group participants. Only those participants who completed the first screening round were invited for further screening--five rounds of screening during a 10-year period. Participants with positive tests were asked to attend to full examination and were offered colonoscopy whenever possible. The primary endpoint was death from CRC. 

FINDINGS
Of the 30,967 screening-group participants, 20,672 (67%) completed the first screening round and were invited for further screening; more than 90% accepted repeated screenings. During the 10-year study, 481 people in the screening group had a diagnosis of CRC, compared with 483 unscreened controls. There were 205 deaths attributable to CRC in the screening group, compared with 249 deaths in controls. CRC mortality, including deaths attributable to complications from CRC treatment, was significantly lower in the screening group than in controls (mortality ratio 0.82 [95% CI 0.68-0.99]) p = 0.03). 

INTERPRETATION
Our findings indicate that biennial screening by FOB tests can reduce CRC mortality. This study is being continued to improve its statistical power and to assess the effect of the removal of more precursor adenomas in the screening-group participants than in controls on CRC incidence.
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One-time screening for colorectal cancer with combined fecal occult-blood testing and examination of the distal colon.

Lieberman DA, Weiss DG; Veterans Affairs Cooperative Study Group 380.

Veterans Affairs Medical Center in Portland, OR 97207, USA. lieberma@ohsu.edu


BACKGROUND

Fecal occult-blood testing and sigmoidoscopy have been recommended for screening for colorectal cancer, but the sensitivity of such combined testing for detecting neoplasia is uncertain. At 13 Veterans Affairs medical centers, we performed colonoscopy to determine the prevalence of neoplasia and the sensitivity of one-time screening with a fecal occult-blood test plus sigmoidoscopy. 

METHODS

Asymptomatic subjects (age range, 50 to 75 years) provided stool specimens on cards from three consecutive days for fecal occult-blood testing, which were rehydrated for interpretation. They then underwent colonoscopy. Sigmoidoscopy was defined in this study as examination of the rectum and sigmoid colon during colonoscopy, and sensitivity was estimated by determining how many patients with advanced neoplasia had an adenoma in the rectum or sigmoid colon. Advanced colonic neoplasia was defined as an adenoma 10 mm or more in diameter, a villous adenoma, an adenoma with high-grade dysplasia, or invasive cancer. Classification of subjects according to the findings was based on the most advanced lesion. 

RESULTS

A total of 2885 subjects returned the three specimen cards for fecal occult-blood testing and underwent a complete colonoscopic examination. A total of 23.9 percent of subjects with advanced neoplasia had a positive test for fecal occult blood. As compared with subjects who had a negative test for fecal occult blood, the relative risk of advanced neoplasia in subjects who had a positive test was 3.47 (95 percent confidence interval, 2.76 to 4.35). Sigmoidoscopy identified 70.3 percent of all subjects with advanced neoplasia. Combined one-time screening with a fecal occult-blood test and sigmoidoscopy identified 75.8 percent of subjects with advanced neoplasia.

CONCLUSIONS

One-time screening with both a fecal occult-blood test with rehydration and sigmoidoscopy fails to detect advanced colonic neoplasia in 24 percent of subjects with the condition.
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The effect of fecal occult-blood screening on the incidence of colorectal cancer.

Mandel JS, Church TR, Bond JH, Ederer F, Geisser MS, Mongin SJ, Snover DC, Schuman LM.

Exponent, Menlo Park, Calif 94025, USA. jmandel@exponent.com

BACKGROUND

Both annual testing for fecal occult blood and biennial testing significantly reduce mortality from colorectal cancer. However, the effect of screening on the incidence of colorectal cancer remains uncertain, despite the diagnosis and removal of precancerous lesions in many persons who undergo screening. METHODS: We followed the participants in the Minnesota Colon Cancer Control Study for 18 years. A total of 46,551 people, most of whom were 50 to 80 years old, were enrolled between 1975 and 1978 and randomly assigned to annual screening, biennial screening, or usual care (the control group). Those assigned to the screening groups were asked to prepare and submit two samples from each of three consecutive stools for guaiac-based testing. Those with at least one positive slide in the set of six were offered a diagnostic examination that included colonoscopy. Screening was conducted between 1976 and 1982 and again between 1986 and 1992. Study participants have been followed with respect to newly diagnosed cases of colorectal cancer and deaths. Follow-up has been more than 90 percent complete. 

RESULTS

During the 18-year follow-up period, we identified 1359 new cases of colorectal cancer: 417 in the annual-screening group, 435 in the biennial-screening group, and 507 in the control group. The cumulative incidence ratios for colorectal cancer in the screening groups as compared with the control group were 0.80 (95 percent confidence interval, 0.70 to 0.90) and 0.83 (95 percent confidence interval, 0.73 to 0.94) for the annual-screening and biennial-screening groups, respectively. For both screening groups, the number of positive slides was associated with the positive predictive value both for colorectal cancer and for adenomatous polyps at least 1 cm in diameter. 

CONCLUSIONS

The use of either annual or biennial fecal occult-blood testing significantly reduces the incidence of colorectal cancer.
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Population based randomized study of uptake and yield of screening by flexible sigmoidoscopy compared with screening by faecal occult blood testing.
Verne JE, Aubrey R, Love SB, Talbot IC, Northover JM.

ICRF Colorectal Cancer Unit, St Mark's Hospital, Northwick Park, Middlesex HA1 3UJ.

OBJECTIVES

To compare the feasibility of mass screening by flexible sigmoidoscopy with screening by faecal occult blood testing (Haemoccult) and both tests combined. 

DESIGN

Patients were randomised to screening by flexible sigmoidoscopy, faecal blood testing, or both tests. The flexible sigmoidoscopy examinations were performed by a general practitioner. SETTING: General practice. 

SUBJECTS
3744 patients aged 50-75 years. Main outcome measures: Uptake, positive results, detection of neoplasia, complications, and recall for diagnostic colonoscopy. 

RESULTS
Uptake was significantly higher in the flexible sigmoidoscopy group (46.6%) than in the faecal blood test group (31.6%; P<0.001) or than in the group having both tests (30.1%; P<0.001). Telephone reminders increased uptake of sigmoidoscopy to 61.8%. In total, 1116 sigmoidoscopy examinations were performed without major complication. Polyps were found in 19. 3% (95% confidence interval 17.0% to 21.6%) but only 6.8% (5.3% to 8. 3%) had adenomas and 2.4% (1.5% to 3.3%) "high risk" adenomas. Cancer was detected in four subjects. The faecal blood test yielded positive results in 0.8% (0.2% to 1.4%) but missed at least one cancer and 30 cases of adenoma which were found by sigmoidoscopy in the combined group. Use of histological criteria-shown elsewhere to correlate with future risk of colorectal cancer-to select "positive" patients could reduce recall for diagnostic colonoscopy from about 20% to less than 5%. 

CONCLUSIONS
Some of the predicted obstacles to screening with flexible sigmoidoscopy are surmountable. Clear evidence relating to efficacy will be obtained only from a randomised controlled trial.
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Effect of faecal occult blood testing on colorectal mortality: results of a population-based case-control study in the district of Florence, Italy.

Zappa M, Castiglione G, Grazzini G, Falini P, Giorgi D, Paci E, Ciatto S.

Centre for the Study and Prevention of Cancer (CSPO), Florence, Italy. Paci.Cspo@Iol.IT

The aim of our case-control study was to estimate the effect on mortality from colorectal cancer (CRC) of a population-based screening with a faecal occult blood test started in 1982 in a rural area of the district of Florence. We examined the relationship between mortality and the interval since the most recent screening. The cases in the study were 206 individuals who had died from CRC after the age of 41 years. Five controls were selected randomly from the list of individuals alive at the time of diagnosis of the corresponding case and were matched by sex, age and place and length of residence. After adjustment for potentially confounding factors, the odds ratio (OR) for death from CRC for screened persons vs. those not screened was 0.60 [95% confidence interval (CI), 0.4-0.9]. The OR was lowest in the first 3 years after the most recent test (OR = 0.54; 95% CI, 0.3-0.9) and increased towards unity subsequently. Our results suggest that screening for CRC by biennial faecal occult blood testing can reduce mortality from the disease.
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Appendix IV.  Average/High: risk factors, target groups, screening tests and frequency for colorectal screening.

	Risk Factors
	Target Groups
	Screening Tests
	Frequency



	Average Risk Factors:

Individual with:

- No family history of colorectal cancer in a first degree relative diagnosed at age 60 or less

- Fewer than two first degree relatives with history of adenomatous polyps

- No personal history of ulcerative colitis or Crohn’s colitis
	Patients age 50 or greater without any of the high-risk factors
	Annual fecal occult blood testing and flexible sigmoidoscopy every five years or colonoscopy every 10 years for patients age 50-70
	FOB  test yearly or;

FS every 5 years OR ,

FOB test plus FS every 5 years.

Colonoscopy every 10 years OR Double-contrast barium enema every 5-10 years.



	High Risk Factors:

Individual with:

-  2 or more first degree relatives(father, mother, sibling child)with history of colorectal cancer or adenomatous polyps

-  A first degree relative with cancer or adenomatous polyps diagnosed age 60 or less

-  A personal history of ulcerative colitis, Crohn’s colitis

-  A personal or family history of familial adenomatous polyposis (FAP)


	- Patients age 40 or greater who have a first degree relative with history of colon cancer diagnosed at age 60 or less

- If age at diagnosis of colon cancer in youngest affected first degree relative was less than 50, screening in target individuals should prior to age 40 at an age that is 10 years younger than the age at diagnosis of colon cancer in youngest affected first degree relative

- Patients with at least a 10 year history of ulcerative colitis or Crohn’s colitis

-  Patients age 10 or greater with a personal or family history of FAP
	Family History Risk: Colonoscopy starting at age 40-70 or starting 10 years younger than age at diagnosis of colon cancer of youngest affected relative.

Ulcerative Colitis/Crohn’s Colitis Risk: Colonoscopy starting 10 years after diagnosis of colitis.

Familial Polyposis Risk: Colonoscopy starting at age 10.

Patients with a life expectancy less than 10 years should not be screened.


	Family History Risk:  Colonoscopy every 5 years

Ulcerative Colitis/Crohn’s Colitis risk: colonoscopy every year.

FAP Risk: colonoscopy every years




Appendix V. Screening for Colorectal Cancer

Clinical Preventive Services: Second Edition (1996)
Section One SCREENING
Part B. Neoplastic Diseases
Chap. 8 Screening for colorectal cancer

 Reference: http://www.ahrq.gov/clinical/prevnew.htm

Screening for colorectal cancer is recommended for all persons aged 50 and older with annual fecal occult blood testing (FOBT), or sigmoidoscopy (periodicity unspecified), or both (see Clinical Intervention). There is insufficient evidence to determine which of these screening methods is preferable or whether the combination of FOBT and sigmoidoscopy produces greater benefits than does either test alone. There is also insufficient evidence to recommend for or against routine screening with digital rectal examination, barium enema, or colonoscopy, although recommendations against such screening in average-risk persons may be made on other grounds (see Clinical Intervention). Persons with a family history of hereditary syndromes associated with a high risk of colon cancer should be referred for diagnosis and management (see Clinical Intervention). 
Burden of Suffering

Colorectal cancer is the second most common form of cancer in the U.S. and has the second highest mortality rate, accounting for about 140,000 new cases and about 55,000 deaths each year.1 An individual's lifetime risk of dying of colorectal cancer in the U.S. has been estimated to be 2.6%.2 About 60% of patients with colorectal cancer have regional or distant metastases at the time of diagnosis.1 Estimated 5-year survival is 91% in persons with localized disease, 60% in persons with regional spread, and only 6% in those with distant metastases.2 The average patient dying of colorectal cancer loses 13 years of life.2 In addition to the mortality associated with colorectal cancer, this disease and its treatment -- surgical resection, colostomies, chemotherapy, and radiotherapy -- can produce significant morbidity. Persons at highest risk of colorectal cancer include those with uncommon familial syndromes (i.e., hereditary polyposis and hereditary nonpolyposis colorectal cancer [HNPCC]) and persons with longstanding ulcerative colitis.3,4 Familial syndromes are estimated to account for 6% of all colorectal cancers,3 and various genetic mutations associated with these syndromes have been identified.4a Other principal risk factors include a history of colorectal cancer or adenomas in a first-degree relative, a personal history of large adenomatous polyps or colorectal cancer, and a prior diagnosis of endometrial, ovarian, or breast cancer. In an analysis of two large cohorts involving over 840,000 patient-years of follow-up, a family history of colorectal cancer was associated with a significant increase in risk in younger persons (1.7-4-fold increase between ages 40 and 60), but was not associated with a significantly increased risk in persons after age 60;4b risk was higher in persons with more than one affected relative. The absolute increase in lifetime risk in persons with a family history was modest, however: an estimated cumulative incidence of colorectal cancer by age 65 of 4% vs. 3% in persons without a family history.4b Diets high in fat or low in fiber may also increase the risk of colorectal cancer.3 

Accuracy of Screening Tests

The principal screening tests for detecting colorectal cancer in asymptomatic persons are the digital rectal examination, FOBT, and sigmoidoscopy. Less frequently mentioned screening tests include barium enema and colonoscopy, which have been advocated primarily for high-risk groups. The digital rectal examination is of limited value as a screening test for colorectal cancer. The examining finger, which is only 7-8 cm long, has limited access even to the rectal mucosa, which is 11 cm in length. A negative digital rectal examination provides little reassurance that the patient is free of colorectal cancer because fewer than 10% of colorectal cancers can be palpated by the examining finger.3 

A second screening maneuver is FOBT. The reported sensitivity and specificity of FOBT for detecting colorectal cancer in asymptomatic persons are 26-92% and 90-99%, respectively (usually based on two samples from three different stool specimens), with the widely varying estimates reflecting differences in study designs.5-10 Positive reactions on guaiac impregnated cards, the most common form of testing, can signal the presence of bleeding from premalignant adenomas and early-stage colorectal cancers. The guaiac test can also produce false-positive results, however. The ingestion of foods containing peroxidases,11 and gastric irritants such as salicylates and other antiinflammatory agents,12 can produce false-positive test results for neoplasia. Nonneoplastic conditions, such as hemorrhoids, diverticulosis, and peptic ulcers, can also cause gastrointestinal bleeding. FOBT can also miss small adenomas and colorectal malignancies that bleed intermittently or not at all.13,14 Other causes of false-negative results include heterogeneous distribution of blood in feces,15 ascorbic acid and other antioxidants that interfere with test reagents,16 and extended delay before testing stool samples.17 

As a result, when FOBT is performed on asymptomatic persons, the majority of positive reactions are falsely positive for neoplasia. The reported positive predictive value among asymptomatic persons over age 50 is only about 2-11% for carcinoma and 20-30% for adenomas.6,5,9,18-20 Assuming a false-positive rate of 1-4%, a person who receives annual FOBT from age 50 to age 75 has an estimated 45% probability of receiving a false-positive result.21 This large proportion of false-positive results is an important concern because of the discomfort, cost, and occasional complications associated with follow-up diagnostic tests, such as barium enema and colonoscopy.22,23 Rehydration of stored slides can improve sensitivity, but this occurs at the expense of specificity.24 In one study, rehydration improved sensitivity from 81% to 92%, but it decreased specificity from 98% to 90% and lowered positive predictive value from 6% to 2%. Due to the high false-positive rate, about one third of the entire screened population of asymptomatic patients underwent colonoscopy for abnormal FOBT results within a 13-year period.5 

Other tests have been proposed to improve the accuracy of screening for fecal occult blood. Current evidence is equivocal as to whether HemoQuant (SmithKline Diagnostics, Sunnyvale, CA), a quantitative measurement of hemoglobin in the stool, has better sensitivity or specificity than does qualitative FOBT.9,10,25-29 Recently developed hemoglobin immunoassays offer the promise of improved sensitivity and specificity but require further evaluation before being considered for routine screening.30,31 

VHA/DoD CLINICAL PRACTICE GUIDELINE FOR

HEALTH PROMOTION AND 

DISEASE PREVENTION INDICATORS (ADULTS)

SCREENING FOR LIPID ABNORMALITIES

Version 1.1

PENDING APPROVAL

PREVENTIVE INDICATOR—ADULTS

SCREENING FOR LIPID ABNORMALITIES

	Indicator
	Percentage of patients screened at appropriate intervals for lipid abnormalities



	Numerator
	Eligible patients receiving screening for lipid abnormalities during specified time frame



	Denominator


	All veterans using VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system.



	Definitions & Methodology

	· Eligible patients and appropriate interval: meet PI selection criteria and one of the following:

a) Male age 35 and older - routine screening

b) Female age 45 and older - routine screening

c) Younger adults -men aged 20-35 and women aged 20-45 should be screened if they have other risk factors for heart disease.  These factors include: tobacco use, diabetes, a family history of heart disease, or high cholesterol, or high blood pressure.

· Clinicians should measure HDL in addition to measuring total cholesterol or LDL.  There is insufficient evidence to recommend for or against measuring triglycerides.

The USPSTF recommends that screening for lipid disorders include measurement of total cholesterol (TC) and high-density lipoprotein cholesterol (HDL-C). 



	Recommendations from USPSTF 3rd Ed. (2001)
	At a population level, patients of any age may benefit from general lifestyle recommendations to curtail dietary saturated fat and to perform aerobic exercise several times per week, regardless of the results of lipid screening.  Targeted lipid screening of males aged 35 to 75 years and females aged 45 to 75 years is recommended in the primary prevention setting, based on the results of RCTs of lipid interventions. For every given age, the ASCVD risk for a female is the same as that for a male 10 years her junior. 

The recommendation for screening up to age 65 is based on strong clinical and epidemiologic evidence.  The recent AFCAPS/TexCAPS trial results (Downs et al., 1998) suggest that treating patients age 65-73 is beneficial.  Epidemiologic evidence suggests benefit in ages 65 to 75.  The association of cholesterol and mortality weakens in elderly patients, and screening is not recommended for primary prevention after age 75.



	Rationale from USPSTF 3rd Ed. (2001)
	The clearest benefit of lipid screening is identifying individuals whose near-term risk of coronary heart disease is sufficiently high to justify drug therapy or other intensive lifestyle interventions to lower cholesterol.  Screening men older than age 35 years and women older than age 45 years will identify nearly all individuals whose risk of coronary heart disease is as high as that of the subjects in the existing primary prevention trials.  In a population with a 1% risk of coronary heart disease per year, drug treatment of 67 people for 5 years is required to prevent one coronary heart disease event.  Most younger people have a substantially lower risk, unless they have other important risk factors for coronary heart disease or familial hyperlipidemia.




	Rationale 

(continued)
	 The primary goal of screening younger people is to promote lifestyle changes, which may provide long-term benefits later in life.  The average effect of diet interventions is small, however, and screening is not necessary to advise young adults about the benefits of a healthy diet and regular exercise.  Although universal screening may detect some patients with familial hyperlipidemia earlier than selective screening, whether this will lead to important reductions in coronary events is not known.



	Reference

	http://odphp.osophs.dhhs.gov/pubs/guidecps/text/CH02.txt
DoD/VHA Guideline for the Management of Dyslipidemia in Primary Care http://www.oqp.med.va.gov/cpg/cpg.htm  



	Task Force Ratings: Level of Evidence

	http://odphp.ososphs.dhhs.gov/pubs/guidecps/text/APP
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· Air Force/Texas Coronary Atherosclerosis Prevention Study (AFCAPS/TEXCAPS): additional perspectives on tolerability of long-term treatment with lovastatin.

· Executive Summary of The Third Report of The National Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, And Treatment of High Blood Cholesterol In Adults (Adult Treatment Panel III).

· Measurement of C-reactive protein for the targeting of statin therapy in the primary prevention of acute coronary events.
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73
USPSTF (AM J Prev Med 2001; 20(38))

Appendix I. Search Strategy

Used 2001 references only, as the USPSTF just published 2001 updates.

Appendix II. Table of Evidence 

	Intervention
	Source of Evidence
	QE
	R

	Women with average levels of low-density lipoprotein cholesterol and below average levels of high-density lipoprotein cholesterol can significantly benefit from long-term treatment to lower LDL-C; lovastatin 20 to 40 mg/day reduced the risk of a first acute major coronary event by 37%.
	Downs, 2001
	I
	A

	The Third Report of the Expert Panel on Detection, Evaluation, and Treatment of
High Blood Cholesterol in Adults (Adult Treatment Panel III, or ATP III)
constitutes the National Cholesterol Education Program's (NCEP's) updated
clinical guidelines for cholesterol testing and management.
	Executive Summary, 2001
	III
	A

	Statin therapy may be effective in the primary prevention of coronary events among subjects with relatively low lipid levels but with elevated levels of C-reactive protein.

	Ridker, 2001
	I
	A
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Air Force/Texas Coronary Atherosclerosis Prevention Study (AFCAPS/TEXCAPS): additional perspectives on tolerability of long-term treatment with lovastatin.

Downs JR, Clearfield M, Tyroler HA, Whitney EJ, Kruyer W, Langendorfer A, Zagrebelsky V, Weis S, Shapiro DR, Beere PA, Gotto AM.

Wilford Hall Medical Center, Lackland Air Force Base, San Antonio, Texas, USA.


This study presents the long-term safety data from AFCAPS/TexCAPS, the first primary prevention trial to demonstrate that men and women with average levels of low-density lipoprotein cholesterol (LDL-C) and below average levels of high-density lipoprotein cholesterol (HDL-C) can significantly benefit from long-term treatment to lower LDL-C; lovastatin 20 to 40 mg/day reduced the risk of a first acute major coronary event (fatal or nonfatal myocardial infarction, unstable angina, or sudden death) by 37% (p = 0.00008). This double-blind randomized, placebo-controlled trial, in 6,605 generally healthy middle-aged and older men and women, had prespecified end point and cancer analyses. All analyses were intention-to-treat. Safety monitoring included history, physical examination, and laboratory studies (including hepatic transaminases and creatine phosphokinase [CPK]). All participants, even those who discontinued treatment, were contacted annually for vital status, cardiovascular events, and cancer history. After an average of 5.2 years of follow-up, there were 157 deaths (80 receiving lovastatin and 77 receiving placebo; relative risk [RR] 1.04; 95% confidence interval [CI] 0.76 to 1.42; p = 0.82); of which 115 were noncardiovascular (RR 1.21; CI 0.84 to 1.74; p = 0.31), and of these, 82 were due to cancer (RR 1.41; CI 0.91 to 2.19; p = 0.13). There were no significant differences between treatment groups in overall cancer rates, discontinuations for noncardiovascular adverse experiences, or clinically important elevations of hepatic transaminases or CPK. Among those who used cytochrome P450 isoform (CYP3A4) inhibitors, there were no treatment group differences in the frequency of clinically important muscle-related adverse events. Treatment with lovastatin 20 to 40 mg daily for primary prevention of coronary heart disease was well tolerated and reduced the risk of first acute coronary events without increasing the risk of either noncardiovascular mortality or cancer.


Publication Types: 
· Clinical trial 

· Randomized controlled trial 


PMID: 11348605 [PubMed - indexed for MEDLINE] 

Executive Summary of The Third Report of The National Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, And Treatment of High Blood Cholesterol In Adults (Adult Treatment Panel III).

JAMA. 2001 May 16;285(19):2486-97. No abstract available.  PMID: 11368702 [PubMed - indexed for MEDLINE]

The Third Report of the Expert Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel III, or ATP III) constitutes the National Cholesterol Education Program's (NCEP's) updated clinical guidelines for cholesterol testing and management. The full ATP III document is an evidence-based and extensively referenced report that provides the scientific rationale for the recommendations contained in the executive summary. ATP III builds on previous ATP reports and expands the indications for intensive cholesterol-lowering therapy in clinical practice. It should be noted that these guidelines are intended to inform, not replace, the physician's clinical judgment, which must ultimately determine the appropriate treatment for each individual.

	N Engl J Med 2001 Jun 28;344(26):1959-1965
	Related Articles, 

 HYPERLINK "http://www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11430324&dopt=Books" 
Books, 

 HYPERLINK "http://www.ncbi.nlm.nih.gov:80/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11430324&dopt=ExternalLink" 
LinkOut 


Measurement of C-reactive protein for the targeting of statin therapy in the primary prevention of acute coronary events.

Ridker PM, Rifai N, Clearfield M, Downs JR, Weis SE, Miles JS, Gotto AM Jr; Air Force/Texas Coronary Atherosclerosis Prevention Study Investigators.

Center for Cardiovascular Disease Prevention, Brigham and Women's Hospital and Harvard Medical School, Boston, MA 02215, USA. pridker@partners.org
BACKGROUND: Elevated levels of C-reactive protein, even in the absence of hyperlipidemia, are associated with an increased risk of coronary events. Statin therapy reduces the level of C-reactive protein independently of its effect on lipid levels. We hypothesized that statins might prevent coronary events in persons with elevated C-reactive protein levels who did not have overt hyperlipidemia. METHODS: The level of C-reactive protein was measured at base line and after one year in 5742 participants in a five-year randomized trial of lovastatin for the primary prevention of acute coronary events. RESULTS: The rates of coronary events increased significantly with increases in the base-line levels of C-reactive protein. Lovastatin therapy reduced the C-reactive protein level by 14.8 percent (P<0.001), an effect not explained by lovastatin-induced changes in the lipid profile. As expected, lovastatin was effective in preventing coronary events in participants whose base-line ratio of total cholesterol to high-density lipoprotein (HDL) cholesterol was higher than the median ratio, regardless of the level of C-reactive protein (number needed to treat for five years to prevent 1 event, 47; P=0.005). However, lovastatin was also effective among those with a ratio of total to HDL cholesterol that was lower than the median and a C-reactive protein level higher than the median (number needed to treat, 43; P=0.02). In contrast, lovastatin was ineffective among participants with a ratio of total to HDL cholesterol and a C-reactive protein level that were both lower than the median (number needed to treat, 983; P=0.80). CONCLUSIONS: Statin therapy may be effective in the primary prevention of coronary events among subjects with relatively low lipid levels but with elevated levels of C-reactive protein.


Publication Types: 

· Clinical trial 

· Multicenter study 

· Randomized controlled trial 

Comment in: 
· N Engl J Med. 2001 Jun 28;344(26):2016-8

PMID: 11430324 [PubMed - indexed for MEDLINE] 
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PENDING APPROVAL

PREVENTIVE INDICATOR—ADULTS

 SCREENING FOR PROBLEM DRINKING
	Indicator
	Percentage of patients who consume alcohol annually screened for problematic use



	Numerator
	Eligible patients screened for problematic use of alcohol*



	Denominator


	All veterans using VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system



	Definitions & Methodology

	· Eligible patients meet PI sampling selection criteria AND

a)  not already in an alcohol abuse recovery program OR 

b) no documentation patient has not had any alcohol during the past 12 months (if not documented, presumed to use)

· Screened for alcohol use: documented in medical record use of      standardized screening tool (e.g. CAGE) and SCORE

· Annually: during the period starting the 1st of the 12th month prior to “study interval” beginning date extending to EPRP pull list date.



	Rationale from

USPSTF 2nd   

Ed. (1996)
	Over half a million Americans are under treatment for alcoholism, but there is growing recognition that alcoholism (i.e., alcohol dependence) represents only one end of the spectrum of "problem drinking."  Many problem drinkers have medical or social problems attributable to alcohol (i.e., alcohol abuse or "harmful drinking") without typical signs of dependence, and other asymptomatic drinkers are at risk for future problems due to chronic heavy alcohol consumption or frequent binges (i.e., "hazardous drinking").  Heavy drinking (more than 5 drinks per day, 5 times per week) is reported by 10% of adult men and 2% of women.  Problem drinking is even more common among patients seen in the primary care setting (8-20%). 

Medical problems due to alcohol dependence include alcohol withdrawal syndrome, psychosis, hepatitis, cirrhosis, pancreatitis, thiamine deficiency, neuropathy, dementia, and cardiomyopathy.  Nondependent heavy drinkers, however, account for the majority of alcohol-related morbidity and mortality in the general population.  There is a dose-response relationship between daily alcohol consumption and elevations in blood pressure and risk of cirrhosis, hemorrhagic stroke, and cancers of the oropharynx, larynx, esophagus, and liver.    Compared to non-drinkers and light drinkers, overall mortality was 30-38% higher among men, and more than doubled among women, who drank 6 or more drinks per day.  Of the more than 100,000 deaths attributed to to alcohol annually, nearly half are due to unintentional and intentional injuries, including 44% of all traffic fatalities in 1993 and a substantial proportion of deaths from fires, drownings, homicides, and suicides.

Nearly 20% of drinkers report problems with friends, family, work, or police due to drinking.  Persons who abuse alcohol have a higher risk of divorce, depression, suicide, domestic violence, unemployment, and poverty.  Intoxication may lead to unsafe sexual behavior that increases the risk of sexually transmitted diseases, including human immunodeficiency virus ( HIV).  Finally, an estimated 27 million American children are at risk for abnormal psychosocial development due to the abuse of alcohol by their parents.  Moderate alcohol consumption has favorable effects on the risk of coronary heart disease (CHD).  CHD incidence and mortality rates are 20-40% lower in men and women who drink 1-2 drinks/day than in nondrinkers.  A meta-analysis of epidemiologic studies suggests little additional benefit of drinking more than 0.5 drinks per day.


	Rationale 

(continued)
	Screening to detect problem drinking is recommended for all adults patients.  Screening should involve a careful history of alcohol use and/or the use of standardized screening questionnaires.  Routine measurement of biochemical markers is not recommended in asymptomatic person.  All persons who use alcohol should be counseled about the dangers of operating a motor vehicle or performing other potentially dangerous activities after drinking alcohol.



	Reference

	http://odphp.osophs.dhhs.gov/pubs/guidecps/text/CH52.txt

	Task Force Ratings: Level of Evidence at Table 52

	http://odphp.osophs.dhhs.gov/pubs/guidecps/
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Appendix I. Search Strategy Table

	Query
	Retrieved
	Excluded*
	Retained



	((((((((((("alcohols"[MeSH Terms] OR alcohol[Text Word]) NOT ("alcohols"[MeSH Terms] OR alcohols[Text Word])) AND ((("diagnosis"[Subheading] OR "mass screening"[MeSH Terms]) OR "diagnosis"[MeSH Terms]) OR screening[Text Word])) AND problems[All Fields]) NOT ("pregnancy"[MeSH Terms] OR pregnancy[Text Word])) NOT ("fetal alcohol syndrome"[MeSH Terms] OR fetal alcohol syndrome[Text Word])) AND Randomized Controlled Trial[ptyp]) AND English[Lang]) AND "adult"[MeSH Terms]) AND "human"[MeSH Terms]) AND ("1996"[PDat] : "2001"[PDat]))
	35


	33


	2


· Exclusions: Related to interventions/treatment/compliance (26 ), Outcomes of Treatment(2), Recruitment of patients (1), Misc. (Cost effective tx.of depression, Nicotine dependence, Metronidazole treatment, Alcoholism & social phobias)(4)

Appendix II.  Table of Evidence 

	
	Intervention
	Source of Evidence
	QE
	R

	1
	In clinical trials using self-selected research volunteers, biochemical tests and collateral informant reports do not add sufficiently to self-report measurement accuracy to warrant their routine use.
	Babor et al., 2000
	II-1
	A

	2
	Data indicate that asking patients about recent trauma is efficient and is well accepted as the first screening instrument in the identification of the problem drinker. 
	Israel et al., 1996
	I
	A


References: 

1. Babor TF, Steinberg K, Anton R, Del Boca F. Talk is cheap: measuring drinking outcomes in clinical trials.
J Stud Alcohol. 2000 Jan;61(1):55-63.
2. Israel Y, Hollander O, Sanchez-Craig M, Booker S, Miller V, Gingrich R, Rankin JG. Screening for problem drinking and counseling by the primary care physician-nurse team. Alcohol Clin Exp Res. 1996 Nov;20(8):1443-50.
Appendix III.  Abstracts:

J Stud Alcohol 2000 Jan;61(1):55-63


Talk is cheap: measuring drinking outcomes in clinical trials.

Babor TF, Steinberg K, Anton R, Del Boca F.

Department of Community Medicine and Health Care, University of Connecticut Health Center, Farmington 06030-1910, USA.

OBJECTIVE

To evaluate the correspondence among measures of self-reported drinking, standard biological indicators and the reports of collateral informants, and to identify patient characteristics associated with observed discrepancies among these three sources of research data. METHOD: Using data collected from a large-scale clinical trial of treatment matching with alcoholics (N = 1,726), these three alternative outcome measures were compared at the time of admission to treatment and at 12 months after the end of treatment. 


RESULTS

Patient self-reports and collateral reports agreed most (97.1%) at treatment admission when heavy drinking was unlikely to be denied. In contrast, liver function tests were relatively insensitive, with positive serum gamma-glutamyl transpeptidase (GGTP) values obtained from only 39.7% of those who admitted to heavy drinking. At 15-month follow-up the correspondence between client self-report and collateral report decreased to 84.7%, but agreement with blood chemistry values increased to 51.6%. When discrepancies occurred, they still indicated that the client' s self-report is more sensitive to the amount of drinking than the biochemical measures. Patients who presented discrepant results tended to have more severe drinking problems, more previous treatments, higher levels of pretreatment drinking and significantly greater levels of cognitive impairment, all of which could potentially interfere with accurate recall. 


CONCLUSIONS

In clinical trials using self-selected research volunteers, biochemical tests and collateral informant reports do not add sufficiently to self-report measurement accuracy to warrant their routine use. Resources devoted to collecting these alternative sources of outcome data might be better invested in interview procedures designed to increase the validity of self-report information.

Publication Types: 

· Clinical trial 

· Randomized controlled trial 


PMID: 10627097 [PubMed - indexed for MEDLINE] 

Alcohol Clin Exp Res 1996 Nov;20(8):1443-50


Screening for problem drinking and counseling by the primary care physician-nurse team.

Israel Y, Hollander O, Sanchez-Craig M, Booker S, Miller V, Gingrich R, Rankin JG.

Thomas Jefferson University, Philadelphia, Pennsylvania 19107, USA.

Present methods to screen for alcohol abuse are generally obtrusive and result in referral to services that deal mainly with alcoholics. These factors deter physicians from identifying alcohol abuse patients at an early stage. In the present study, 81% of all primary care physicians of a single city evaluated (i) the efficiency and the acceptability of a nonobtrusive screening method for the identification of problem drinkers and (ii) the effectiveness of brief cognitive behavioral counseling given by a nurse in a lifestyle context. Patients (n = 15,686) attending the private practices of 42 primary-care physicians were asked four alcohol-neutral trauma questions in the reception area. Physicians asked about alcohol use and alcohol-related problems only to patients with previous trauma. Problem drinkers by defined criteria were offered an appointment with a nurse who, by random assignment, gave either 3-hr of cognitive behavioral counseling over 1 year or simply advised patients to reduce their alcohol intake. The screening method identified 62-85% of expected number of problem drinkers in this population. Following the application of exclusion criteria, 105 problem drinkers were entered in the intervention part of the study. After 1 year, patients who received counseling showed significant reductions in reported alcohol consumption (-70%; p < 0.001), psychosocial problems (-85%; p < 0.001) and serum gamma glutamyl transferase (-32% to -58%; p < 0.02). Physician visits were reduced (-34%; p < 0.02) following counseling. Patients receiving only advice showed neither reductions in psychosocial problems nor in serum gamma glutamyl transferase or physician visits, but reported a 46% reduction (p < 0.01) in alcohol consumption. Data indicate that asking patients about recent trauma is efficient and is well accepted as the first screening instrument in the identification of the problem drinker. Cost of screening per patient is under one dollar. Counseling of 3 hr given by a nurse is markedly superior (p < 0.05) to simple advice in reducing alcohol consumption, objective indicators of alcohol-related morbidity, and the frequency of physician visits.


Publication Types: 

· Clinical trial 

· Randomized controlled trial 


PMID: 8947323 [PubMed - indexed for MEDLINE]

Appendix IV.  7. Screening for Problem Drinking

Guide to Clinical Preventive Services: Second Edition (1996)

Section One SCREENING

Part I. Mental Disorders and Substance Abuse

Chap. 52. Screening for Problem Drinking

Reference:

http:// www.ahrq.gov/clinical/prevnew.htm

RECOMMENDATION

Screening to detect problem drinking is recommended for all adult and adolescent patients. Screening should involve a careful history of alcohol use and/or the use of standardized screening questionnaires (see Clinical Intervention). Routine measurement of biochemical markers is not recommended in asymptomatic persons. Pregnant women should be advised to limit or cease drinking during pregnancy. Although there is insufficient evidence to prove or disprove harms from light drinking in pregnancy, recommendations that women abstain from alcohol during pregnancy may be made on other grounds (see Clinical Intervention). All persons who use alcohol should be counseled about the dangers of operating a motor vehicle or performing other potentially dangerous activities after drinking alcohol. 
Burden of Suffering

Over half a million Americans are under treatment for alcoholism, but there is growing recognition that alcoholism (i.e., alcohol dependence) represents only one end of the spectrum of "problem drinking."1 Many problem drinkers have medical or social problems attributable to alcohol (i.e., alcohol abuse or "harmful drinking") without typical signs of dependence,2,3 and other asymptomatic drinkers are at risk for future problems due to chronic heavy alcohol consumption or frequent binges (i.e., "hazardous drinking"). Heavy drinking (more than 5 drinks per day, 5 times per week) is reported by 10% of adult men and 2% of women.4 In large community surveys using detailed interviews,5-8 the prevalence of alcohol abuse and dependence in the previous year among men was 17-24% among 18-29-year-olds, 11-14% among 30-44-year-olds, 6-8% among 45-64-year-olds, and 1-3% for men over 65; among women in the corresponding age groups, prevalence of abuse or dependence was 4-10%, 2-4%, 1-2%, and less than 1%, respectively. Problem drinking is even more common among patients seen in the primary care setting (8-20%).9 

Medical problems due to alcohol dependence include alcohol withdrawal syndrome, psychosis, hepatitis, cirrhosis, pancreatitis, thiamine deficiency, neuropathy, dementia, and cardiomyopathy.10 Nondependent heavy drinkers, however, account for the majority of alcohol-related morbidity and mortality in the general population.1 There is a dose-response relationship between daily alcohol consumption and elevations in blood pressure and risk of cirrhosis, hemorrhagic stroke, and cancers of the oropharynx, larynx, esophagus, and liver.11-13 A number of studies have reported a modest increase in breast cancer among women drinking 2 drinks per day or more, but a causal connection has not yet been proven.14 Three large cohort studies, involving over 500,000 men and women, observed increasing all-cause mortality beginning at 4 drinks per day in men11,12 and above 2 drinks per day in women.15 Women achieve higher blood alcohol levels than do men, due to smaller size and slower metabolism.11,15 Compared to nondrinkers and light drinkers, overall mortality was 30-38% higher among men, and more than doubled among women, who drank 6 or more drinks per day.11,12 Of the more than 100,000 deaths attributed to alcohol annually, nearly half are due to unintentional and intentional injuries,16 including 44% of all traffic fatalities in 199317 and a substantial proportion of deaths from fires, drownings, homicides, and suicides (see Chapters 50, 51,

 HYPERLINK "http://hstat.nlm.nih.gov/ftrs/default.browse?dbK=3&docK=5&tocK=4&t=995720670&collect=&du=CH57&actionK=URL&ftrsK=51129" \t "_top" 
57, 58, and 59). 

The social consequences of problem drinking are often as damaging as the direct medical consequences. Nearly 20% of drinkers report problems with friends, family, work, or police due to drinking.10 Persons who abuse alcohol have a higher risk of divorce, depression, suicide, domestic violence, unemployment, and poverty (see Chapters 49- 51).10 Intoxication may lead to unsafe sexual behavior that increases the risk of sexually transmitted diseases, including human immunodeficiency virus (HIV). Finally, an estimated 27 million American children are at risk for abnormal psychosocial development due to the abuse of alcohol by their parents.25 

Moderate alcohol consumption has favorable effects on the risk of coronary heart disease (CHD).18-23 CHD incidence and mortality rates are 20-40% lower in men and women who drink 1-2 drinks/day than in nondrinkers.15,21,22 A meta-analysis of epidemiologic studies suggests little additional benefit of drinking more than 0.5 drinks per day.20 The exact mechanism for the protective effect of alcohol is not known but may involve increases in high-density lipoprotein23 and/or fibrinolytic mediators.24 

Alcohol Use during Pregnancy.

The proportion of pregnant women who report drinking has declined steadily in the U.S.26 Recent surveys indicate 12-14% of pregnant women continue to consume some alcohol,27,28 with most reporting only occasional, light drinking (median: 4 drinks per month).26 Binge drinking or daily risk drinking (usually defined as 2 drinks per day or greater) is reported by 1-2% of pregnant women,27-29 but higher rates (4-6%) have been reported in some screening studies.30,31 Excessive use of alcohol during pregnancy can produce the fetal alcohol syndrome (FAS), a constellation of growth retardation, facial deformities, and central nervous system dysfunction (microcephaly, mental retardation, or behavioral abnormalities).32 Other infants display growth retardation or neurologic involvement in the absence of full FAS (i.e., fetal alcohol effects [FAE]).10 FAS has been estimated to affect approximately 1 in 3,000 births in the U.S. (1,200 children annually), making it a leading treatable cause of birth defects and mental retardation.33,34 

The level of alcohol consumption that poses a risk during pregnancy remains controversial.10,35 FAS has only been described in infants born to alcoholic mothers, but the variable incidence of FAS among alcoholic women (from 3-40%)33 suggests that other factors (e.g., genetic, nutritional, metabolic, or temporal) may influence the expression of FAS.10 The reported incidence of FAS is higher in Native Americans and blacks than in whites.33,36 Most studies report an increased risk of FAE among mothers who consume 14 drinks per week or more,35,37-39 but the effects of lower levels of drinking have been inconsistent.35,40,41 Modest developmental effects have been attributed to light drinking (7 drinks per week) in some studies, but underreporting by heavy drinkers and confounding effects of other important factors (nutrition, environment, etc.) make it difficult to prove or disprove a direct effect of light drinking.10,35,42 Timing of exposure and pattern of drinking may be important, with greater effects proposed for exposure early in pregnancy and for frequent binge drinking.10 
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PENDING APPROVAL

PREVENTIVE INDICATOR—ADULTS
TOBACCO USE SCREENING
	Indicator
	Percentage of Patients screened annually for use of tobacco 


	Numerator
	To include the following categories: 

a) Lifetime non-user of tobacco products, properly documented in the chart at least once

b) Current non-user of tobacco products, documented as such at least once in the past 12 months

c) Current user of tobacco products, documented as such at least once in the past 12 months



	Denominator


	All veterans using the VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system



	Definitions & Methodology

	· Eligible patients: meet CPG sample selection criteria

· Screened for tobacco use: documented in the medical record the patient was asked about the use of tobacco.

· Annually: during the period starting the 1st day of the 12th month prior to ‘study interval’ beginning date extending to EPRP pull list date.

· Lifetime non-tobacco user: acceptable documentation includes, denies history of tobacco use, never smoked; never used tobacco; smoking history negative; has not smoked for X years (if equal to or greater than 7); “Smoke: no” is not acceptable documentation for ‘lifetime non-tobacco user’, as it implies current status only without reference to history.  It IS acceptable documentation for evidence of screening for this year.

Note:

· If patient is known lifetime non-tobacco user, does not have to have documentation within the past 12 months.  Counts in both the numerator and denominator (for the facility).

· This indicator is counted twice in the performance measures methodology: once here in CPG and again under the PI-tobacco screening.

· It also has a bearing on other questions throughout PI and CPG.  Some indicators have variable requirements depending on the patients smoking status(e.g., frequency of lipid screening).  If smoking status is not documented – the subsequent scoring methodology for those questions will be to error on the side of ‘protecting the patient’ and use the most conservative time frame, e.g., require lipid screening every 2 years (assume tobacco user) instead of every 5 years (non-tobacco user).



	Rationale from

USPSTF 2nd   

Ed. (1996)
	Smoking accounts for one out of every five deaths in the U.S.1  t is the most important modifiable cause of premature death, responsible annually for an estimated 5 million years of potential life lost.1,2  About 420,000 Americans die each year as a result of smoking.1  Since early studies in the 1950s and 1960s, a large body of epidemiologic evidence has accumulated regarding the health effects of smoking.  Major cohort studies, many case-control studies, and other data sources provide consistent, convincing evidence linking the use of tobacco with a variety of serious pulmonary, cardiovascular, and neoplastic diseases.  The scope of this report does not permit an examination of each study of the health effects of smoking or the nature of the risk relationship (e.g., relative risk, dose-response relationship) between smoking and each disease.  A number of consistent findings are well established.




	Rationale 
(continued)
	First, tobacco is one of the most potent of human carcinogens, causing an estimated 148,000 deaths among smokers annually due to smoking-related cancers.1  The majority of all cancers of the lung, trachea, bronchus, larynx, pharynx, oral cavity, and esophagus are attributable to the use of smoked or smokeless tobacco.2,6  Smoking also accounts for a significant but smaller proportion of cancers of the pancreas,3,7-9 kidney,2 bladder,3,10 and cervix.3,11-13 

Second, smoking promotes atherosclerosis and is a leading risk factor for myocardial infarction and coronary artery, cerebrovascular, and peripheral vascular disease.2,3  It is responsible for about 100,000 deaths from coronary heart disease and 23,000 deaths due to cerebrovascular disease each year.1 

Third, smoking is an important risk factor for respiratory illnesses, causing 85,000 deaths per year from pulmonary diseases such as chronic obstructive pulmonary disease (COPD) and pneumonia.1,3
Fourth, the nicotine in tobacco is an addictive drug, and the pharmacologic and behavioral processes that determine nicotine addiction are similar to those that determine addiction to drugs such as heroin and cocaine.15,16  The initiation of tobacco use at an early age is associated with more severe addiction as an adult. 

Fifth, tobacco use may be associated with an increased risk of osteoporosis.17,18 

Sixth, smoking affects the health of nonsmokers.  Smoking during pregnancy causes about 5-6% of perinatal deaths, 17-26% of low-birth-weight births, and 7-10% of preterm deliveries,2,3 and it increases the risk of miscarriage and fetal growth retardation.3  It may also increase the risk for sudden infant death syndrome (SIDS).19,20 Passive smoking (or environmental tobacco smoke) increases the risk of lung cancer in nonsmokers,4,21 causing approximately 3,000 lung cancer deaths each year.4  It may also increase the risk of coronary heart disease in otherwise healthy nonsmokers.22-25 

Finally, cigarettes are responsible for about 25% of deaths from residential fires, causing some 1,000 fire-related deaths and 3,300 injuries each year.28  Estimated smoking-attributable costs for medical care in 1993 were $50 billion,29 and excess lifetime medical expenditures for the current cohort of smokers may be as high as $500 billion.30 

Although smoking has declined in the past three decades, 25% of adults in the U.S. continue to smoke.31  mong adults, cigarette smoking is more common among men, Native Americans and Alaska Natives, and persons of low socioeconomic status or with 9-11 years of education.31  Due to an increase in smoking by women during the period between 1940 and the early 1960s, lung cancer mortality in females has risen steadily since the mid-1960s; lung cancer is now the leading cause of cancer death in women.32


	Reference

	Complete text and source study references can be seen at: http://odphp.osophs.dhhs.gov/pubs/guidecps/
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· When asked, patients tell: disclosure of sensitive health-risk behaviors.
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Appendix Ia. Search Strategy Table

	Query
	Retrieved
	Excluded*
	Retained



	((((((((((("tobacco"[MeSH Terms] OR tobacco[Text Word]) AND ((("diagnosis"[Subheading] OR "mass screening"[MeSH Terms]) OR "diagnosis"[MeSH Terms]) OR screening[Text Word])) NOT ("counseling"[MeSH Terms] OR counseling[Text Word])) NOT (("education"[Subheading] OR "education"[MeSH Terms]) OR education[Text Word])) NOT recruitment[All Fields]) NOT (("therapy"[Subheading] OR "therapeutics"[MeSH Terms]) OR treatment[Text Word])) AND Randomized Controlled Trial[ptyp]) AND English[Lang]) AND "adult"[MeSH Terms]) AND "human"[MeSH Terms]) AND ("1996"[PDat] : "2001"[PDat]))
	12
	11


	1




· Exclusions: Not related to primary tobacco screening(10), Not related to tobacco use(1)

Appendix Ib. Search Strategy Table

	Query
	Retrieved
	Excluded*
	Retained



	((((((((("smoking"[MeSH Terms] OR smoking[Text Word]) AND ((("diagnosis"[Subheading] OR "mass screening"[MeSH Terms]) OR "diagnosis"[MeSH Terms]) OR screening[Text Word])) NOT ("counseling"[MeSH Terms] OR counseling[Text Word])) NOT (("therapy"[Subheading] OR "therapeutics"[MeSH Terms]) OR treatment[Text Word])) AND Randomized Controlled Trial[ptyp]) AND English[Lang]) AND "adult"[MeSH Terms]) AND "human"[MeSH Terms]) AND ("1996"[PDat] : "2001"[PDat]))
	115
	114


	1




· Exclusions: Not related to primary tobacco/smoking screening (67), Not related to smoking/tobacco use (47 )

Appendix IIa. Table of Evidence 

	
	Intervention
	Source of Evidence
	QE
	R

	1
	These findings suggest patients are not less willing to disclose health risks to a research assistant knowing that this information would be shared with their physician and that a number of assessment methods can effectively elicit patient disclosure.


	Gerbert
	I
	A

	2
	Computer methodology may enable physicians to use patient waiting time for health promotion and to target at-risk patients for specific interventions.


	Rhodes et al., 2001
	I
	B


References: 
1. Gerbert B, Bronstone A, Pantilat S, McPhee S, Allerton M, Moe J.  When asked, patients tell: disclosure of sensitive health-risk behaviors.  Med Care. 1999 Jan;37(1):104-11.

2. Rhodes KV, Lauderdale DS, Stocking CB, Howes DS, Roizen MF, Levinson W.  Better health while you wait: a controlled trial of a computer-based intervention for screening and health promotion in the emergency department. Ann Emerg Med. 2001 Mar;37(3):284-91.
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When asked, patients tell: disclosure of sensitive health-risk behaviors.

Gerbert B, Bronstone A, Pantilat S, McPhee S, Allerton M, Moe J.

Division of Behavioral Sciences, School of Dentistry, University of California San Francisco, 94111, USA. gerbert@itsa.ucsf.edu
OBJECTIVES

National health care organizations recommend routinely screening patients for behavioral health risks, the effectiveness of which depends on patients' willingness to disclose risky behaviors. This study aimed to determine if primary care patients' disclosures of potentially stigmatizing behaviors would be affected by (1) their expectation about whether or not their physician would see their disclosures and (2) the assessment method. 

METHODS
One thousand nine hundred fifty-two primary care patients completed a questionnaire assessing human immunodeficiency virus (HIV), alcohol, drug, domestic violence, tobacco, oral health, and seat belt risks; half were told their responses would be seen by the researcher and their physician and half were told that their responses would be seen by the researcher only. Patients were randomly assigned to one of five assessment methods: written, face-to-face, audio-based, computer-based, or video-based. 

RESULTS
Across all risk areas, patients did not disclose differently whether or not they believed their physician would see their disclosures. Technologically advanced assessment methods (audio, computer, and video) produced greater risk disclosure (4%-8% greater) than traditional methods in three of seven risk areas. 

CONCLUSIONS
These findings suggest patients are not less willing to disclose health risks to a research assistant knowing that this information would be shared with their physician and that a number of assessment methods can effectively elicit patient disclosure. Potentially small increases in risk disclosure must be weighed against other factors, such as cost and convenience, in determining which method(s) to use in different health care settings.
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Better health while you wait: a controlled trial of a computer-based intervention for screening and health promotion in the emergency department.

Rhodes KV, Lauderdale DS, Stocking CB, Howes DS, Roizen MF, Levinson W.

Robert Wood Johnson Clinical Scholars Program, University of Chicago, IL 60637, USA. krhodes@medicine.bsd.uchicago.edu

STUDY OBJECTIVE

We evaluate a computer-based intervention for screening and health promotion in the emergency department and determine its effect on patient recall of health advice. 

METHODS

This controlled clinical trial, with alternating assignment of patients to a computer intervention (prevention group) or usual care, was conducted in a university hospital ED. The study group consisted of 542 adult patients with nonurgent conditions. The study intervention was a self-administered computer survey generating individualized health information. Outcome measures were (1) patient willingness to take a computerized health risk assessment, (2) disclosure of behavioral risk factors, (3) requests for health information, and (4) remembered health advice.  

RESULTS
Eighty-nine percent (470/542) of eligible patients participated. Ninety percent were black. Eighty-five percent (210/248) of patients in the prevention group disclosed 1 or more major behavioral risk factors including current smoking (79/248; 32%), untreated hypertension (28/248; 13%), problem drinking (46/248; 19%), use of street drugs (33/248; 13%), major depression (87/248; 35%), unsafe sexual behavior (84/248; 33%), and several other injury-prone behaviors. Ninety-five percent of patients in the prevention group requested health information. On follow-up at 1 week, 62% (133/216) of the prevention group patients compared with 27% (48/180) of the control subjects remembered receiving advice on what they could do to improve their health (relative risk 2.3, 95% confidence interval 1.77 to 3.01). 

CONCLUSION
Using a self-administered computer-based health risk assessment, the majority of patients in our urban ED disclosed important health risks and requested information. They were more likely than a control group to remember receiving advice on what they could do to improve their health. Computer methodology may enable physicians to use patient waiting time for health promotion and to target at-risk patients for specific interventions.
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RECOMMENDATION

Tobacco cessation counseling on a regular basis is recommended for all persons who use tobacco products. Pregnant women and parents with children living at home also should be counseled on the potentially harmful effects of smoking on fetal and child health. The prescription of nicotine patches or gum is recommended as an adjunct for selected patients. Anti-tobacco messages are recommended for inclusion in health promotion counseling of children, adolescents, and young adults (see Clinical Intervention). 

Burden of Suffering

Smoking accounts for one out of every five deaths in the U.S.1 It is the most important modifiable cause of premature death, responsible annually for an estimated 5 million years of potential life lost.1,2 About 420,000 Americans die each year as a result of smoking.1 Since early studies in the 1950s and 1960s, a large body of epidemiologic evidence has accumulated regarding the health effects of smoking. Major cohort studies, many case-control studies, and other data sources provide consistent, convincing evidence linking the use of tobacco with a variety of serious pulmonary, cardiovascular, and neoplastic diseases. The scope of this report does not permit an examination of each study of the health effects of smoking or the nature of the risk relationship (e.g., relative risk, dose-response relationship) between smoking and each disease. Detailed reviews of this extensive literature have been published elsewhere.1-6 A number of consistent findings from this body of evidence are well established. First, tobacco is one of the most potent of human carcinogens, causing an estimated 148,000 deaths among smokers annually due to smoking-related cancers.1 The majority of all cancers of the lung, trachea, bronchus, larynx, pharynx, oral cavity, and esophagus are attributable to the use of smoked or smokeless tobacco.2,6 Smoking also accounts for a significant but smaller proportion of cancers of the pancreas,3,7-9 kidney,2 bladder,3,10 and cervix.3,11-13 Second, smoking promotes atherosclerosis and is a leading risk factor for myocardial infarction and coronary artery, cerebrovascular, and peripheral vascular disease.2,3 It is responsible for about 100,000 deaths from coronary heart disease and 23,000 deaths due to cerebrovascular disease each year.1 Third, smoking is an important risk factor for respiratory illnesses, causing 85,000 deaths per year from pulmonary diseases such as chronic obstructive pulmonary disease (COPD) and pneumonia.1,3 Children and adolescents who are active smokers have an increased prevalence and severity of respiratory symptoms and illnesses, decreased physical fitness, and potential retardation of lung growth.14 Fourth, the nicotine in tobacco is an addictive drug, and the pharmacologic and behavioral processes that determine nicotine addiction are similar to those that determine addiction to drugs such as heroin and cocaine.15,16 The initiation of tobacco use at an early age is associated with more severe addiction as an adult. Fifth, tobacco use may be associated with an increased risk of osteoporosis.17,18 Sixth, smoking affects the health of nonsmokers. Smoking during pregnancy causes about 5-6% of perinatal deaths, 17-26% of low-birth-weight births, and 7-10% of preterm deliveries,2,3 and it increases the risk of miscarriage and fetal growth retardation.3 It may also increase the risk for sudden infant death syndrome (SIDS).19,20 Passive smoking (or environmental tobacco smoke) increases the risk of lung cancer in nonsmokers,4,21 causing approximately 3,000 lung cancer deaths each year.4 It may also increase the risk of coronary heart disease in otherwise healthy nonsmokers.22-25 Environmental tobacco smoke exposure increases the frequency of middle ear effusions and lower respiratory infections in children, causing an estimated 150,000-300,000 cases of lower respiratory tract infections leading to 7,500-15,000 hospitalizations.4 In children, passive smoking is also associated with a small but measurable reduction in lung function4 and exacerbates asthma,4,26,27 causing symptoms in 200,000 to 1,000,000 asthmatics in addition to as many as 8,000-26,000 new cases of asthma a year.4 Passive smoking has also been associated with an increased risk of SIDS.19,20,27a Finally, cigarettes are responsible for about 25% of deaths from residential fires, causing some 1,000 fire-related deaths and 3,300 injuries each year.28 Estimated smoking-attributable costs for medical care in 1993 were $50 billion,29 and excess lifetime medical expenditures for the current cohort of smokers may be as high as $500 billion.30 

Although smoking has declined in the past three decades, 25% of adults in the U.S. continue to smoke.31 Among adults, cigarette smoking is more common among men, Native Americans and Alaska Natives, and persons of low socioeconomic status or with 9-11 years of education.31 Due to an increase in smoking by women during the period between 1940 and the early 1960s, lung cancer mortality in females has risen steadily since the mid-1960s; lung cancer is now the leading cause of cancer death in women.32 Two thirds of female smokers continue to smoke during pregnancy.33 Most smokers begin tobacco use as teenagers.14 Currently, 19% of all high school seniors smoke on a regular basis; among black high school seniors, however, only 4% smoke regularly.33a Of persons aged 18-24, 26% are current smokers.31 Smokeless tobacco is regularly used by 3% of adults (5.3 million persons)34 and by about 20% of male high school seniors.14 

Efficacy of Risk Reduction

There is a large body of evidence from prospective cohort and case-control studies showing that many of these health risks can be reduced by smoking cessation. Smokers who quit smoking before the age of 50 have up to half the risk of dying in the next 15 years that continuing smokers have; evidence suggests that the risk of dying is reduced substantially even among persons who stop smoking after age 70.3 After 10 years of abstinence, the risk of lung cancer is 30-50% lower than that of continuing smokers; the risk of oral and esophageal cancer is halved as soon as 5 years after cessation.3,7-9,35 Compared to current smokers, former smokers also have a lower risk of cervical and bladder cancer.3,13 One year after quitting, the risk of myocardial infarction and death from coronary heart disease is reduced by one half, and after 15 years it approaches that of nonsmokers.3,35a The risk and complications of peripheral artery disease decrease after smoking cessation.3 As early as 2 years after quitting, the risk of stroke starts to decrease, and within 5-15 years it returns to (or near to) that of persons who have never smoked.3,36,36a Relative to continuing smokers, smokers who quit have decreased COPD mortality rates; respiratory symptoms such as cough, sputum production, and wheezing; and infections such as bronchitis and pneumonia.3 Pregnant women who stop smoking by the 30th week of gestation have infants with higher birth weights than infants born to women who smoke throughout pregnancy.3 
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	Indicator
	Percentage of patients receiving Influenza immunizations between September 1, 2001 and January 31, 2001.  Suggested generic statement: …”between September 1 of one year to January 31 of the following year.” 



	Numerator
	Eligible patients receiving Influenza immunizations during specified time frame.



	Denominator


	All veterans using VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system



	Definitions & Methodology

	· Eligible patients meet PI sampling selection criteria AND are any one of the following:

a) Age > 50 by January 1, 2000.

b) Diagnosis of chronic cardiopulmonary disorder, metabolic disease, hemoglobinopathy, renal dysfunction or Immunosuppression.

c) Resident of chronic care facility and NHCU of any age who have chronic medical conditions.

d) Does not have documentation of: allergy to eggs or other Influenza vaccine components or a history of Guillain-Barre Syndrome.

e) Residents in domiciliaries. 

· Influenza Immunization: Documentation in a) medical record, b) Vista CPT codes in PCE, V CPT file.  CPT Code 90658 (split virus), 90659 (whole virus) or 90660 (administered intra nasally).  Historically: if the patient reports Influenza immunization was obtained privately, data recorded in, a) progress note, b) on problem list, or c) historical event in CPRS as health factor that immunization was received elsewhere is acceptable.  Documentation should include the date as much as possible, at a minimum ‘fall or autumn’ and year.

· Date collections is from February 1, 2001 through August 30, 2001 to look for documentation of Influenza immunizations received during September 1, 2001 until March 30, 2001, e.g., a documented note entered in July 2001 of a patient receiving a non-VA Influenza immunization the previous October 2000, will be accepted, if entered prior to EPRP pull list date.



	Rationale from

USPSTF 2nd   

Ed. (1996):
	Influenza, which frequently causes incapacitating malaise for several days, is responsible for significant morbidity and decreased productivity during epidemics.  More than 90% of the deaths attributed to pneumonia and influenza in these epidemics occurred among persons aged 65 and older.  Influenza has been estimated to cause a yearly average of 4.1-4.4 million excess respiratory illnesses and 16.6-17.9 million excess bed and restricted activity days in persons over 20 years of age.  Annual influenza vaccine is recommended for all persons aged 65 and older and persons in selected high-risk groups.



	Reference

	http://odphp.osophs.dhhs.gov/pubs/guidecps/text/CH66.txt

	Task Force Ratings: Level of Evidence

	http://odphp.osophs.dhhs.gov/pubs/guidecps/text/CH66.txt
NOTE:  Current, nationwide shortage of influenza vaccine was a significant factor in determining FY 2001 target.



	Resources
	http://vaww.va.gov/NCHP/
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Appendix I.  Table of Evidence 

	
	Intervention
	Source of Evidence
	QE
	R

	1
	Chemoprophylaxis against Influenza A
	CDC, 1993
	II-3
	A

	
	
	Fedson et al., 1993
	II-2
	A

	
	
	Foster et al., 1992
	II-2
	A

	
	
	Govaert et al., 1994
	I
	A

	
	
	Krieger, 2000
	I
	A

	
	
	Nichol et al., 1994
	II-3
	A

	
	
	Scheonbaum et al., 1969
	I
	A
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Increasing influenza and pneumococcal immunization rates: a randomized controlled study of a senior center-based intervention.

Krieger JW, Castorina JS, Walls ML, Weaver MR, Ciske S.

Seattle Partners for Healthy Communities/Public Health, Seattle and King County, Washington 98104-4039, USA. james.krieger@metrokc.gov

BACKGROUND

Immunizations decrease morbidity from influenza and pneumococcal infections. Immunization levels remain below desired levels despite clinic-based and public education efforts. This paper describes a randomized, controlled trial of a senior center-based program, which used peer-to-peer outreach to increase pneumococcal and influenza immunization rates among an urban senior population. 

METHODS

Seniors were randomized to intervention or control groups. The intervention group received educational brochures mailed with reply cards to report immunization status, telephone calls from senior volunteers to unimmunized participants, and computerized immunization tracking. Immunization rates were obtained before and after the intervention by self-report. 

RESULTS

Among participants without prior pneumococcal immunization, the pneumococcal immunization rate among the intervention group (52.0%; 95% CI = 46.6%-57.4%) was significantly higher than that of the control group (30.9%; 95% CI = 26.6%-35.2%) (rate ratio = 1.68; 95% CI = 1.40-2.03). Among those without influenza immunization in the prior year, significantly more (50.0%; 95% CI = 40.0%-60.0%) were immunized against influenza in the intervention group than in the control group (23.0%; 95% CI = 15.2%-33.3%) (rate ratio = 2.17; 95% CI = 1.42-3.31). Among those with influenza immunization in the prior year, the rate ratio was 1.04 (95% CI = 1.01-1.07). 

CONCLUSIONS

The intervention increased both influenza and pneumococcal immunization rates to high levels, suggesting that further progress in increasing adult immunization coverage is possible.


Publication Types: 

· Clinical trial 

· Randomized controlled trial 


PMID: 10698242 [PubMed - indexed for MEDLINE]
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RECOMMENDATION 

Annual influenza vaccine is recommended for all persons aged 65 and older and persons in selected high-risk groups (see Clinical Intervention ). Pneumococcal vaccine is recommended for all immunocompetent individuals who are age 65 years and older or otherwise at increased risk for pneumococcal disease (see Clinical Intervention). There is insufficient evidence to recommend for or against pneumococcal vaccine for high-risk immunocompromised individuals, but recommendations for vaccinating these persons may be made on other grounds. The series of combined tetanus-diphtheria toxoids (Td) should be completed for adults who have not received the primary series, and all adults should receive periodic Td boosters. Vaccination against measles and mumps should be provided to all adults born after 1956 who lack evidence of immunity. A second measles vaccination is recommended for adolescents and young adults in settings where such individuals congregate (e.g., high schools and colleges). See Chapter 32 for recommendations for rubella vaccine. Hepatitis B vaccine is recommended for all young adults not previously immunized and for all persons at high risk for infection (see Clinical Intervention). Hepatitis A vaccine is recommended for persons at high risk for hepatitis A virus (HAV) infection (see Clinical Intervention ). Varicella vaccine is recommended for susceptible adults (see also Chapter 65). See Chapter 25 for recommendations regarding the Bacille Calmette-Guérin (BCG) vaccine. Recommendations for postexposure prophylaxis against selected infectious diseases are in Chapter 67; see also Chapter 24, Screening for Hepatitis B Virus Infection. 
INFLUENZA 

Burden of Suffering 

Influenza, which frequently causes incapacitating malaise for several days, is responsible for significant morbidity and decreased productivity during epidemics. Twenty thousand or more excess deaths have been reported during each of 10 different epidemics from 1972-1973 to 1990-1991; more than 40,000 excess deaths occurred in each of three of these epidemics.1 During severe pandemics (e.g., 1957 and 1968), there are often high attack rates across all age groups, and mortality usually is markedly increased. Elderly persons and persons of all ages with certain chronic medical disorders (see Clinical Intervention ) are at increased risk for complications from influenza infections. More than 90% of the deaths attributed to pneumonia and influenza in these epidemics occurred among persons aged 65 and older.1 Influenza has been estimated to cause a yearly average of 4.1-4.4 million excess respiratory illnesses and 16.6-17.9 million excess bed and restricted activity days in persons over 20 years of age.2 Excess rates of hospitalization have also been documented for children with influenza who have chronic conditions such as severe asthma, cystic fibrosis, and diabetes.3 

Efficacy of Vaccine 

Inactivated (killed-virus) influenza vaccine containing antigens identical or similar to currently circulating influenza A and B viruses has been shown in controlled trials to be 70-80% effective in preventing influenza illness or reducing severity of influenza illness in healthy children, adolescents, and adults under age 65.4-8 The vaccine has also been reported to reduce clinical symptoms in health care workers,9 which may translate into a reduction in transmission to high-risk patients.

Only one randomized placebo-controlled trial has studied vaccine efficacy in high-risk persons for whom the vaccine is generally recommended. This trial enrolled 1,838 persons aged 60 years and older, three fourths of whom had no risk factors other than age.10 During the influenza season, the vaccine significantly reduced the proportion with influenza-like illness (from 3% to 2%) and with serologically diagnosed infections (from 9% to 4%). In stratified analyses, protective efficacy was similar in healthy older adults and those with chronic disease but was reduced in subjects >=70 years of age. In a poorly reported randomized controlled trial comparing different types and dosages of influenza vaccine in elderly persons living in the community,11 one of the vaccines reduced clinical illness rates by 50-70% compared with other vaccine types and dosages. Illness rates were also substantially reduced compared to an unvaccinated cohort not enrolled in the trial. In a large serial cohort study of community-dwelling elderly persons, influenza vaccination reduced hospitalization rates by 48-57% for pneumonia and influenza and by 27-39% for all acute and chronic respiratory conditions, after adjustment for covariates.12 Case-control studies in persons who are 65 years or older have reported that during epidemic periods when there was a good antigenic match between vaccine and virus, influenza vaccination prevented 31-45% of hospitalizations for pneumonia and influenza13-15 and 43-49% of deaths due to all respiratory conditions.13 In a separate analysis using vital statistics data, influenza vaccination reduced total mortality by 27-30% among individuals aged 45 years or older.13 

Adequately designed and performed observational studies conducted during influenza outbreaks also generally support the efficacy of influenza vaccine in preventing illness, hospitalization, and mortality in the institutionalized elderly population and in community-dwelling elderly persons with high-risk chronic conditions, although efficacy estimates vary widely (e.g., 24-58% efficacy against pneumonia).16-22 Vaccination of nursing home residents also may prevent institutional outbreaks.23 Randomized controlled trials in nursing homes have suggested that greater protection may be offered by other, as yet unlicensed, vaccine formulations or combinations (e.g., diphtheria toxoid conjugate vaccine or addition of live intranasal vaccine).24,25 Data are more limited for younger high-risk persons. One cohort study in children with moderate to severe asthma demonstrated 49% vaccine efficacy against clinical illness despite a poor antigenic match with the epidemic influenza A virus, but no effect was seen on hospitalizations or asthma attack rates or severity.26 

Because of frequent seasonal variation in the hemagglutinin and neur-aminidase antigens of circulating viruses ("antigenic drift"), it is necessary to administer the vaccine annually each fall, prior to the epidemic season. This schedule allows the annually reformulated influenza vaccine to include antigens detected from recent global viral surveillance, which are likely to be circulating during the subsequent season. Although allergic reactions have been described, principally in patients with hypersensitivity to eggs, serious adverse effects from influenza vaccine are quite uncommon.1 Randomized placebo-controlled trials of influenza vaccine have reported no difference in systemic reactions, but mild local side effects were more common after vaccine and occurred in up to 20% of patients.27,28 
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PNEUMOCOCCAL IMMUNIZATION
	Indicator
	Percentage of patients receiving Pneumococcal immunizations



	Numerator
	Eligible patients receiving Pneumococcal immunizations



	Denominator


	All veterans using VHA (except those only receiving comp and pension examinations); all DoD beneficiaries using DoD health care system



	Definitions & Methodology

	Eligible patients meet PI sampling selection criteria by any one of the following:

a) Age > 65 years

b) Age 2-64 with chronic CV disease, COPD, or diabetes mellitus

c) Age 2-64 with functional or anatomic asplenia



	Rationale from

USPSTF 2nd   

Ed. (1996):
	Pneumococcal disease is a significant cause of morbidity and mortality in the U.S.  Although pneumococcal infection is not a reportable disease, population-based surveillance studies have reported annual invasive pneumococcal disease rates of at least 15-19/100,000 population and pneumococcal meningitis rates of 0.3-1.2/100,000. 

Significantly higher incidence rates are reported for persons less than 5   years of age or over age 65; blacks, Native Americans, and Alaska Natives; nursing home residents; alcoholics; and those with underlying chronic medical or immunodeficient conditions. Pneumococcal disease accounts for about 15% of severe community-acquired pneumonia, which has a case-fatality rate (proportion of cases resulting in death) of 9-26%. Pneumococcal bacteremia and meningitis are also associated with high case-fatality rates.  The highest case-fatality rates from invasive pneumococcal infection occur in elderly persons (30-43%) and patients with co-morbid conditions (25-27%). In recent years, drug-resistant strains of Streptococcus pneumoniae have emerged; recent estimates suggest that in some locales 15% or more of pneumococcal isolates are drug resistant.  The emergence of drug-resistant strains underscores the importance of preventing pneumococcal disease by vaccination.

Pneumococcal vaccine is recommended for all immunocompetent individuals who are 65 years and older or otherwise at increased risk for pneumococcal disease. There is insufficient evidence to recommend for or against pneumococcal vaccine for high-risk immunocompromised individuals, but recommendations for vaccinating these persons may be made on other grounds.



	Reference

	http://odphp.osophs.dhhs.gov/pubs/guidecps/text/CH66.txt

	Task Force Ratings: Level of Evidence

	http://odphp.osophs.dhhs.gov/pubs/guidecps/


	Resources
	 

 HYPERLINK http://www.va.gov/nchp 
http://www.va.gov/nchp
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Appendix I.  Table of Evidence 

	
	Intervention
	Sources of Evidence
	QE
	R

	1
	Chemoprophylaxis against Pneumococcal Disease
	ACIP, 1997
	III
	A

	
	
	CDC, 1993
	II-3
	A

	
	
	Fedson, 1999
	III
	

	
	
	Fine, 1994
	I
	

	
	
	Krieger, 2000
	I
	A

	
	
	Simberkoff & Esat, 1994
	III
	

	
	
	Simberkoff & Santos, 1996
	III
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The clinical effectiveness of pneumococcal vaccination: a brief review.

Fedson DS.


Pasteur Merieux MSD, Lyon, France. fedson@fr.pmmsd.com
Randomized controlled trials have shown that pneumococcal polysaccharide vaccine is efficacious in preventing pneumococcal bacteraemia and pneumococcal pneumonia in young adults. Clinical trials in older adults, however, have been inconclusive, usually because the studies have been too small. Retrospective studies have shown that pneumococcal vaccination is approximately 50-80% effective in preventing invasive pneumococcal disease among older persons. Vaccination in this age group is also very cost-effective. These findings are the basis for the recent expansion of immunisation policies and the growth in vaccine use in many developed countries. Serologic and clinical studies, however, suggest that vaccine-induced protection declines after 3-5 years, leading to widespread concern about the need for routine revaccination. Because pneumococcal polysaccharide vaccine does not induce immunologic memory, the benefits of revaccination can also be expected to be relatively short-lasting. Alternative strategies of immunological priming of adults with pneumococcal conjugate vaccine followed by boosting with polysaccharide vaccine, or perhaps vaccination with one of the newer protein vaccines, should be considered. Because these new generation pneumococcal vaccines could provide a foundation of life-long protection against pneumococcal infection, their widespread use among adults could have an immense impact on public health worldwide.


Publication Types: 

· Review 

· Review, tutorial 
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Increasing influenza and pneumococcal immunization rates: a randomized controlled study of a senior center-based intervention.

Krieger JW, Castorina JS, Walls ML, Weaver MR, Ciske S.

Seattle Partners for Healthy Communities/Public Health, Seattle and King County, Washington 98104-4039, USA. james.krieger@metrokc.gov

BACKGROUND
Immunizations decrease morbidity from influenza and pneumococcal infections. Immunization levels remain below desired levels despite clinic-based and public education efforts. This paper describes a randomized, controlled trial of a senior center-based program, which used peer-to-peer outreach to increase pneumococcal and influenza immunization rates among an urban senior population. 

METHODS
Seniors were randomized to intervention or control groups. The intervention group received educational brochures mailed with reply cards to report immunization status, telephone calls from senior volunteers to unimmunized participants, and computerized immunization tracking. Immunization rates were obtained before and after the intervention by self-report. 

RESULTS
Among participants without prior pneumococcal immunization, the pneumococcal immunization rate among the intervention group (52.0%; 95% CI = 46.6%-57.4%) was significantly higher than that of the control group (30.9%; 95% CI = 26.6%-35.2%) (rate ratio = 1.68; 95% CI = 1.40-2.03). Among those without influenza immunization in the prior year, significantly more (50.0%; 95% CI = 40.0%-60.0%) were immunized against influenza in the intervention group than in the control group (23.0%; 95% CI = 15.2%-33.3%) (rate ratio = 2.17; 95% CI = 1.42-3.31). Among those with influenza immunization in the prior year, the rate ratio was 1.04 (95% CI = 1.01-1.07). 

CONCLUSIONS

The intervention increased both influenza and pneumococcal immunization rates to high levels, suggesting that further progress in increasing adult immunization coverage is possible.


Publication Types: 

· Clinical trial 

· Randomized controlled trial 


PMID: 10698242 [PubMed - indexed for MEDLINE]

Appendix III.  66. Adult Immunizations – Including Chemoprophylaxis against Influenza A 




Link to the National Guideline Clearinghouse 



RECOMMENDATION

Annual influenza vaccine is recommended for all persons aged 65 and older and persons in selected high-risk groups (see Clinical Intervention ). Pneumococcal vaccine is recommended for all immunocompetent individuals who are age 65 years and older or otherwise at increased risk for pneumococcal disease (see Clinical Intervention). There is insufficient evidence to recommend for or against pneumococcal vaccine for high-risk immunocompromised individuals, but recommendations for vaccinating these persons may be made on other grounds. The series of combined tetanus-diphtheria toxoids (Td) should be completed for adults who have not received the primary series, and all adults should receive periodic Td boosters. Vaccination against measles and mumps should be provided to all adults born after 1956 who lack evidence of immunity. A second measles vaccination is recommended for adolescents and young adults in settings where such individuals congregate (e.g., high schools and colleges). See Chapter 32 for recommendations for rubella vaccine. Hepatitis B vaccine is recommended for all young adults not previously immunized and for all persons at high risk for infection (see Clinical Intervention). Hepatitis A vaccine is recommended for persons at high risk for hepatitis A virus (HAV) infection (see Clinical Intervention ). Varicella vaccine is recommended for susceptible adults (see also Chapter 65). See Chapter 25 for recommendations regarding the Bacille Calmette-Guérin (BCG) vaccine. Recommendations for postexposure prophylaxis against selected infectious diseases are in Chapter 67; see also Chapter 24, Screening for Hepatitis B Virus Infection. 

INFLUENZA 

Burden of Suffering 

Influenza, which frequently causes incapacitating malaise for several days, is responsible for significant morbidity and decreased productivity during epidemics. Twenty thousand or more excess deaths have been reported during each of 10 different epidemics from 1972-1973 to 1990-1991; more than 40,000 excess deaths occurred in each of three of these epidemics.1 During severe pandemics (e.g., 1957 and 1968), there are often high attack rates across all age groups, and mortality usually is markedly increased. Elderly persons and persons of all ages with certain chronic medical disorders (see Clinical Intervention) are at increased risk for complications from influenza infections. More than 90% of the deaths attributed to pneumonia and influenza in these epidemics occurred among persons aged 65 and older.1 Influenza has been estimated to cause a yearly average of 4.1-4.4 million excess respiratory illnesses and 16.6-17.9 million excess bed and restricted activity days in persons over 20 years of age.2 Excess rates of hospitalization have also been documented for children with influenza who have chronic conditions such as severe asthma, cystic fibrosis, and diabetes.3 

Efficacy of Vaccine 

Inactivated (killed-virus) influenza vaccine containing antigens identical or similar to currently circulating influenza A and B viruses has been shown in controlled trials to be 70-80% effective in preventing influenza illness or reducing severity of influenza illness in healthy children, adolescents, and adults under age 65.4-8 The vaccine has also been reported to reduce clinical symptoms in health care workers,9 which may translate into a reduction in transmission to high-risk patients. 

Only one randomized placebo-controlled trial has studied vaccine efficacy in high-risk persons for whom the vaccine is generally recommended. This trial enrolled 1,838 persons aged 60 years and older, three fourths of whom had no risk factors other than age.10 During the influenza season, the vaccine significantly reduced the proportion with influenza-like illness (from 3% to 2%) and with serologically diagnosed infections (from 9% to 4%). In stratified analyses, protective efficacy was similar in healthy older adults and those with chronic disease but was reduced in subjects >=70 years of age. In a poorly reported randomized controlled trial comparing different types and dosages of influenza vaccine in elderly persons living in the community,11 one of the vaccines reduced clinical illness rates by 50-70% compared with other vaccine types and dosages. Illness rates were also substantially reduced compared to an unvaccinated cohort not enrolled in the trial. In a large serial cohort study of community-dwelling elderly persons, influenza vaccination reduced hospitalization rates by 48-57% for pneumonia and influenza and by 27-39% for all acute and chronic respiratory conditions, after adjustment for covariates.12 Case-control studies in persons who are 65 years or older have reported that during epidemic periods when there was a good antigenic match between vaccine and virus, influenza vaccination prevented 31-45% of hospitalizations for pneumonia and influenza13-15 and 43-49% of deaths due to all respiratory conditions.13 In a separate analysis using vital statistics data, influenza vaccination reduced total mortality by 27-30% among individuals aged 45 years or older.13 

Adequately designed and performed observational studies conducted during influenza outbreaks also generally support the efficacy of influenza vaccine in preventing illness, hospitalization, and mortality in the institutionalized elderly population and in community-dwelling elderly persons with high-risk chronic conditions, although efficacy estimates vary widely (e.g., 24-58% efficacy against pneumonia).16-22 Vaccination of nursing home residents also may prevent institutional outbreaks.23 Randomized controlled trials in nursing homes have suggested that greater protection may be offered by other, as yet unlicensed, vaccine formulations or combinations (e.g., diphtheria toxoid conjugate vaccine or addition of live intranasal vaccine).24,25 Data are more limited for younger high-risk persons. One cohort study in children with moderate to severe asthma demonstrated 49% vaccine efficacy against clinical illness despite a poor antigenic match with the epidemic influenza A virus, but no effect was seen on hospitalizations or asthma attack rates or severity.26 

Because of frequent seasonal variation in the hemagglutinin and neur-aminidase antigens of circulating viruses ("antigenic drift"), it is necessary to administer the vaccine annually each fall, prior to the epidemic season. This schedule allows the annually reformulated influenza vaccine to include antigens detected from recent global viral surveillance, which are likely to be circulating during the subsequent season. Although allergic reactions have been described, principally in patients with hypersensitivity to eggs, serious adverse effects from influenza vaccine are quite uncommon.1 Randomized placebo-controlled trials of influenza vaccine have reported no difference in systemic reactions, but mild local side effects were more common after vaccine and occurred in up to 20% of patients.27,28 

VHA/DoD CLINICAL PRACTICE GUIDELINE FOR

HEALTH PROMOTION AND

DISEASE PREVENTION INDICATORS (ADULT)

PARTICIPANT LIST

Version 1.1

PENDING APPROVAL

Participant List

Madmu Agarwal, MD, PhD

Associate Chief of Staff, Ambulatory Care

Veterans Administration Medical Center

Washington, DC 20422

202-745-8245

202-745-8184 (fax)

madhulika.agarwal@med.va.gov
Tamra L. Barker, MD, MPH, MAJ, MC, USA Directorate of Epidemiology and Disease Surveillance 

USACHPPM

5158 Blackhawk Road ATTN: MCHB-TS-EDE Bldg E1570, Rm 105  

APG, MD 21010-5403 

410-436-7845, DSN 584-7845  

877-471-3435 (fax)

tamra.barker@apg.amedd.army.mil 

Dana Bradshaw, COL, USAFSG

Chief, Preventive Medicine

110 Luke Avenue, Rm. 405

Bolling AFB, DC  20332

202-767-4286

202-404-8089 (fax)

dana.bradshaw@usafsg.bolling.af.mil
John Brehm, MD

Medical Director

West Virginia Medical Institute

3001 Chesterfield PL

Charleston, WV  25304

800-642-8686 x2238

304-346-9863 (fax)

jbrehm@wvmi.org
Mary Burdick, PhD, RN

Assistant Director, National Center

For Health Promotion

VHA Administration 

508 Fulton Street

Durham, NC  27705

919-416-5880

919-416-5879 (fax)

Burdi003@me.duke.edu



Jay Carlson, LTC, MC, USA

Ob/Gyn Consultant to OTSG

Walter Reed Army Medical Center

6825 16th St. NW, Rm 6764, Bldg. 2

Washington DC  20307

202-782-8432

202-782-9278 (fax)

jay.carlson@na.amedd.army.mil
Thomas Craig, MD

Senior Medical Consultant

Department of Veterans Affairs

810 Vermont Avenue, NW

Washington, DC  20420

703-273-8945

thomas.craig@hq.med.va.gov
Romona Decker, LTC,NC,USA

Family Nurse Practitioner

Guthrie Clinic

Fort Drum, NY

315-772-6984

ramona.decker@na.amedd.army.mil
Kathryn J. Dolter, LTC, MC, USA

Staff Officer, Medcom Quality

2050 Worth Road, Suite 10

Fort Sam Houston, TX  78234

210-221-6195

210-221-7118 (fax)

kathryn.dolter@cen.amedd.army.mil
George J. Dydek, PharmD, BCPS, FASHP

Colonel, Medical Service Corps

Program Manager for Population Health Outcomes

USACHPPM, ATTN: MCHB-TS-PH

Bldg. E-1570

5158 Blackhawk Road

APG-EA, MD 21010-5403

410-436-1056

410-436-5449 (fax)

george.dydek@apg.amedd.army.mil
Mildred Eichinger, RN, MPH

Clinical Program Manager

VHA

810 Vermont Ave., NW

Washington, DC  20420

202-273-8552

202-273-9148 (fax)

mildred.eichinger@mail.va.gov
Participant List (Cont.)

David Estroff, DoD

253-968-1853

david.estroff@nw.amedd.army.mil
Vincent Fonseca, Lt Col, USAF

210-536-6661

vincent.fonseca@brooks.af.mil
Dorothy Gagnier, PhD

Asst. Director

National Center for Health Promotion

508 Fulton St.

Durham, NC 27705

919-416-5880, ext. 226

919-416-5839 (fax)

Gagni001@me.duke.edu

Jennifer Garrett, RRA

Network Coordinator

ACS Federal Healthcare

5201 Leesburg Pike, Suite 600

Falls Church, VA 22041

703-575-4792

703-820-7363 (fax)

Candace Gortney, CAPT, NC, USN

Head, Health Promotions

BUMED

2300 E. Street, NW

Washington, D. C.  20372

202-762-3497

202-762-3490 (fax)

cmgortney@us.med.navy.mil
Nancy Grass, MD

Staff Internist

Walter Reed Army Medical Center

6900 Georgia Avenue, NW

Washington, DC  20307

202-782-5580

202-782-5036 (fax)

Brenda Harper, COL, MC, USA

Chief, Pediatric Clinic 

Walter Reed Medical Center

6900 Georgia Avenue

Washington, DC  20307

202-782-6101

202-782-0740 (fax)

brenda.harper@na.amedd.army.mil



Jeffrey R. Harris, MD, MPH

Director , Division of Preventive

Research and Analytic Methods Epid.

Program Office – CDC

2877 Brandywine Rd.

Atlanta, GA  30341

770-488-8188

770-488-8461 (fax)

jrh1@cdc.gov

Angelene Hemingway, MAJ

USACHPPM

5158 Blackhawk Road

Aberdeen Proving Ground, MD  21010

410-436-6250

436-7381 (fax)

angelene.hemingway@amedd.army.mil
Donald R. Holleman, Jr., MD

Staff Physician

Lexington VAMC

Lexington, KY  40511

859-281-4971

859-281-4949 (fax)

drholl1@pop.uky.edu
Mylene Huynh, MD

Family Practice Physician

Andrews AFB

1075 W. Perimeter Rd

Andrews AFB, MD  20762

240-857-3956

240-857-3011 (fax)

Mylene.huynh@mgmc.af.mil
Sarah Ingersoll, RN, MS, MBA

Program Manager

ACS Federal Healthcare

5201 Leesburg Pike, Suite 600

Falls Church, VA 22041

703-575-4792

703-820-7363 (fax)

singersoll@birchdavis.com
Ashish Jha, VA

4150 Clement Street (111)

San Francisco, CA 94121

415-750-2035

415-750-6982 (fax)

ashish.jha@med.va.gov
Participant List (Cont.)

David Lanier Jones, MD

Chief, Internal Medicine Service

Walter Reed Army Medical Center

6900 Georgia Avenue, NW

Washington, DC  20307

202-782-5580

202-782-5036 (fax)

david.jones.2@amedd.army.mil
Wendell Jones, MD

San Antonio VAMC

7400 Merton Minter Blvd.

San Antonio, TX  78284

210-617-5300

210-949-3297 (fax)

wendell.jones@med.va.gov
Lois Anne Katz, MD

ACOS, Ambulatory Care

Chair, Preventive Medicine Field

Advisory Group

VA New York Harbor Healthcare System

423 E. 23rd Street MC 11A

New York, NY  10010

212-951-6875

212-951-3382 (fax)

lois.katz@med.va.gov
John Kugler, COL, ML, USA

703-805-0968

john.kugler@amedd.army.mil
Robert S. Levine, MD

Director, Preventive Med. Residents Program

Meharry Medical College

1005 D. B. Todd  Blvd.

Nashville, TN  37208

615-327-6782

615-327-6131 (fax)

robertlevin@home.com
Kathy Lockhart, RN, MSN, MPA

Acting Associate Director of Operations

10 North Green Street

Baltimore, MD 21201

410-605-7003

410-605-7782 (fax)

kathy.lockhart@med.va.gov



Wayne McBride, CDR, MC, USN

Deputy Director, Preventive Medicine/Occ. Hlth

BUMED

2300 E. Street, NW

Washington, DC  20382

202-762-3495

wzmcbride@us.med.navy.mil
Debbie McKay, CDR, NC, USN

Director, Health Promotion, NEHC

2510 Walmer Avenue

Norfolk, VA  23513

757-462-5588

757-444-1345 (fax)

mckayd@nechc.med.navy.mil
Charles Miller, MD

Medical Coordinator, AMEDD 

Clinical Practice Guideline

USA Medcom MCHO-CL-C

2050 Worth Road, Suite 102

Fort Sam Houston, TX  78234

210-221-7109

210-221-6896 (fax)

charles.miller@cen.amedd.army.mil
Joseph Murley, VA

joseph.murley@med.va.gov
Louise Nelson, RN

Education and CQI Coordinator

West Virginia Medical Institute, Inc.

3001 Chesterfield Place

Charleston, WV  25304

304-346-9864

304-3469863 (fax)

inelson@wvmi.org
Peter Nielsen, LTC, MC, USA

OB/GYN Residency Program Director

Madigan Army Medical Center

MCHJ-OG

Tacoma, WA  98431

253-968-5161

253-968-1254 (fax)

peter.nielsen@nw.amedd.army.mil
Participant List (cont.)

Linda Ogle, RN

Network Coordinator

ACS Federal Healthcare

5201 Leesburg Pike, Suite 600

Falls Church, VA 22041

703-575-4792

703-820-7363 (fax)

ogle1@knight-hub.com
Mary Sanders, LTC, AN, USA

USACHPPM

MCHB-TS-HMC

5158 Blackhawk Road

Aberdeen Proving Ground, MD  21010

410-436-7151

410-436-7381 (fax)

mary.sanders@apg.amedd.army.mil
Christine T. Scott, MD

Chief, Primary Care Services

Ft. Meade MEDDAC

Ft. Meade, MD  20755

301-677-8179

301-677-8072 (fax)

christine.scott2@na.amedd.army.mil
Janet Spoden, RRA

Network Coordinator

ACS Federal Healthcare

5201 Leesburg Pike, Suite 600

Falls Church, VA 22041

703-575-4792

703-820-7363 (fax)

janrra@aol.com
Elisabeth Stafford, COL, MC, USA

Adolescent Medicine Consultant

Walter Reed Army Medical Center

Dept. of  Pediatrics

National Naval Medical Center

8901 Wisconsin Ave.

Bethesda, MD  20889

301-295-9960

emstaffford@bth12.med.navy.mil

Scott Stanek, LTC, MC, USA

Reportable Medical Events Project Officer

USA CHPPM

AMSA Bldg. T-20, Rm. 213

6825 16th Street, NW

Washington, DC  20307

202-782-0812

202-782-0612 (fax)

scott.stanek@amedd.army.mil
Oded Susskind, MPH

P.O. Box 112

Brookline, MA  02146

617-232-3558

617-713-4431 (fax)

oded@tiac.net
Cynthia Thumser

West Virginia Medical Institute

608-759-2400

cthumser@wvmi.org
Debby Walder, RN, MSN

Performance Management Facilitator

Department of Veterans Affairs

810 Vermont Avenue, NW

Washington, DC  20420

202-273-8336

202-273-9030 (fax)

debby.walder@mail.va.gov
Diane M. Weinbaum, LTC, CNM, FNP

Family Nurse Practitioner/Certified Nurse Midwife

Womack Army Medical Center

Fort Bragg, NC

919-498-6572 (home)

919-907-8585 (work)

910-907-8469 (fax)

diane.weinbaum@amedd.army.mil or

dwein95@aol.com

Christine Winslow, RN, BS

Program Development Coordinator

ACS Federal Healthcare

5201 Leesburg Pike, Suite 600

Falls Church, VA 22041

703-998-4981

703-820-7363 (fax)   

cwinslow@birchdavis.com
Steven Yevich, MD, MPH

Director, VA National Center for 

Health Promotion and Disease Prevention

508 Fulton Street

Durham, NC 27705

919-416-5880, ext. 224

919-416-3879 (fax)

steven.yevich@med.va.gov
