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5.
Events Review and Classification
5.1
Important Definitions

Prevalent (Pre-Baseline) events: MESA participants were intended to be free of prevalent cardiovascular disease.  However, surveillance may identify events that occurred before Baseline. These will undergo partial abstraction, local review (clinical judgment), and database documentation of prevalent disease, so as to be excluded during analysis. Full abstraction and committee review will not be required. Prevalent events of previous MI, Angina, CHF, PVD, Stroke, or TIA will be recorded. Prevalent events will be based on clinical events, not diagnostic testing alone (e.g., not MI by ECG only).

Recurrent Events: MESA will review ALL eligible events. This will include recurrent events. Events will be reviewed regardless of when the participant became prevalent for that endpoint (i.e. before or after baseline). 

Transfers and events within 30 days: Transfers will be considered a single event, and, where appropriate, hospitalizations within 30 days for the same event may also be grouped in a single investigation. If the Field Center chooses to initiate separate investigations for each event, then they may mark investigations as possibly linked in the events software. This will notify the CC, who will inform the Physician Reviewer. The Reviewer will see both investigations simultaneously and have the opportunity to link them together.

Procedure-related events: The MESA M&M Committee classifies events as procedure-related or not. For CHF, procedure-related might be subdivided into IV fluids or other. This classification requires clinical judgment and will be determined at Review. 

CHF or cardiac arrest as a cause of death: MESA classifies CVD deaths according to the underlying cause of death. CHF is treated as a mechanism of death rather than a cause of death, so no one can die of CHF. The causes of death are the underlying causes of CHF (ischemic, valvular, hypertension, alcoholic, etc.). Similarly, no one can die of a cardiac arrest. Information about mechanism of death and time between onset of symptoms and death is classified or recorded. 

Aborted MI:  Because most people who receive thrombolytic therapy have elevations of enzymes and ECG changes, MESA does not include a separate category for aborted MI.

For more term definitions, please see Appendix F: Glossary of Terms.

5.2
Reporting of Event Type (by Field Center Events Staff)

Based on information collected as part of the Field Center (FC) events surveillance process (including interviews, hospital records, ICD-9 and ICD-10 codes 
assigned by the hospital, physician questionnaires, autopsy reports, Events Eligibility form, and any other available medical information), the FC Events Coordinator or Abstractor types the (morbid or fatal) potential event into one of the following categories:

· Hospitalized Cardiac/PVD non-fatal

· Hospitalized Cardiac death

· Hospitalized Stroke/TIA non-fatal

· Hospitalized Stroke death

· Out-of-Hospital Cardiac/PVD non-fatal

· Out-of-Hospital Cardiac death

· Out-of-Hospital Stroke/TIA non-fatal

· Out-of-Hospital Stroke/TIA death

· Other (prevalent/pre-baseline, Non-CVD non-fatal event, Non-CVD death, insufficient data to classify, not an event) THESE ARE NOT ELIGIBLE FOR REVIEW BUT REQUIRE DOCUMENTATION.

It is important for the Events Coordinator and the Abstractor to communicate regarding each possible event. For cardiac hospitalizations, the Abstractor should be the person to decide what type of event is contained within the investigation. The Events Coordinator records the type on the Final Notice form.  The CC uses this information to assign the event to the appropriate Physician Reviewer (see Review Process, Section 5.3).

5.3
Review Process

The MESA Morbidity and Mortality (M&M) Committee Members are divided into two subgroups for the purpose of events Physician Review:  the Cardiac Subgroup and the Stroke Subgroup.  The Cardiac Subgroup is responsible for reviewing events typed on the Final Notification of Event/Death form as Hospitalized Cardiac/PVD non-fatal, Hospitalized Cardiac death, Out-of-Hospital Cardiac/PVD non-fatal, or Out-of-Hospital Cardiac death.  The Stroke Subgroup reviews all events typed as Hospitalized Stroke/TIA non-fatal, Hospitalized Stroke death, Out-of-Hospital Stroke/TIA non-fatal, or Out-of-Hospital Stroke death. Some cases may require review by both subgroups to determine all the final endpoints. The Coordinating Center will assemble and disseminate all review packets to the appropriate Physician Reviewers. (Detailed descriptions of how to complete the review forms themselves may be found in Appendix D.)   

A reviewer’s classification of an event applies only to the specific hospitalization or outpatient situation under review.  Unless the review is for death, a reviewer should not be concerned if there is a history of prior incident events identified in the records or in MESA reviews.  Each event should be judged separately as “Definite,” “Probable,” or “No/Absent” for a new incident event.
Reviewers will have three weeks (from when they receive the packet) to review all investigations, regardless of whether they are the Local or Central Reviewer. When there are reviews by committee, the Coordinating Center will send out packets at least two weeks in advance of the scheduled meeting. 

Note:  Because reviewers may need to resolve disagreements even after they enter their individual reviews online, the reviewers should not discard the paper review packet for any investigation until they see the investigation ID drop off all lists found on their online review website.  This indicates that the review has been accepted in the database.
5.3.1
Local Review

All investigations that are to be reviewed by the cardiac subgroup (all eligible investigations except Stroke/TIA) will be reviewed at the Field Center where the potential event occurred. This Local Review will occur once for every eligible investigation and will occur simultaneously with the Central Review. A review packet will be sent to the assigned Physician Reviewer at the Field Center directly from the Coordinating Center. There is no Events Coordinator involvement during the review phase. The Reviewer will complete an online review form that will be submitted to the Coordinating Center. The results will be compared to the results from the Central Review (see 5.3.2). Disagreements will be resolved according to the procedures detailed in 5.3.4.  On occasions when case distribution across FC’s is uneven, two Central Reviewers may be assigned (rather than one Local and one Central).

There will be no Local Reviews of cerebrovascular investigations. The Coordinating Center will send these cases to centralized cerebro subgroup members only.

5.3.2
Central Review

All investigations that are to be reviewed by cardiac reviewers (all eligible investigations except cerebro) will be reviewed by a randomly selected Physician Reviewer (not from the Field Center where the investigation originated). Reviewers that are not affiliated with a Field Center will only be assigned investigations to review as a ‘Central Reviewer’. Central Reviewers will complete online review forms, like the Local Reviewers. This review will occur simultaneously with the Local Review. The results will be compared by the Coordinating Center and any disagreement resolved as stated in section 5.3.4.  On occasions when case distribution across FC’s is uneven, two Central Reviewers may be assigned (rather than one Local and one Central).

All Stroke/TIA investigations will be centrally reviewed by two physicians (in lieu of one local review plus one central review). These two reviews will occur simultaneously, and any disagreement will follow the Disagreement Resolution process detailed below. 

5.3.3
Requesting Additional Records

Reviewers should observe the following guidelines when confronting review packets for which additional records may be desired. 

A.  Please do not submit a temporary or provisional online review.  Wait until you are satisfied that any issues involving records/criteria have been resolved.  Our system will allow you to submit a second (changed) online review if necessary, but we discourage you from entering a temporary review while you await the resolution of a question, since this can alter interim reports about review data.

B.  Look at Page 1 of the review packet’s Summary Report to see if there is a note regarding availability of records.  If a Field Center has determined that certain records were unobtainable, a note will indicate this.

C.  If no such note appears, then it may be possible for the FC to request more records.  Recognize, however, that a lack of medical records might not have been a FC or CC oversight. In some cases, the Field Center may not have requested medical records if they felt the Physician Questionnaire was sufficient.

D.  If you would like the CC to ask the FC to request additional records, please send your request via the Comment box in the online review form.

(D1) Please clearly state that you are asking the CC to obtain more records (i.e., rather than "more records needed," write "Ask FC to obtain more records").  Whenever possible, mention the specific procedure/test reports that interest you--this greatly increases the success of our requests. If you want an interview done, please state that specifically.

(D2) It is important to send requests via the Comment box (rather than simply contacting your own site's coordinator) since the CC needs to coordinate records for both the local and central reviewers assigned to a review. We encourage communication with your coordinators from a training and quality control perspective, but we need information requests to be routed centrally.

(D3) If additional records are not available, you have the option of submitting no review but using the Comment box to declare that you think the investigation should be redesignated "Insufficient Information to Classify." In rare cases, you could request that the case go to committee if you think another physician might be able to diagnose the event.

(D4) Please do not mark the "No Event or Revascularization" bubble at the top of the online review form if you feel there is a lack of information or records.  "No Event or Revascularization" should be marked only if you are confident in ruling that the patient did not experience any of the conditions or procedures described on the review form.  Please see your Reviewer Manual if you have any additional questions about the criteria for the "No Event or Revascularization" category.

(E) On the rare occasion that you request that a case go to committee, please send your request via the Comment box.  Please do not enter results into the online form. Please state in the Comment field why you want the committee to see the case.

5.3.4
Committee Review

Occasionally investigations will be reviewed by the entire Cardiac or Cerebro subgroup. This is done to ensure quality control. When a subgroup reviews cases together, the review form results may be recorded by hand and entered online back at the Coordinating Center. Data may also be entered directly online at the meeting. There is no resolution protocol for committee decisions. All results from a committee review are considered final, unless the committee agrees upon individuals to make the diagnosis.

At the events ascertainment process start-up, all available cases will be reviewed and classified by the entire M&M Committee for training and consistency purposes. A selected number of random cases will be reviewed by the entire committee each subsequent year for quality control purposes. Physician Reviewers may also request specific cases be brought before the entire committee.

5.3.5
Disagreement Resolution

The M&M committee has decided that all conflicting endpoint diagnoses (not revascularization) must be resolved by a “Third Reviewer” or, if necessary, by the committee as a whole.

NOTE:   There is no need to resolve discrepant angina or TIA results if the participant is prevalent (at baseline) or incident already for MI or Stroke, respectively (or if both reviewers agreed that MI or Stroke was ‘definite’ for the investigation under review).

The third reviewer diagnosis will be considered final. If the two reviewers cannot agree, they will notify the Coordinating Center and another reviewer will be assigned to act as the final reviewer (this is called an “Adjudication” review) and will complete an online review for only the endpoint(s) in question. This independent Adjudication reviewer may discuss the case with the first two reviewers. The Adjudication reviewer will enter his/her decision online, and this will be considered the final diagnosis for that endpoint. (See Appendix D for detailed information on how to complete the online review forms.)   For criteria marked under non-conflicting endpoint rulings, the local reviewer’s criteria selections will be the default selections for the Third Review record in the MESA database.  If two central reviewers were the original reviewers (no local reviewer), then the central review that was entered most recently will be the source of the default criteria selection in the Third Review record.

The process of resolving morbidity and/or mortality review disagreements is now automated. Immediately after the completion of the two initial reviews, any disagreements are instantly brought to the last reviewer’s attention. Conflicting responses from the stroke and/or mortality form are displayed. After reviewing the item(s) of disagreement, the reviewer can choose from the following options to resolve the investigation:

1. Change my review to agree with other reviewer. 

This option will alter the second reviewer’s responses to match that of the first reviewer. Since the second review has been changed to match the first review, the case is resolved and the need for a third review is averted.
2. Return to my review to update. 

This option allows the last reviewer to revisit his review to make revisions. If both the morbid and mortality reviews are in disagreement, this option will return the reviewer to the morbid review form before proceeding to the mortality review form. If differences exist only in the mortality reviews, this option will return the reviewer directly to the mortality review form. If the last reviewer’s modifications result in agreement, the investigation is resolved and the need for a third review no longer exists. If disagreements still exist after the revision of the morbid and/or mortality reviews, the last reviewer will be presented with the same 3 options again. 

3. Leave my review as it is and forward to other reviewer for ‘third review’. 

If review disagreements are detected and the last reviewer does not wish to amend their review to agree with the first reviewer, the last reviewer may opt to send the investigation to ‘third review’. A third review requires both reviewers to collaborate on the investigation to ultimately come to a single evaluation for the event. By selecting this option, an automated e-mail message is sent to the first reviewer informing him of the third review. The reviewer assigned with the 3rd review will have the investigation appear in the “Final” review section of their on-line review queue. 
After collaborating with the other reviewer on the final review, the reviewer assigned the third review must enter the review online. The on-line third review form displays the responses from both reviewers. For the disagreeing items, one reviewer’s responses are displayed in red. The other reviewer’s responses are shown in blue. Review items in agreement are grayed-out and locked out from editing. After submitting the third review, the investigation is resolved and no additional action is required.
NOTE: An automated computer review algorithm for certain events (e.g., MI) will be developed at the Coordinating Center based on the MESA criteria for event classification.  The results of the computer review will be compared to the central review on a pilot basis to assess validity of the algorithm.  If validated, the computer algorithm may serve as the second reviewer for clear-cut events when feasible. The computer algorithm will also be used as a quality control procedure throughout the events surveillance process to ensure that reviewers are adhering to MESA criteria for event classification and are not drifting over time.  
5.3.6
Reviewer Responsibilities

Reviewers are responsible for doing several things:

· Review investigations and have the results entered online within two weeks of receipt of the investigation review packet.

· Contact the Events Data Coordinator at the Coordinating Center if there is any problem or missing information via the comments field on the Online Review Forms.

· Communicate with other Reviewers (when necessary) to resolve disagreements and submit results within two weeks of notification of disagreement by the CC.

· Act as a tie-breaker when two other Reviewers can not agree.

· Communicate to the Coordinating Center any data disparity that they encounter when reviewing the review packet via the comments field on the Online Review Form.

· Link investigations when appropriate.

· Oversee Events activities at their own Field Center.

The Coordinating Center will support all review activities. All questions or concerns with the process should be relayed directly to the Events Data Coordinator at the Coordinating Center. Events Coordinators at each Field Center will have no direct involvement in the Review Process. Abstractors at each Field Center will also have no direct involvement in the Review Process (unless they are also a Physician Reviewer).
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