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	1. IMPACT, OPPORTUITY, EVIDENCE - Importance TO MEASURE AND REPORT

	Importance to Measure and Report is a threshold criterion that must be met in order to recommend a measure for endorsement. All three subcriteria must be met to pass this criterion. See guidance on evidence.
Measures must be judged to be important to measure and report in order to be evaluated against the remaining criteria. (evaluation criteria)

	1c.1 Structure-Process-Outcome Relationship (Briefly state the measure focus, e.g., health outcome, intermediate clinical outcome, process, structure; then identify the appropriate links, e.g., structure-process-health outcome; process- health outcome; intermediate clinical outcome-health outcome): 
This is a process measure. 
Measure CD4 >> Assess/interpret value >> Diagnose/identify problem >> Identify treatment options (e.g., prophylaxis for opportunistic infections, change/initiation of antiretroviral therapy) >> Administer the appropriate treatment >> Impact on CD4 >> Reduce contraction of opportunistic infections >> Reduce morbidity/mortality

1c.2-3 Type of Evidence (Check all that apply):  
Clinical Practice Guideline 
1c.4 Directness of Evidence to the Specified Measure (State the central topic, population, and outcomes addressed in the body of evidence and identify any differences from the measure focus and measure target population):  
Clinical practice guidelines from the Department of Health and Human Services (DHHS, 2012) recommend that CD4 counts be monitored every 3–4 months to (1) determine when to start ART in untreated patients, (2) assess immunologic response to ART, and (3) assess the need for initiation or discontinuation of prophylaxis for opportunistic infections (A-I). Patients with a stable viral load and a CD4 count well above the threshold for opportunistic infection risk may have their CD4 count monitored every 6 to 12 months. DHHS guidelines on antiretroviral therapy in pediatrics (2011) recommend that CD4 percentage or count should be measured at the time of diagnosis of HIV infection and at least every 3-4 months thereafter (A-II). The HIV Medicine Association of the Infectious Diseases Society of America (HIVMA) (2009) recommends that CD4 cell counts should be monitored both to assess the efficacy of antiretroviral therapy and to determine the need for prophylaxis against opportunistic infections (A-I).
1c.5 Quantity of Studies in the Body of Evidence (Total number of studies, not articles):  A total of seven studies were cited in the DHHS (2012) adult and adolescent guidelines. Five of the studies were cohort studies of 16,446 patients and two were case control studies including 48 patients. Eight studies were cited in the DHHS (2011) pediatrics guidelines. One study was a randomized control trial involving 377 infants. Three studies were large cohort studies including a total of 1,566 patients.  Three studies were meta-analyses using data from the HIV Paediatric Prognostic Markers Collaborative Study and the Concerted Action on Sero-Conversion to AIDS and Death in Europe Collaboration, both of which consist of cohort and randomized control trials. Information on one of the cited studies in these guidelines could not be determined. The HIVMA (2009) guidelines cited the DHHS (2012) guidelines as supporting evidence.
1c.6 Quality of Body of Evidence (Summarize the certainty or confidence in the estimates of benefits and harms to patients across studies in the body of evidence resulting from study factors. Please address: a) study design/flaws; b) directness/indirectness of the evidence to this measure (e.g., interventions, comparisons, outcomes assessed, population included in the evidence); and c) imprecision/wide confidence intervals due to few patients or events):  The DHHS (2012) recommendation of monitoring CD4 counts in adults and adolescents every 3–4 months is supported by strong evidence based on one or more randomized trials with clinical outcomes and/or validated laboratory endpoints. DHHS’s (2012) recommendation of monitoring CD4 counts every 6 to 12 months in adult and adolescent patients with a stable viral load and a CD4 count well above the threshold for opportunistic infection risk is based on expert opinion. There is good evidence consisting of at least one properly designed randomized, controlled trial supporting HIVMA’s (2009) recommendation. The DHHS (2011) recommendation on antiretroviral therapy in pediatrics is based on expert opinion.
1c.7 Consistency of Results across Studies (Summarize the consistency of the magnitude and direction of the effect): The evidence cited in the DHHS and HIVMA guidelines is consistent in showing the benefits of continuously monitoring CD4 counts in adults, adolescents, and pediatrics with HIV/AIDS.
1c.8 Net Benefit (Provide estimates of effect for benefit/outcome; identify harms addressed and estimates of effect; and net benefit - benefit over harms):  
DHHS guidelines: The panels determined there was a positive net benefit for regular CD4 monitoring of adult, adolescent, and pediatric patients with HIV/AIDS.
HIVMA guidelines: The HIVMA determined there was a positive net benefit for regular CD4 monitoring of patients with HIV/AIDS.

1c.9 Grading of Strength/Quality of the Body of Evidence. Has the body of evidence been graded?  Yes
1c.10 If body of evidence graded, identify the entity that graded the evidence including balance of representation and any disclosures regarding bias:  DHHS Adult and Adolescent Guideline:
These guidelines were developed by the DHHS Panel on Antiretroviral Guidelines for Adults and Adolescents (a Working Group of the Office of AIDS Research Advisory Council). The Panel is composed of more than 30 voting members who have expertise in HIV care and research. The U.S. government representatives include at least 1 representative from each of the following DHHS agencies: CDC, FDA, HRSA, and NIH. These members are appointed by their respective agencies. Approximately 2/3 of the Panel members are nongovernmental scientific members. There are 4–5 community members with knowledge in HIV treatment and care. Members who do not represent U.S. government agencies are selected after an open announcement to call for nominations. Each member serves on the Panel for a 4-year term, with an option to be reappointed for an additional term. All members of the Panel submit a written financial disclosure annually reporting any association with manufacturers of antiretroviral drugs or diagnostics used for management of HIV infections.

DHHS Pediatrics Guideline:

These guidelines were developed by the DHHS Panel on Antiretroviral Therapy and Medical Management of HIV-Infected Children convened by the National Resource Center at the Francois-Xavier Bagnoud Center (FXBC), UMDNJ, HRSA, and NIH. The Panel is composed of approximately 25 voting members who have expertise in the management of HIV infection in infants, children, and adolescents. Members include representatives from the Committee on Pediatric AIDS of the American Academy of Pediatrics and community representatives with knowledge of pediatric HIV infection. The Panel also includes at least 1 representative from each of the following DHHS agencies: CDC, FDA, HRSA, and the NIH. A representative from the Canadian Pediatric AIDS Research Group participates as a nonvoting, ex officio member of the Panel. The U.S. government representatives are appointed by their respective agencies; nongovernmental members are selected by the Panel after an open announcement to call for nominations. Each member serves on the Panel for a 3-year term with an option for reappointment.  All members of the Panel submit a written financial disclosure annually, reporting any association with manufacturers of antiretroviral drugs or diagnostics used for management of HIV infections. 

HIVMA Guideline:

A panel of experts composed of specialists in internal medicine, pediatrics, infectious diseases, obstetrics, and gynecology prepared the 2009 update to these guidelines. All members of the panel participated in the preparation and review of the draft guidelines and feedback from external peer reviewers was obtained. These guidelines were reviewed and cleared by the CDC and the IDSA Standards and Practice Guidelines Committee. All members of the Expert Panel complied with the IDSA policy on conflicts of interest, which requires disclosure of any financial or other interest that might be construed as constituting an actual, potential, or apparent conflict. Members of the Expert Panel were provided with the IDSA’s conflict of interest disclosure statement and asked to identify ties to companies developing products that might be affected by promulgation of the guidelines. Information was requested regarding employment, consultancies, stock ownership, honoraria, research funding, expert testimony, and membership on company advisory committees. The Panel made decisions on a case-by-case basis as to whether an individual’s role should be limited as a result of a conflict. No limiting conflicts were identified.

1c.11 System Used for Grading the Body of Evidence:  Other  

1c.12 If other, identify and describe the grading scale with definitions:  DHHS Adult/Adolescent and Pediatrics Grading Scale:
Strength of Recommendation: A: Strong recommendation for the statement; B: Moderate recommendation for the statement; C: Optional recommendation for the statement. Quality of Evidence: I: One or more randomized trials with clinical outcomes and/or validated laboratory endpoints; II: One or more well-designed, nonrandomized trials or observational cohort studies with long-term clinical outcomes; III: Expert opinion

HIVMA Grading Scale:

Strength of recommendation: Grade A - Good evidence to support a recommendation for use; Grade B - Moderate evidence to support a recommendation for use; Grade C - Poor evidence to support a recommendation. Quality of evidence: Level I - Evidence from at least 1 properly designed randomized, controlled trial; Level II - Evidence from at least 1 well-designed clinical trial, without randomization; from cohort or case-controlled analytic studies (preferably from 11 center); from multiple time series; or from dramatic results of uncontrolled experiments; Level III - Evidence from opinions of respected authorities, based on clinical experience, descriptive studies, or reports of expert committees.

1c.13 Grade Assigned to the Body of Evidence:  A-I to A-III (for every 3-4 months); CIII (for every 6-12 months)
1c.14 Summary of Controversy/Contradictory Evidence:  According to the DHHS Adult/Adolescent Guidelines for the treatment of HIV, (DHHS, 2012), “in general, CD4 counts should be monitored every 3–4 months to: (1) determine when to start ART in untreated patients, (2) assess immunologic response to ART, and (3) assess the need for initiation or discontinuation of prophylaxis for opportunistic infections (A-I).” However, patients who are receiving antiretroviral therapy, have consistently suppressed viral loads, and whose CD4 count is well above the threshold for opportunistic infection risk, may have their CD4 count monitored less frequently (every 6 to 12 months) (C-III). Therefore, NCQA believes that CD4 monitoring every 6 months (instead of every 3-4 months) is a more appropriate measure for the total HIV population.
1c.15 Citations for Evidence other than Guidelines(Guidelines addressed below):  
N/A

	1c.16 Quote verbatim, the specific guideline recommendation (Including guideline # and/or page #):  

[Strength of recommendation and quality of evidence are in parentheses, following each recommendation]
HIVMA Guideline (Aberg, 2009):

CD4 cell counts should be monitored both to assess the efficacy of antiretroviral therapy and to determine the need for prophylaxis against opportunistic infections (A-I).

DHHS Adult/Adolescent Guideline (DHHS, 2012):

In general, CD4 counts should be monitored every 3–4 months to: (1) determine when to start ART in untreated patients, (2) assess immunologic response to ART, and (3) assess the need for initiation or discontinuation of prophylaxis for opportunistic infections (A-I). 

The CD4 cell count response to ART varies widely, but a poor CD4 response is rarely an indication for modifying a virologically suppressive antiretroviral regimen. In patients with consistently suppressed viral loads who have already experienced ART-related immune reconstitution, the CD4 cell count provides limited information, and frequent testing may cause unnecessary anxiety in patients with clinically inconsequential fluctuations. Thus, for the patient on a suppressive regiment whose CD4 cell count has increased well above the threshold for opportunistic infection risk, the CD4 count can be measured less frequently than the viral load. In such patients, CD4 count may be monitored every 6 to 12 months, unless there are changes in the patient’s clinical status, such as new HIV-associated clinical symptoms or initiation of treatment with interferon, corticosteroids, or anti-neoplastic agents (C-III).

DHHS Pediatrics Guideline (DHHS, 2011):

CD4 percentage or count should be measured at the time of diagnosis of HIV infection and at least every 3-4 months thereafter (A-III). In children younger than 5 years of age, CD4 percentage is preferred for monitoring immune status because of age-related changes in absolute CD4 count in this age group (A-II). 

1c.17 Clinical Practice Guideline Citation:  Aberg JA, Kaplan JE, Libman H, Emmanuel P, Anderson JR, Stone VE, Oleske JM, Currier JS, Gallant JE; HIV Medicine Association of the Infectious Diseases Society of America. Primary care guidelines for the management of persons infected with human immunodeficiency virus: 2009 update by the HIV medicine Association of the Infectious Diseases Society of America. Clin Infect Dis. 2009 Sep 1;49(5):651-81. Available at http://www.uphs.upenn.edu/bugdrug/antibiotic_manual/idsahivprimarycare2009.pdf. Accessed May 25, 2012.

Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of antiretroviral agents in HIV-1-infected adults and adolescents. March 2012. Department of Health and Human Services. Available at http://www.aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf. Accessed June 11, 2012. 

 Panel on Antiretroviral Therapy and Medical Management of HIV-Infected Children. Guidelines for the Use of Antiretroviral Agents in Pediatric HIV Infection. Department of Health and Human Services. August 11, 2011; pp 1-268. Available at http://aidsinfo.nih.gov/ContentFiles/PediatricGuidelines.pdf.  Accessed May 25, 2012. 

1c.18 National Guideline Clearinghouse or other URL:  http://www.uphs.upenn.edu/bugdrug/antibiotic_manual/idsahivprimarycare2009.pdf; http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf;http://aidsinfo.nih.gov/ContentFiles/PediatricGuidelines.pdf

1c.19 Grading of Strength of Guideline Recommendation. Has the recommendation been graded?  Yes
1c.20 If guideline recommendation graded, identify the entity that graded the evidence including balance of representation and any disclosures regarding bias:  HIVMA Guidelines, expert consensus with evidence review/ DHHS Adutl/Adolescent Guidelines; expert consensus with evidence review/ DHHS Pediatrics Guidelines, expert consensus with evidence review
1c.21 System Used for Grading the Strength of Guideline Recommendation:  Other
1c.22 If other, identify and describe the grading scale with definitions:  HIVMA Grading Scale:
Strength of recommendation: Grade A - Good evidence to support a recommendation for use; Grade B - Moderate evidence to support a recommendation for use; Grade C - Poor evidence to support a recommendation. Quality of evidence: Level I - Evidence from at least 1 properly designed randomized, controlled trial; Level II - Evidence from at least 1 well-designed clinical trial, without randomization; from cohort or case-controlled analytic studies (preferably from 11 center); from multiple time series; or from dramatic results of uncontrolled experiments; Level III - Evidence from opinions of respected authorities, based on clinical experience, descriptive studies, or reports of expert committees.

DHHS Adult/Adolescent and Pediatrics Grading Scales:

Strength of Recommendation: A - Strong recommendation for the statement; B - Moderate recommendation for the statement;

C - Optional recommendation for the statement. Quality of Evidence: I - One or more randomized trials with clinical outcomes and/or validated laboratory endpoints; II - One or more well-designed, nonrandomized trials or observational cohort studies with long-term clinical outcomes; III - Expert opinion.

1c.23 Grade Assigned to the Recommendation:  A-I to -AIII (for every 3-4 months); C-III (for every 6-12 months)
1c.24 Rationale for Using this Guideline Over Others:  It is NCQA policy to use guidelines that are evidence-based, applicable to physicians and other healthcare providers, and developed by a national specialty organization or government agency.
NCQA and PCPI convened an expert panel of diverse stakeholders to review the guidelines and evidence for this measure.  The panel determined the measure was scientifically sound using the full body of evidence and guidelines for this measure concept.

	Based on the NQF descriptions for rating the evidence, what was the developer’s assessment of the quantity, quality, and consistency of the body of evidence? 
1c.25 Quantity: High    1c.26 Quality: High1c.27 Consistency:  High   



See Guidance for Definitions of Rating Scale: H=High; M=Moderate; L=Low; I=Insufficient; NA=Not Applicable
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